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PREFACE

Phyﬁdlmhnvenlnyabwniumgucdbytheuhnmanifetmﬁumofmmd
diorders.  An early d from the tan  of
carotenemia thecsdmnuouofthedatuo(.bartnmckfmmthepudnmof
the croems furrows on the fingernails the suggestion of Addison a drscase by the
pigmented palmar creases of a patient who han 1o other complalnt than fatigne
the Intimation of pregnancy of a young woman who wants the lttle akin tags
removed which mxddenly sppeared on her neck these and other diagnostic feats
have been a constant source of professianal satisfaction

Before the advent of modern diagnostic methods the cliniclans probebly
koew better how to resd dlagnosis and prognosls from the sinn thap the present
getieration which Is accustomed to trust objectrve laboratory methods mare
than cheervetion It wonld be utterly ridiculous to mnnlmuze the progress of
mediane and to long for the good old times when the doctor hms clun on the
golden head of his cane sat nt the patient s bed and watched the degrees of
pallor or cyancels or the intricaces of R rush  And yet it sgems that the tremend
ous wealth of clinrcal observations o cutuneous phenomena accompanying 1o
ternsl diease has 10 our ime not foand the attention {t deserves  The
tiona are scattered mostly throughout the internistic lterature and often the
descriptions have been given by men withont dermatologic tramning The
dermatologic literature which during the last thirty years has shown an increasing
conscousness of the systemic relationship of the skin naturally s more con
cerned with the internbstic background of the dermatoses and much lems with
the uldn manfestations of Internal dseases. Thus, there is sufficlent justifica
tion for a survey and presentation of our knowledge in this field despite the fact
that many articles and a few books have been written on the subject. The
articles uscally deal with but a few of the well known skin manifestations,
such as tho disbetic dermatoses oc the pigmentations in Addison a disease, Only
2 few papera comprise several or mmany groups of the internal disorders, among the
smportant being those of Joseph Jadamohn! Bruno Bloch, + Weldman U
Wile,! \Vise and Wolf ¢ Lutz,” * and Berthe Ottenstein *  Remarkably few books
have been written on the subject. Balkley! published a amall volume which
contoins many valuable cheervations and in spite of its disregard for the hiteratare

adamot, J 5. Trtermat. Derosst. Kesqr
an.lm)q-m,xml\.ﬂh-ﬂrua.
TBiockh, B Haus wd StoCwrcherl, Varkand] ¢ Gesellach. f. Yerdarnagkraakh , 1925
B Ehigrs dber dis Bexiberages dar Hest rum Cemtritsegaidanon, mh.wdnd:

Dermacetonis Bxmreasions of Interual Medies! Disstuss, Califorais & Weet.

waaie Discase Axm o) Aed & 1103-1113, 1991
Wi P and Weif J nﬂmlﬂﬁiwh 10 Diwrtwrbences of
Miehigan 1 Soc M 3T 1837 Otier Oreacm, J
[aaticranl|

TLate, W betten and Gematorpanisons IT Dermatologion T8 44111, 1928
Tatg, W \B‘ h-dh:-u 112, 1840,
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o srates o the Gkin bt Tuiermal Diserders, New York, 1908,
7



8 PREFACE

and its lack of prctures makes sl interesting reading  Later attempts induded
the books of ] K. Mayr * W Lutz * and the compendions monograph by S
Jesaner and Luts @ Of course a large number of monographs dealy with parts
of the subject. Eandocrinology and the skin has been dealt with in treatises by
J Strandberg and i a very fascinating way by Mussio Fourmer Piaggio
Blanco and Cervino Lately E Urbach* has given a balliant presentation
of the relationshup of skin diseases to metabolum and nutntiea a field to which
he already had made 0 many onginal contnbutions However a recent sys
temaiic p of the skim fe of smtermal disorders does mot exist
and the author hopes to il tus gap wath the present book.

While prepaning this book the author became aware of the fact that the
term skin manifestations of 1nternal dmorders is not oaly lengthy but does not
cover all the dermatoses which may be part of a syndrome  The term skan mant
festation mplies the existence of something which manifests iteelf on the slan
thus 1t 18 perfectly correct to say that the typhad fever Infection manifests
iteelf on the slkon with the rose spots  However there are dermatoees which
sccompany diseases of other organs with some regularity without being more
than an accompaniment at lewst to our present knowledge Peeudoxanthoma
dastscum for example s often associatell with angiod streaks of the retina.
We do not know what manifests itself in the phenomenon of pecudoxanthoma
elasticum but we know that this dermatoms is the skin part of & syndrome known
g8 Grbenblad Strandberg syndrome It was felt that there is need for a short
word expressing precisely and noacomrmtally such a relauonship  The word
dermadroms (literally fellow traveler on the skan) which means the skin part of
4 syndrome was therefore comed and used throughout this book not enly for ac
companiments but also as 2 synonym for true skin manifestations of Internal dis-

Within reasonable limuts the author has tried to cover the field which the
utle of the book indicates He has however abstalned from forcing Into a
chapter such subjects which represent entire divissons of medicine as syphilis
though it cannot be densed that the syphilitic dermatoses are an outstanding
example of the dermatoses of a systemic infechon  The slun manifestations of
sllecgy and the nutntional disturbances 1n {nfancy have not been induded

partly for the same rcason and partly becamse excellent modern moaographs
on thcan subjects are gvailable  Some gape In the presentanon of the field may
have been caused by the disruption of the supply of foreign medical perlodicals
during the war and also by the difficulty of obtaining those articles which ap-
peared 10 the less well-known languages oc 1n remote countries  If the original
article could not be consulted abatracts were used If possible Mot of these ab-
ptracts are contuned m the Zentraiblatt fir Haut und Geachlechtskrankbelten

uM yr J X Dia ander Heat Xr et durch
pel Sehidtrmugen. Leiptig, 19373 ¥ O W Vogal
Olats W Sofwrehed und Jiant Maxdb d 1T w. Gk 3 25335 1530

Ofmerer 8 und Lats, W bel fooeres Hasdh d H Ok

barg. J Tlmndlnrnﬂ-imja‘n,l‘hndbdﬂ ak. ¥ 166351 1310
W3 Iyseto Yournier J O FPlusxio Bunes R and Cervise J M Fiely aneroe ¥ glindaies
Buepes Afres, 1944, Balva Edtores.



FREFACE 9

relatively few in The Journal of the Amencan Medical Asscclation the Yearbooks
of Dermatology the Archives of Dermatology and Syphilology the Archrves of
Internal Medicine and some other penodicals. The use of abstracts from the
Zentralblatt has in most cases been indicated in the bibliography by the addition
of Zbl with the numbers of the volume and the page Since these are mostlv
articles which are dificult to obtaln i1t was thought that this additton mght
facilitate further research.

The author hopes that his book will be read or coasulted by dermatologists
28 well as by mternists and general practihoners. Thu expectation necemsitated
that facts which may seem trivial and superflucus to one group of the prospective
readern require ducussion for the sake of another group  Therefore the suthor
aaks for indulgence for the introducttons to such topees as scarlet fever leukemia
gout and other diseases which are more familiar to the internist than to the
dermatologst.

The system of bibliography here used has abandoned the wsual listing of the
references at the end of the chapters or at the end of the book. The euthor
felt that the titles of the sources and the names of the authors who have made the
obeervations should not be hidden away bat shown on the same page where their
work s mentioned  This was dane not only as a matter of fairness to the suthors
but also to induce the reader to look up some of the onginsl sources himself
‘This system of references on the same pege with consecutive numbering which
had been used for a long time 1n thoe periodical publications of the American
Medical Association has recently been adapted to medical books.*

A glance at the table of contents ahows that the book does not pomarily
deal with the mternmtw. background of skin diseases. However occamanal
remarks and shoct paragraphs on this subject have been meluded if 1t seemned
warranted

With this book, the author wunts to strengthen the idea of the unity of
mediane. It does not scem unnecessary to work for this idea 1n ocder to heip
to prevent that the medical specialtwes grow away from each other and lose mght
of other fields end of the system as a whole.  Nature 1a neither husk nor kernel
she iz all in one

huxr Wrxez M D
M lwaukee Wisconsin

“Urbach, B Skt Diswase Nrtrition sad Metabotem Now York 1848 Orume & $iratios, Ims.
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hramoss vulvae, multiple curcinomas.

PLATE IV (pugw 440)
plgmentanon of the hands, trophy and senlle purpoe.
Hpoidica dabeticornom (Urtmch-Oy
Diabater.  Tafected toenall and early stages of gungress.
Disbetts—thren dayy later gazgrene scem locellsed
Xanthoma dlabetscorsm, wnmsaally large beslon
Nasthoma abetscorum.

PLATE V (page 536)
Palligra  Enthem of dorram manus,
Scorvy Gengintla,
Ecchymoses  acmt | mphatle lealemia.

Pernlooas petsis, aotreated  Actt glowslts Imvotving miluly th edger.  Fllitorm paplTue
are sall present

Pernicioos nemly  Pale shok tongue.  Atrophy of papdlie.
En thems nodarm
PLATE V1 (page 646)
Herpes simplex as seen 10 many fovers,
Hepatic carhosis.  \xcites, conpested velns, axibary lopecla, Fymented male dpple.
Heputs cierbosis  Erythema of the [alma ermioeners, so-called Liver paime asd vascalar
apader tn cnwema) locatson
Hepatse airrboms. | ascalar spuder
Bifary drrhosts.  Fomr ears alter lgation of coamon doct, jaundice.
Dillary cirboste.  Blealing yems, decuyed teeth
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INTRODUCTION

Siin manifestations of & dsease of another organ or &n organ system may be
specfic or nemspecific

Specafic dermadromes contaln the same pathological elements which caose or
charactenire the lemons of the disease in another part of the body system  Skin
motastunes of a malignant tumor of the stomach repeat the adencmatous struc
ture of the pnmary growth Leukemic mfilrations of the wlan conast of the
typscal leukocytes of the leukemia and hematogenous tuberculoss of the skin 18
stll as much tuberculosa as 1t was in the tubercular focus from which it de-
scended.

Much mare frequently the dermadromes are mowsperyfic  Nerther anatomy
nor cotirse seem to repest the promary dmeare. The pruritus in Hodglan s ds-
ease sweating in tuberculosm or 1n arseruc powcning are such nonwpecific mani
festations. They are cutaneous responses to pathologic ahmul and wnce the
means of expression which the akin possesses are limuted heterogemeons causes
may produce Identical skin symptoms. Prunitus, persparation erythbma pog
mentatian hypertrichoms allergic Inflammatwon keratosis are some words from
the language in which the akan answers if It 1 provoked It follows that a con
clumon as to the underlylng condition Irom a nonipeafic aymptom liks pruritus
alone ia not poseible. In other words the nonspedific dermadromes are net dsag
nosiic they ure merely suggarteos of a disgnosin. They have to be werghed t 'gether
with othar manifestations to make a dmgnosis possible Naturally this limits
the practical value of the knowledge of the cutaneous symptoms of internal dis-
orders. However the same is true of the symptomatology of all other fields. A
diagnoys is usmlly not based on one speafic symptom but rather on a charac
terlstic pattern formed by a varety of nonspecific manifestations,

Another fact Increases the difficulty Hardly one dermadrome 1s an ix
tarsalls companion of an interna) disorder  The melanosis 1n Addlson s disense is
mietdog 10 a conmdernble percentage of the cases  Pruntus commonly encoun
tered in Hodglin s dmease diabetes gout arwenic polsoning mav be aheant,
Even the rash in measkes or chicken pox may not appear  Jaundice in obstruction
of the common duct seems to be one of the few inevitable dermadromes.

Before entering the di of the skin f $ons of mternal disorders,

the reader might well ask which crafersa permit the assumpton of such a relatson
ship

There 1 no douht about the relatoon of the specific dermadromes to the
internal companions to which they are subordmmated au 1s the case m focal infection
or coordinated as in svphilie  For the wavestigation of the status of the non
specific dermadromes the statistic method Is the most important one  If prortus
is arsocated with diabetes in a larger percentuge than with a normal controf

1



20 INTRODUCTION

group we are Justified in ealling pruntus a dermadrome of dubeter.  This
apparently simple method naturally has all the fallacses connected with statis-
tice. The number of cnacs must be sufficrently large  The character of the
material must be conmdered  For example 1 the case of diabetic peurltus it
18 important whether the patients are hospitalired or ambulatory contrelled or
uncontrolled diabeties wealthy or poor  The control group must be large and ite
character should correspond to the probed group of diabeticn in age sex rmaal
and sncial make up etc. It 18 of grentest Importance whether obacryntions have
been gathered from records which had been wnitten by another phymdan or
whether they have been collected by the author himsell wath the purpose of his
nvestigation in mind  Generations of intems may not have pud much atten
tlon or at le st may not have entered a note on the prescnce or abeence of pruritus
or eprdermiophytosds in the diabetic patente.  Then a man becomes teresed in
the question and he starts to ask patierits and to make notes, This may cnuse
the apparent incxdence to soar

1f rare dermatosce occur m amsociation with relatively rare internal discascen
the relntionship can be accepted if a few cases only have become known  Ex
amples e the few mstances of dermatitis herpetiformus after total parthy
roldectothy or cutis verticls gymta in acromegaly or acanthosis nigricnna in vt
ceral cardnma

Other criteria of a relationship between a dermatoss and an internal dmorder
are disappearance of the former following succesaful treatment of the latter as it
occurs in some cases of hypertrichosis of ovarian ergin - The close parnileliam
between the ups and downa of the disenwe and the skin changes s sometimes a
good evid nee aof a relationship  This cnn be obeered in the dermatoses of the
legs which sometimes accompany periods of circulatory decompensation



Skin Manifestations
of Internal Disorders

CaaprER [

THE DERMADROMES OF SYSTEMIC INFECTIONS

Hematogenous or Metastatic Infections.  Microbids (Bloch 7

The cctogenoos nfections of the akdn for example fmpetigo erysipelas,
and the superficial mycoses do not belong to the subject of this book, 1i how
ever the micro-organnms truvel with the blood stream from an infectious focus
in the system to the skin apd cause there coresponding manifestations of the
infection the resulting dermatosis 19 a dermadronre of the systemtc infection and
requires discussron,

When e far back as 1915 ] Jadaseohn**® gave this definition of hemato-
genous elan infectron he wisely chose the word He was anare of
the fact that the hemstogenous mfections are not identical with the primary
lesiom. They differ moce or less, although a relationstup can usumally be found.
The various hematogenous infectious lesions the microbids (Bruno Bloch) or the

ids for short have been shown to have a number of common features. The
study of the expenmental hematogenous mfecton of the guinea pig with fnmgi
proved particulardy instructive for the ! d, of the path
the microbrds in general

Experimental Homatogenocus Fungus Infection.—Saeves? in J
Jadassohn s clinic in Berne, Switzerland was the first to show that & mngle intm
cardial injection of an emulson of spores of Ackorion quimckeansm and Tricko-
Phvion gypoexm can produce In the gunea pig several crops of fungl-contawning
clinjcally typrcal slun lemons  These myootic lemona healed spontancously after
about three weeks, The heymatogenous skan infections differed Iittle from pomary
skin infections. The animals developed a generalized specific skin allergy toward
fungi just as they did after ectogenous fnfectson  The hematogenously produced
kesions appeared to have a certain predilection for shaved or traumatired!® sites.

“The brmaiogrooms tafeolions of Ko skin lavy bren stutied briematvely by Joerph Iademoks sod
Prune Biech and  eir scheoky

THiech B Lee micrebiins cutende, Arch. dermatoeypiitieT ep.la_uuul 38T 154 18|
lnr‘:-]rr::,! Xxperimentele Bettries sar Dermatomyksemickre Arch f Dermat
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22 DERMADROMES OF SYSTEMIC INFECTIONS

M Sulzberger ™ then 1n Blochs clinlc could show that no actual mycotc
granulome of internal organs could be produced by Intracardial injection of
Ackorion guincheamum in spite of the presence of fungl In the spleen and
other organs. The histologic examination of hematogenous slan lesions demon-
strated that the fungi could be found mainly in the stmtum cocneum and in the
hairs not in Living tissues © kaving no doubt about the eactivs localieahion oc
dermatroprsm of certain microbes

Focl—The foce from which the microbes may enter the blood can be found In
many organs  Streptococclc and staphylococcic foct are known to occur in dental
granulomas, 1o absceseed teeth and in many other organs The lungs and the
mediastinal lymph nodes may be the foa for the hematogenous spread of tuber
culoms. The skun 1tself may be the site of primary foci which are able to emlt
fung1 tubercle baall and other microbes into the system Trauma nflamma
tion with hyperemia and suppuration (kerlon) fever and intercurrent fnfections
like colds or inflaenzn are likely to have an mfluence on the mobuimsron of
microbes from o primary focus X ray treatment of a primary tnichophytic
leslon and injection of trichophytin are named among the factors which have
been seen to provoke tnchophytids.® The treumatimtion of gonorrheic Infil
trates or tuberculous tissues may cause a crop of hematogenous skin infechions.
All nfectious processes which lead to erosion of blood vessels and lymphatics
may lead to metastatic Infection Jadassohn® stresses the importance of all
influences which weaken the systemic resistance. The poseibility of & release of
bacteria from a silent focus Into the blood stream apparently without any of
the known causes must be considered

The presencs of microbes 1n the bood 1n cases of microbwds has been demon
strated for fungi by M Jemner® and others ® and for tubercle badlli by Kren
and Lowenstein ® Konrad ® and others Many similar findings especially of
pyogenic bacteria are known

Metnstatlo Sites.~-The experimental fungns infection shows that the
rucrobes do not stay and develop wherever they are deposited by the blood
stream. The fungi prefer the keratinized twsue other microbes favor other
sites Tuberculids are seen most often on the extreruties especially the legs
probably due to the tendency to stasis In the extremities. Some epidermophytrds
have a specual tendency to form eczematold epidermophytids i the palm.
Traumatized or inflamed areas attract fungn splrochetes pyogenic bactera o

Pamage of Formed Wie-
n-ul'mnuun-mrylnioul wuycn-cn-un;mood.Ar‘h.Dv-mn & by 11 nl-lm mﬂ
B.  Algeracine und Hiclogie der D- Handb. &

Y amarser

*Bloch, B D Trichoplytide Jlandb. d I Gk Ll 644, 1833

®Kren, O and Liwwmatein, e Bedewtung der Buriliinde bel den verschicdenen Formen
der Hanttuberkuiosr und bel Lupes erythematodes, Arch. £ Dermet w. Byph 184 I75-388, 1912

HEKowrsd, J  Demonstration of Tabmche PaclH fn Chrewimting Blood (Lowenmteim Methad)
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tubercie bacll. The appearng of syphiliic papules In aress of fnction and
maceration 18 well known #2797

e

Fip. 1 —Trchopiythd  (Cewrtesy Divies of [rerrmstology Departeaent of Aedicime, University of
Chlcage.)

; * T Te T her
Haau berkwioss Archf Dermat & ph 1607 33033, 190G, il



24 DERMADROMES OF STYSTEMIC INFECTIONS

Common sites of microbic deposts are the vascular nets which surround the
kasr follicles Hematogenous follicular rashes (Lchens) are well known 1n my
coses wyphils tuberculoms and other di ] Jadasschn®* d that
the fungi in the blood stream like to settle n the follicles because of the cloee
relation to the hair their preferred medium.  \licrobic metastases in the capillary
loops of the papu/las may cause scarlatiniform rashes roseola, or papules  Those
1 the subewits produce nodules of all sizes.  The larger Bood ressels espeaally
mn the subcutts are another target. Thus reticulated livedo racemoea like forms
may ensue as s occamonally seen i syphilia.  The resns may be the ongin of deep
nodules in late syphilms. ] Jadaseohn™ felt that these infections ongmating
in the walls of veins (W olters™) do not stem directly from the blood 1n the veins
but rather from the blood 1n the rasg rasorum  Thus the pont of attack con
tributes to shape the cinical prctures of w uch hichenoid follicular rashes roseola
and erythema nodosum are the main representatives.

Other Chammeteristics of Hematogenous Skin Infection.—Perhaps
even more important than the mte of the microbic metastams 18 the allerpic
response of the slin.  Almost always some allergy has already developed
when from the pnmary focus of infectton microbes are disseminated through the
arculation The speafic skin reachons are mostly positive  Bloch! and other
authors have seen fresh crops follow mnjectiona of specific allergens  The allergic
reactions 1n hematogenous skin infecttons may though frequently strong be
wenk or negative as suggested by the so-called anergic tuberculids. In other in-
stances of wenk allergy the metastatic lesion shows features of & primary infec
ton that 1s, greater abundance of microbes and nomspeafic wnflammation
\Milary tuberculosts and early syphilis are examples. As the immune nologic
reaction grows in strength fewer germs and wncareasngly tuberculold hustologic
structures will be found. Thm s the case in tuberculoms lichenoides, in tuber
culotd teprosy in lesshmaniass, and especially i the late stages of syphils.
Syphilids are rich n spirochetes when the luctin allergy 1s lacking and poor
when 1t s present.® Not only the skin may have changed its speafic reactron
mnce there are many indications that the microbe 1tself may have become allergic
1n the course of 1ts contact with the host. For Instance spirochetes and other
protozca may become remstant to previously effective drugs.

General sepiic symptoms like malame chills and fever and swelling of the
lymphatic nodes and joints may accompan) the crope.

The general course of hematogenous infectious skun eruptions 18 usually
benrgn  There 15 2 marked tendency to spontancous involution as 1s the case
{n some tobercubkds

The distribution of hematogenous infectious dermatoses exhibits some
characterstic features.  One would expect that microbes which invade the blood
stream  especally the pulmonary veins and the large artenes, would land 1n
farrhy even distnbution in the entire sk Thia 1z not always the case  Syphilitic

®Igtssmobn, J  Hematopeneuws Infections Disrsecy of the Skim, Arch Durrat & Byph, 11

r6-338, 1630
T¥Woltrrs, A Lapua modularis kimatogroen Urspriups, Arch f Drrwrat Byph 63 53 1904
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roseola the acute exanthems, and other blood home infections, in spite of the
great number of individual lesions show modifications 10 thew distribution
caused by pecallanties of the terrmn.  Other les of uneven di inetion
are the arcumoral pallor 1 scarlet fever the predilection of the upper half of the
body in variola and varicella the often exclusve localimtian of papulonecrotie
tuberculids oo the extremities and of some tnichophytids on the palma. Of
course symmetric dussemination and the appearance in crops as seen in secondary
syphilids oc in acute exanthems snggest h infectson  but asymmetry
does not rule 1t out. The sarcouds and tertiary syphilis are usually asymmetric.
Pauaty of microbes m the blood stream or paucity of those germs which can
succeed in setting op a hematogenous skan Infection may explain the lack of
symmetry

Pyogenlo Focal Infection —The hematogenous skon infections from
streptococae or staphylocoedc foa particularty m the teeth and tonsdh ba ceo
far not found the mme interest among dermatologista as the coresponding mani-
festations 1 the other organs among other specaluts. [t appears that there
exist two groups of Investigators who do not teem to koow moch of each other
the dermatologuts wath the microinds oo one wde and the propopents of the

classrcal focal infection on the other  The former frequently ahow a skeptical
attitude toward the achievements of the latter who in turn often ignore the
work of dermatology 1n this field

Both wschools struggled with the questsoon of whether towuc products of
microbes are able to produce specific dermadromes or whether hematogenous
infectfon with Living germs Is & necessary prerequimte.

Today the wnportance of the question has dimunished mnce it is known
that toxins from microbes may produce lesions similar to those of living becterm
and that absence of microbes in microscopsc and cultural tests does not prove that
the questioned lesrons are not camsed by germs. | Jadamchn® emphasired on
scvera] occasmons the chinloal simflarities of many bematogenous taxic and hema
togenous infectrous dermatoses. Purpura is an example of a dermadrome com
mon in infectson as well as 1n possonings.

From the pathogeness of the tuberculids and trchophytids which are moce
often infectrous than towc, and also from other observotions we may conclede
that the secondary fod are likely to be of a bacteremic and metastatic nature
although bacteria are rarely found 1n the secondary skin bemona.

compreirwdre reyiew of the feid of Mcal infrction by Owtzeit and Tarade® (1530) whi

Of sbew 1IN0 lecae, daet Aot Demijon 1he Bamaey of J Jedumoks, B Hlock, Ber those
of beirpopls  And this foapl  ef irefact hat mest of these awthors worked for  lows T in the
#ime Block in ke UCmivers 7 Hosplta) {n leveian, Germany

.".-nnuu.x and Parade O W Focu Infect. Erpebn d tan Med  Kinderh 87 13722

Wedasohn 1 1iimatograe Decw tepen Tkl &b €02, 1631
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The conception of focal infection 13 based on the work of Plissler ® Hunter ®
Billings ™ and particularly Rosenow™ but the older literature also contains
much materlal polnting in the same direction The term focal smfectron ({ocus
of infection) was colned by Billings™ who defined it as & dreumscribed area
infected with pathogenic microorganisms and usually communicating with a
mucous of cutaneous surface caumng secondary foct through varfous ways espec
fally through the blood stream  Later the definiion became more prease. Focal
tnfection may now be defined as a dureass cansed by a ckromic focus of sufection
which harbors pathogentc microorgamsms and thougk often dormant {tselfl comtin
wonsly or comtsmnally canses remots symptoms (modified after Gutzeit and Parade) ®
The teeth and the tonsls are the maln sites of the pnmary foa ® followed in
frequency by the paranasal sinuses the ruddle ear the bronch: the uterus and

Fig 2 —TFocal tuprction. Baddem end often recarTeat crope of 4cwt circtimsscribed erytherst of (e
ahesk  AWsois ceased satirely after extirpation of cronllly fafected appeodx

adnexa the prostate the intestinal tract and some other less common mtes like
vancous ukers and bronchiectases  Rosenow ¥ to glve an example found
tonsillary focn i 51 per cent of hus patients with arthntis and 1n 74 per cent
of thoee deslgnated as having infective lesions of the skan  In the latter group
77 per cent had infected teeth

P Foeal Iufrction Lane Medical Lectures, New York 1918, D Appheton & Co.
E C tber ¥ wnd bektive

LakaBaation, 3ed Kiln 37 335 1031

whRiere R Leber Fokallafektion Verbasdl d dentach Gemellach f fam Med Xoux 9t
A5, 10

wheersew ¥ C  Merdinfek joa wnd riektive Lokalimtion, Verbasd! d deutack Gesefich. £ i
Aed, Eowg 411 408 820
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The baclerfc which cause focal infection are predormunantly streptococc
especaally the virdans type although staphylococel Escherscha coli gonococa
and others also have ugnificance, Billings* and Roeenow® showed that the
streptococd] 10 the Living tieste of the prnmary focr can change their character
fstcs In vanous ways There were changes in virmlence changes m cultoral
behavior and even tranmtion wnto other forms for example from streptococcd
nto preumococri. The observations on character and extent of such mutatrons
are still controvermal, but the majorty of the bacteriologusts recognire them
in principle. The explanations for the emisman of bacteria mto the crcglation
n crops have been mentioned in the first half of ths chapter The finding
of streptococd] 1n the blood™ is relatively infrequent, and there are many series
of observations with entirely negative resulta.  The probability of finding small
numbers of bacteria 1z the blood Is small. The pauaty of germs In the blood
distmguishes focal infection from true sepels. It s well that Billings* changed
the misleading term oral sepsis to focal infection

Ammtmuu'umdnlmb}ectmandldﬂhRmcwH’thmrydthudmh
locolisatien of the microbes ecially the strep ¥ who con
dda-dmmmpumofm:bcnvebmﬂmttouubuﬂcmhnmklbowedma
very large serfes of controfled experiments that streptococel hwlated from
primary foci had a surprsing tendency to produce Jemons In animals which
corresponded to the sccondary lemwoms seen in the patlents from whom the
straln was denved Thm for example streptococed Isolated from teeth and
other* primary foa in 1,539 cases of ulcers of the stomach and doodenum
pﬂ)duc!d mﬁpu'cmtofthea.uima}awhﬁchhldbeenlnfecttd intra

ch or duodenal lesions.  Other examples of elective

loaahntbn am the tendency of green produang streptococd to produce
lesions in the cardiac valves and of hemolytic streptocoed to localize in the
joints. The percentages In which lemons could be produced in the rabbit
were mostly around 60 often higher rarely lower Thas in 60 per cent of nine
cases of erythema nodosum and of twenty nine cases of herpes roster com
parable akin lesfons were produced 1n the rabbit. These findings were starthng
‘The expeniments were most cxpertly exscuted and the numbers of cases and
controls, for example 723 cases of arthrits, 206 cases of ulcerntive colitie, were
large. One would think that Rosenow &% impressive material should have settled
the question of elective localimtion in a pomtive sense once and forever How
cver while confirmations were forthcoming ® many in -estigators amoug them
men who had been trained by Rosenow failed to cocroborate his results or ob-
tained smaller percentagen® Particular care was taken by Von Albertini and
Grumbach # These authors could find no definite proof for the existence of an
of the strep 1. They believe that the individua! reswtance

of the animals and not the selective organotroplam of the microbes, decides
wbethuubmﬂmdnb.ce-ornmmhndlepmmﬂlcﬂwthehnﬁﬁmof

laden. B L. asdd Jorcem, W H  3Muitiphe Cmychin s Maxisestation of Focal Infretion Arch.
Dermas &lmh " 3138, 1811

®irr, Ace  Feenl IM Sckwris med Wetmedr T1 13451304, 1841
l“:n-u:«-un. and Grembach, & Fosa! Infrotke, Bekwels mod Weknachr o8 1309
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cultures. The authors emphamze the fallacies resulting from comparmg second
ary lesions in an amimal which had not been infected before and which recelves a
aingle masaive dose of bactena with secondary infection 1n man where the dis-
sermination of microbes probably occurs continually and allergy has hed a chance
to develop Von Albertini and Grumbach s* experiments did not deal with
skin diseases The role of specific allargy 1n streptococeal infections has-been
demonstrated and emphasied by many observers. In proper concentration
skin tests with autogenous vacane can be made and therapeutic effects reached.
Humoral antibodles have been demonstrated However agglutination precipl
tation and other tests with hyperimmune sera which had proved of great value
In Rosenow s hands have not been found suitable by other authors because of
the pronounced tendency of the streptococc: to spontaneous agglutination
Intercurrent infections climate, menstruatton nutntion endocrine and other
factors may also modify the allergic reactians.

Diagnonis —Many authors stress the importance of & history of frequent
colds recurring tonsillitis ® postnasal dnpping occasional stiff neck, myosts
arthntis, tranmtory tendetness in vanous joints neants, endocarditis appendec
tomy and other epimodea of pyogenic infections. Of course the history only
suggests focal 1nfection and 1t constitutes good grounds for a careful investga
tion ¢

The collaboration of dentists rhinologists and radrologists is often needed
Specimens for culture should be taken from the depth not from the surface
Ths 18 especlally important with regard to the tonsils and the teeth The most
suitable medium for cultures seems to be Rosenow s brmn broth  From the
1solated strains, a vacane may be made and intracutancous ekin tests done.
These tests are difficult to interpret and controls are necessary \arlous lnbora
tory methods to demonstrnte humoral antibodies are used by some authors
but they have not gained general acceptance  The demonstration of an in
fectious focus does not prove that the dermatoms in question is caused by the
focus.

The hematologic methods as well as exact themometry may give hints
with regard to the exutence of an infection Gutzeit and Kachhin® determine
the blood sedimentation rate and expose the area suspected of an active focus to
ultra short waves An exposure of seven munutes s used for teeth and twelve
munutes for the tonsils. An increase of the sedimentation rate two to four hours
after the provocation Is eupposed to indicate activity of the focus in question
The patient should be fasting  The value of the method 1s still controvermal
mnce other authors obtaned similar reactions from normal teeth  The advantage
of the test 15 that it 1s based on the objective phenomenon of the sedimentation
rate and not on more or less vague exacerbations of pain or other sensationa
It seems that no absolutely relmble test for the activity of a focus has been
devised

Ayres. B J  aad Anderson, N P Foeal Infrotion In Dermatolony Arek Dermat & Syph.
H 42191 1938

Oonvﬂ x and Etehlls. W Beitrag rur dentalen Infreivtion wad ein mrwer Weg iz farer Diag-
wrch b Alfnches med. Weknmchr 84 #61-065 1837
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Treatment —So far the best evidence to prove the causal relationship
between a lesion 1n the skin (or elsewhere) and a focus of infection Is the thera
peutic effect of the elunination of the alleged focus.  But even here great skepts
cum fs necessary to prevent post hoe, ergo propter hoc concluslons since many
of the condrtions 11 question for emmple rosacea ecrema and lichen planus
take an iregalar course with frequent remussions and exacerbations.  Pextcrllsn
and the sulfocanudes are the first drugs to be tried. The erndication of dental
tonsillar and other foa by surgical means should be attempted. The removal of
one acremible focus does not rule out the exsstence of other inaccesaible or node-
tected foa  Some foc, ke endocarditic or aortic granulations, are beyond the
sargucnl reach or would involve farmsdable operations which are not warranted.
Conservative toplcal methods inclode local disinfectant and cleamsing pro-
cedures ke swabbmg and gargling but they will hardly influence encapsulated
fod in the depths of tonsllary oypts. The treatment with autovecoine from
the recovered strains should be tried but many authors are skeptical. Ayres
Jr and Anderson® recommend gradually increasming ntravencus injections of
the vacane. Noamspecific protein injections may be tned ceutiously but there
is some danger of producing reactsons In hyperergic patients. General pro-
cedares ke the aalt free diet of Germon Sauwerbruck and Hermannidodfer
bydrotherapy and ultraviolet light have been recommended. Acute exacerba
tlons following such apparently harmlems treatments as mud baths are known
Severe exacerbations have been oheerved occasionally after surgical treatment of
foa for eaample arthritic exacerbation following extraction of infected teeth
or new crops of gonorthesc Leratoses after dilatetion of a urethral stricture.®
Ayres, Jr and Anderson® give a long list of dermatoses suspected to be camsed
by focal infechon Most of the aileged condinons bear remarks like  some cisen
or occamonally intimating how little solid ground the imposing work has ylelded
for dermatology In the following It which is i part after Ayres Jr and
Anderson® the dermatoses are grouped according to the vald ty of the argu
ments cluming foca! infection in thewr pathogencsis

Grewr |
The nator of the darmatosh 2s  bematogwnoos Infection or totic manfestaton is ol

Acat emntheriatoms doctses and mesy otber raskes | | fectrom

SEreeter Relatseoukip of Arthriti o Oral Dimgmouis  Defocaliostis and Hreptockeens
\'-crhr'rhnn Am J Orthodomtice X7 148184, 1842
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Garore 11
Focal {nfection has been hown oc engpeated v ith mare or less good reasons fn some cases oft

Acn rossceati#

Herpes roater>i= &

Erythema elevatum di thum#

Lopo erythematosas lx::rt\n dizseminatus
Generalired t

Acrodermatits continua®™

Angronenrotic edema  d urticara®
Alopech sreata®

Acne volgarly (some cases of severe involvement J=0
Dermatitie berpetformwa

Pemphigus*

Nonmyeotic vesicular ernptions of the hande and feet

#Fait, JT Lamlo € 4 and Yero F  Rossces my  Hacterid From Yoeal Infretian, J.4 LA,
168 1738, 1938,
®Barber H W Dwatal Muﬂmnmmmmmndnmlm
®Weidman, F D and Bemncom, J H  Eryibemat ¢y tam dintinum, drch Dermat & 8yph.

#Madden, J T Aewt Dissemmatged Lupas Erythemathosos, Arch Dermet & Byph 15 854,
533
®iyrea, 8 J Pumrows, L A and Asderwn, N F (esersiiced Telangiectads aad Swos In-

Arch
®Heckrr 8 W Generalived Trianglectasts, Arch Dermat. & B ph 14 357 1930
Wharber T W wadEyre J W H conttean ( a Repers

Cutamecus Effects of Denta] Bepais, Lances 32: 50981 1933,
®FRichter W  Forul Infretion Dermmat Weknechr 1491 911-915, 1539
®yarien. W Dentaker Foima and B otirankbetten, TObingva, Dissertation, 1633
SWelsh, Il L Bpecificity of  Bireptococoos Isolated From Putirata With Pemphigus. Arek

SThher J W Focal Infrotions ta the Etiology of Ecaews, A J A 8o 1T¢ TR-TIT 1813
e,

4merl D Trsachen d Dyak drosen und Klremse Dermat Wehnschr §1 1815-1619 1030
#Jankvieon, I B and Mameil B. ¥ Pyoeais Kkin Lestons Atcompanyhag Chrenks Ulkeerative
Cotitis, A J Digevt Dis & N trition 3 19 1534

®Roberts, H L Foeal lnfection Brit J Dermas 33 310-TM. 821373, 1971
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Pyogenic Septicemia

Bacteremia does not necessarily peoduce clinical symptoms.  If the microbes
enter the blood siream 1n sruall numbers or only once the natural bactericidal
power of the blood often disposes of them quickly as illustrated by postoperative
bacteremia. If the blood s repeatedly or coustantly fed with mucrobes from a
focus of Infechon such sypdromes as discussed under tuberculosis gonarrhea or
focal fnfecton may ensue. The massive presence of bacterwa in the blood to-
gether with the outstanding clmical symptoms of characteristic fever or wasting
1s called pepticenua or separs.  If the development of multiple abecesses 3 an
outstandlog featnre as is often seen 1n staphylococoie septicemnia the term pyemn
ta often used  The term toxemia should be reserved for those conditions which
are caused by bactenal taxins such as diphtherla tetanus and botullsm

The bacter causig sepas 1 two serles of 150 and 255 cuses® were found
to be Staphylococcus aurens in 36 5 per cent Streplococeus hemolvitens in 36 per cent,
and varfous types of pneumococc] in 5.5 per cent  The rest of the lst predomi-
nantly contains other types of staphvlococa streptococed and the Friedlbader
bacillus. In other large serles the staphylococtac cases outnurmber the strepto-
cocric cases 21 o0r 3 1%

Otits, carbuncles and related conditions are histed (10 per cent)® as the
most common source of sepes, others beng operation (14 per cent) infectrons
of the genitourinary tract (9 per cent) paranasal sinuses (6 per cent) lver and
gall bladder (4 per cent) and miscellancous (19 per cent) The ocovet m
often sudden octastonally with & severe chill and fever Chills and spiking
temperntures occur in about one-half of the cases Sustained low fevers are
common and seem to entafl & lugher mortality ®  Usnally the bactena can be
wolated from the blood Endocarditis and metastatic abscesees are the most
characterhtic complications and causes of death

Hemolysia, hemoglobun staining of the ning of the blood vessels abscesses,
particularly of the lungn, reddened and hypertrophic bone marrow cloudy swelling
of the kideeys liver and heart and a moderately enlarged and very soft spleen
are the ordinary post moctem findings.

Slnce the mtroduction of the eulfonamides, the mortafity rate has dropped
from 67 to $4.5 per cent ® 1n staphy lococric septicemia alone from 82 to 74 per
eent.® The adrent of penicillin hay probably reduced the mortality still further
e TrOf T nd Axfien A B Fromaic fepvia 133 Chern farm Gymeo & Obet. 77 sidas

*iemden. T I # paylococtio Bepticrmia
Wy taney Aruifcance

2% Chees, dreh It Med 61 108243 1
D sl Keetrr C A
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ot Bactervmte, Avch. | t Led ot 51478, 141
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Dermadromes —In contrast to the importance of the skin as a cause the
dermadromes of septicerua are nelther very common nor Important compared
nxthh;t:e s'eventv oLtbc Reneral septic syndrome.  There seem to be some distin
guishing features between the staphyl c and » t h
akin lesons (pyermids) #-= ogerd eptogEIIe hemitogenols

r,
Y
oy - < ﬂ'?‘# .
- - :
T ot T
[ERRNTEY I 3 e - = ~

Fis 3 —Acut sreptogenic septicrmis  Daiversm) exanthn of growped foltieatar hesorringia besloos,
‘Back

Staphylogenio Pyermids.—Pyemids occur 1n about one thud of the cuses
of staphylogenic sepas @™ They are probably more common than those camsed
by streptococcL.” They appear suddenly often with chills and fever heraiding
a turn for the worse ®  They often start »ith rashes conmsfing of macwlar or
artxcarral lesions, vesscles umbrlicated pustales or bullae ® The tendency to
epidermolysis 8 conudered by some authors a charactenatic but mnconstant®
feature of staphylogenic pyemids 7 Petechiae are seldom abeent ™ Metastatic
subcutanecus nodules and abscesses 10 varymng sires and depths may especally
1n nfants give the impressson of furunculoma™ Mendelt® saw metastatic ob-

H“Fmchy D Pyiwtech Dermaththlen (“Pydmide ) Handb d I Ok 9 2 440-472, 194

aRobines 8 w

Septicemfa Eruptioan, Urol & Cuten. Rev 41 490492, 1937
¥ Ceber pele, 31t & d Gresrgeb d 3 ed  Ohlr 439 133

13 1530

DFreeake) £ . bet aiwten A Arth.
f Dermat  3ph 129 384403 1920

P and Obroire I 1 propos des fatty mom eaux d¢ staphyjococctr irn, Prrwe wéd.

#George
24 611 1978
] EimTallven eskcopestaliesn Py Lwid, Arch f Dermar  Syph 111 &3 1910
PDe b T B Fenticemia, Practlitower 107 345857 13
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wint.hcddnoccurm!ﬂpercento(thxrt} ﬁvecanuofmphybgeni‘caepn
cemia. Nodales which do not form ot may resembhe erythema U
(vcCren after M Barber™)

- Yig ¢ ~Faoule  Acwle # e lograo sepcieomia aller freach, Krytheraa ad acating
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Erythemua of varying hape and extent sometsmes clinically identscal with
true acarlet fever  somet mew  oseodsr o exundatnmuit form™ (Bloemen and

Scakoagne™) but e papules vencles pustutes nodules and petechss may be
seen wmultancousts  { feeratons a e rare
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The histologic findings are in line with the chinical picture Edema and
vesicles of the epidermis miliary abecesses and papillary capillaries stuffed
with cocd and surrounded by leukocytes are the domunant features.

Streptogenic Pyemids.—Pyemlds are repocted to occur earlier In the course
of streptogenic septicemia than the corresponding staphylogenic eruptions. They
also often start as macular sometimes morbilliform or scarlatiniform exanthems
sometimes as less numerous or solitary erysipelotd patches® (Werther and others
after Fuchs¥) Papular and papulopustular™ or bullous eruptions™ are not rare.
Most authors emphasize the hemorrhagic tendency of the streptogenic eruptions.
Petechine especially on the lower legs, on the buccal mucosa and on other sites
are common. They may become vesicular or builous.  In the mouth small yellow
specks may be seen on the petechine 7* Erythema nodosum 7 erythema multi
forme ® and local gangrene and ulcerntion have been described although the
tendency to suppuration Is much less pronounced than in staphylogenic lestons
Microscopic exammation reveals dense atreptococric embolr in the amall vessels
particularly in the vasa vasorum " surrounded by leukocytic Infiltrations, The
damage to the vascular wall 1 demonstrated by the extravasation of red cells
together with coccl.

Sabouraud (Kitchevatz™) s reported to have postulated a staphylo-
streptogenic dermatosm annlogous to the trichophytids and epidermophytids
Of course he meant a hematogenous infectlon originating from a pyoderma and
not from septicemia which in his days wos alrendy well known A hichen pyo-
dermrcus, after widespread pyoderma formed by acuminate micropapules™ and
resembling lichen trichophyticus or lichen scrophulosorum and also other berugn
pyodermids have been described under various names although general recog
rution Is still lacking

It fs true that within certain hmits the various microblds resemble each
other M Favre® observed in patients with furuncies and impetigo Lichenoid
lestons and squamous seborrhotc plagues sometimes resembling pityriasts rosen
The author saw in a case of acute pustular acne vulgars superfical pink leszons
which at thelr edges conmsted of very small dull papules. These lesions dis-
appeared when the acne eruption queted down A serles of thirty cases of
“strepto-staphylotoxids  the largest so far was presented by Kitchevate™
He too saw pyodermuds after widespread streptodermas or deep ulcerating
staphylodermas. The streptopyodermids which often onginate from rhagades
behind the ear itched more and were about five times as commion as the staphylo-
pyodermids  Kltchevatz™ saw erythematous spots which resembled syphilitie
roseola scarlatiniform or lichenord rshes vesmcular papular and erysipelatous

m: Mout X H and Qutd Bepticoprobinale streptecocriqe

Previacr ifd Parle M 101 169 IOIS sheiructed in Dermo ¢t Wehmmhr “ 1m lll(
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Fylaid Arch f Deraat  Arah ieb: 107 1008
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mn'r lbdﬂnﬂu_l Lichenoids Kraptiones bel I‘yo&rﬂiﬁn(uﬂhﬂuwm
in Bt bel Staph lokokken wad.
dew Dermat l.utnf 3 man nm
euwrcls pratiqn dermatedordawe Vol v

Mlm n.—mhoi.r Po 413430



SUBACUTE BACTERIAL ENDOCARDITIS 33

leslons and erythematous and bherpetform enanthemas. There were also focal
reactions and the eppearince of new leslons after autogencus vaccnes and toxing,
Thus relatrvely large amount of materfal has oot found much attention  Occa
slonalty benrgn pyodermuda ¥ arcinary or annular exanthems®and acne necroticn,
resembling embolsc infarctions have been recorded after various primary pyogenic
infections. Balog® saw primary staphylogentc skin infections followed by diaserm-
inated semuglobular later umbilicated pepulopostules which appeered in crops
and mubsided with the cure of the primary focns. The embolic-bacterial char
acter of these berign pyemids could be demonstrated More corroboeation is
needed however The mme is troe of the claima® that vancus types of ecrema
among them lar eczema are dary pyodermuds and that nonmy
cotic pustalar eruphions of the hands und feet are pyodermids
In the freatwent of all pyemida pemcilhn must be tried first.

Sabacute Bacterial Endocarditis; EAd ditis Lenta
(Jaeooud Osler s Discase)

The streptococeus vindans which i the most common cause of subacute
bacterial endocarditls, probably stems from focal infections of the teeth para
nesl sinuses and toneile™ The streptocbeel produce vegetatrons on the heart
valves especially in patients with congenital or rheumatic heart disesse. The
vegetations canse fever bacteremia myocardits, glomerulo-nephrits and em
bolic metnstases. There {s 2 great variety of nervous hematologie, and other
symptoms. The onset is gradual  After an early nondescript subfebrile stage
of wncreanng malabse the disesse develops into a severe Hliness with many septic
complicatioos and ends fatally after scveral months 1n over 90 per cent of the
cares. A smal]l minonity reaches a bacteria free nonactive stage which too term
nates fatally from vatvolar disease and cardlac decompensation.® Penidiilin in
high doses bver many weeks scems to be effective ™

Dermadeomes —About one-third of the sufferers from subacute bacterial
endocartitls are anemic and very pale, and later pundiced (90 per cent) ®
Swxalmg (s an annoywng symptom. Pelerheas well known to occur in other
streptococdic Infectroos are common. In an analysis of elghty-eight cases,
they were found in the slan o 60 per ceat ™ in the mucosae fn 14 per cent, and i
the retina in 11 per cent. The petechiae appear in crops and semetimes have
pate yellow or necrotic centern.® 7 Petechine under the najls are stretched to

m;‘o&)nnn.l Brrarsl Formw of Oxretle Fyodermin, Likte vice. M 301267 1833 IM

"Balog. P Decign Embolle Presid J Invest. Derssat § 107 1848,
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Fig 7 —Huwhecut badteria] endocurditls. Purparic rest.

short lines by the growing nail and are often called splimter hemorrbages  Pete-
chise about the nails resemble paronychm but they fail to come to 2 head.!
If they have central blisters, thev resemble erytheme multiforme ®  Other
varsetres of these eruptions have been described as papular or lichenosd ** maculo-

#Eschbech 11 Lruption cutante et endocardit fafrctlense prodougte Boll ot refm. Soe, Feéd
a bop. de Parks 4 307 T80 1930
mhowtier fanifestations cutanies dane I'redocardit keote IbL 33 43, 1931
WWelmriback R J Martiness, J apd Brisset, J P Manifestations extantes de ka maladic
framc
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papular and purpuric ! or subcutaneous and nodular (Osler s nodes) They
pometimen prefer the extensor surfaces sometimes the palms and soles (Janeway
lemons)

These eruptions beal spontanecasly  Petechiae on the rectal or mgmord
mucosa are supposed to be an esrly disgnostic sgn n subacute bacteral endo-
carditia®

Rhenmatioc Fever

Rheumatic fever®™ 8 ¥ 1 an infection probably caured by hemolytic strepto-
cocel Hereditary and constitutional factore as well as exogenons factors like
exporure to cold damp chmate and yoathful age favor the infection. The
oatbreak often starts with pharyngitis, tonsiiitis and tender jounts Chills
usher 1n the fever wh ch s high but does not follow as regular a pattern as in

g SRV

VY 2N

Fig 8 —Ricimape madnie

scarket fever  Acute arthrtis involving one joint after the other is the center
of the chnical picture  Endocardits anemiz and more rurely pleurisy ints
chorea and encephalits may appear  While the mortality In the early stages
does not exceed 3 per cent,® the frequent cardiac damage plays an 1mportant
part In the mortality wn Inter life
The pathotogic findings are charactenized by small widespread cirenm

scribed  granniomatows nodules which are most often found 1n the ventricular
walls of the reart (Aschoff bodres) sud n the walls of many arteries especially of
the sortn and the coronary and in the perrarticular tissues

Ubeta, £ l-:nB A Iliteers Undescribed Form of Tatrulme
M)n)lmnmxl of T and Mura) Endocarditie,

“Friwa T Petrcbius 12 Dingmetic Kiea barute Endocsrdni
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Dermadromes —The skin participates in the syndrome in varous ways.
Pgllor 13 common. The skin of the extremities frequently becomes glosay and
there may be redness of the palmar eminences. The palms are moist. The
repeated srmeatsng often causes miliana, especlally on the chest and the inner
surfaces of the arms. Pelecksae and other hemorrhagic signs have often been
observed  Keil® saw them in 10 per cent of 523 cases. Recently™ it has been
demonstrated that children with rheumatic fever generalty show a low capillary
resistance, especially in late winter and before barometnic depressions

Fig. 9 —Outan-sbcytasecos rbagmatio sodales about the obecranan,

Urticara occurs in the early stages.'” Erythemas modaswm has often been
linked to acute articular rheumatsm,*!" but the evidence s scant and there 1
a modern tendency to deny any relationship ™ The observation that such
recognized rheumatic diseases s endocarditis and chorea are seldom connected
with erythema nodosum has been interpreted as evidence against its rheumatic
character'™ (Kassowitz after Leichtentntt™)

MEell, I Rhkrumatic Erythemes, Ann Int Med 11 238, 1838,
®WHrown, E E and Wemon V P Capllury Redetance in Rbrumatie Chfidrea, J Fedist
18 JI-3M 1841
FTragb Erick  Usber dis der beixm akaten
Zeschr { RKinderh §3 788-TH 1837
Wiadiey JT G Dermatasrs of Bbramatic Fever Urol & Outan. Rev 43 T13-714, 1841
WK I 1T Relthon of Erythema Nedowam aad Rbewsiaite Fever dan It Med 10 1680,

33T
™Ferr £ Zar Aetiologhe des Erytbroms modovun Achweis med. Wchnechr §6 C13-685 1938



ROEUMATIC FEVER a9

Erythems multsferme® ¥ sometimes appears with excerbations of the ar
trcular dmease.

The erythemas in rheumstic fever seem to have been over—clagified from
a morphological viewpowt. It is sufficent to dustinguish between nodular
paputar and erythematous rheumatic skan manifestntions. Transitronal forms
exst. hell* found 181 eruptions amaong 523 cases of rhenmatic dmease. Be-
sides moce or Jese nonspecific dermatoees like hemorthagic eruptions, telangi-
ectases urtrcann saarlatmiform exanthems, 10 approximately 10 per cent of
the cases rheumate erythemas and m 7 per cent subcutaneous nodules could
be found Erythema nodosum 1 not ncluded

Fig 10.—Ovtanrows rhermmiio nodale  (From Bosobery W 4 Arch Demast., 1334)

The rhewmatsc nodules (rheumatismus nodosus) appear 1o crops more of ten
in the subcutaneous tissues than in the cutis iteelf ® They vary from mustard
seed to oflve mze. They are movable nantender and covered with normal skin
They are most often faund over the olecranon about the elbow joint, over the
knuckles and other bony eminences, for exnmple over the forehead and along the
crest of the vertebrae. The nodules are often symmetrically distributed par
ticularly on the limbe. The rheumatic nodules must be regarded as indicating
actrvity of the rheumatic infection which means an unfavorable prognoms 447 %
Other rh tic lesions cially r¥ ic heart disease are almost always

M ftrathers. R R and Barsl U L. FimiSesacy of Rbncoatio Kodales Iy
s AT R R Cikihood, Cunad.
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present and the mortality w a8 high as 31 per cent!” Recently less pesst
mistic opintons on the prognostic smgnificance of the rheumatic nodules have been
voiced ¥ It has even been sud that the appeannce of rheumatic nodules may
ndicate the subsiding of the particnlar rheumatic fncdent though not of the
disease. *  Hustologically they correspond to the Aschoff nodules of the myo-
cardum. Leichtentritt succeeded twice in molating streptococcus vindans from
exclsed nodules In a third case he and Bibersteln™ found cocel in mucroscopic
sections

The rheumatic nodules must be interpreted as true Infectious metastasen.
The rheumatic godules usually heal occamonally they may take oa the appear
ance of chronic, hard almond-sired subcutanecus cystic tumors 1n the neigh
borhood of the large jolnts especially the elbow  Such nodomties which are well
known in other infectious disenses particularly spirochetoses are called juxta
artreular nodyles #*2 ¢t H Hoffmann ' however m his comprehensive mono-
graph on jurta articular nodes does not bebeve that rheumanc fever plays a
part in the etlology of these lesions

Cutaneous rheumatc noduoles ® are much rurer than subcutaneous ones.
They have been observed on the fingers and palma ae red not painful slightly
indmstinct papular lesions which do not ulcernte  They consist of perivascular
nfiltration with endothelial proliferation  In later stages gant cells develop 19

Rheumatic papular erythema 18 2 discrete red eruphon of amall papules
mainly but not exclusively sbout the articulations. keil™ found it 1n 3 per
cent of his 523 pateents with rheumatic fever Like other rheumatic eruptions
it appears i crops. Kefl™ separates erythema marginatom with polycyelic and
raised bocders from papular erythema  Much more significant and better known
than the papular eruptions is the flat annslar erythema 1™ which 13 so characteristic
and 0 wntimately connected with rheumatic infection that it can be called 2
speaific theumatic dermatoss. The inadence given by vanous authors vanes
widely Erythema annulare 1s still considered a rare complication which seldom
occurs more frequently than 10 10 per cent of children with rheumatic fever '
(Wallgren after Traub®”) although Leichtentritt™ and Lehndorff and Leiner?
guve figures higher than 60 per cent  These differences may be largely caused by
the type of cinical materral because erythema annulare ia mainly 8 dermadrome
of rheumatic disease 1n children with endocarditis  The rash starts with pale
bluish pink raaculae of only & few mllimeters in dlameter Thess spots soon
blanch 1n the center and spread peripherally with an active but not mfiltrated
mnrgm Thus polycyclic or ngzag often rather thin almost Hnear figures result

n'H e R u wad Gibeon, 8 MMthmChﬂdrmJ.AJlA 119 B44-885 1942
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The lesdons, which appear most often on the chest, less often on the abdomen
back, and extensor surfaces of the limbs, are dehcate, not infilirated not scaly
not tender and do notitch The erythema has not been observed on the mucous
membranes. It appears In one or several crops and the indradual cops usually
last two to five days.®

Since the eruptions may follow each other in short intervals the patient may
have erythema for years. The rash may easily be overbooked. Leichtentntt®
found erythema annulare always connected with rheumatc endocardits or
chorea and he emphaszes 1ts ominbus significance. Other authars do not share
his pessimustic interpretation 14 but all agres that it has not been seen in
endocarditis of nonrheumatic character

The biopsy'* shows neutrophilic infiltration as a maln characteristic. Bac
teria have not been found in the lemons. L¥wenstein™ and his group were able
to coltivate the tubercle bacillus from the blood of one case of rheumatic fever
with erythema annulare. Ths finding still lacks confirmation. The eruption is
now regarded as en expression of cutaneous allergy 17

SHIl's dusease 18 a chronic, articular dsease of chuldhood. Fever generaluzed
Iymphadenitw and splenic tumor are outstanding features., Streplococens virudans
has been demonstrated in the blood by Leichtentritt.® Penarticular papules
and erythematous eruptions have been reported.®

Pahndromsc rhexmatism 15 6 disease characterired by often recurring rela
tively short attucks of arthrits.d  Although there is no connection with rheu
matic fever Intracutaneous and subcutaneous nodules mainly on the fingers
have been described in some casea. The nodules were mostly short hived rarely
persisting over a long period

Perlarteritis Nodosa

Periarteritis nodosal'® 1 characterized by maltiple inflimmatory destructive
foct in the walls of the smaller arteries, which may lead to aneurysm and other
severe arcolatory dwturbances The climenl picture varies according to the
area which 18 predominantly involved. Males outnumber females 3 12 Age
is not a decamve factor  Acute infectious diseases of many kinds have often been
oheerved to preceds the ontbreak of periarteritls nodosa The onset s usually
though not atways rapsd. Repeated attacks and exacerbations often characterize

14Abt, A ¥ Erythems Annaiare Rhewrmtioers, Am. J M S¢ 190 834, 1835,
WiCarol W L L and Van Kriekwn, J A Hirlopathologie des Erythera annulars voa Lehndorfl
Acta
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the course. In more than 90 per cent of the cases, the outcome Is fatal after less
than one year In & review of 101 pathologically confirmed cases, Harns, Lynch
and O Hare™ listed as slgnificant symptoms and signs fever (80 per cent)
leukopenita up to 5400 (70 per cent) renal mantestations like albitminuna
(64 per vent) sbdominal pan (27 per cent) cyllodrur (46 per cent) hyper
tension (64 per cent) ederna (52 per cent mostly of cardiac distribution) loss of
welght, hematuna, and neuritls. Thorscc patn dyspoea hesdache and vertigo
are common  The diagnowis is neaally made post mortem  However with better
xmowledge of the dermadromes and grester number of blopmes the disease fs
being recognired more frequently during [ife ..

The canss of the disease is not known but 1t has nothing to do with syphilrs
as wus early suggested. It s strilang that periarteritis nodosa has so often de-
veloped shortly after or even in immediate connection with vanous infections
drseasen espedallydm-ecuncdbyhuno}yﬂcmeptococd While the staphy
lococcus, the cous, and the are oa the list of bacterta which
have been found in cose amociatton with perlarteritis nodosa,™ the streptococaus
Is by far the most frequent ooe. A correlation to rheamatic fever with Aschoff
bodies and verrucons endocurd{tis was discovered In four of Spiegel 8™ eeventeen
cases and 10 one of Rothstein and VWelt.™ The dlinical course often suggests
#petrcemia.  The colncdence wnth well-establiashed allergic states and also ex
perunental evidence of infection™ suggests allergy a8 an important pathogenlc
factor in perartents nodosa, ™

The treatwiem? 3 symptomatic. In one ¢ase sulfapyrudine together with
scetyicholine seemed to be curative.'®

Dermadromes.—Cutanecus manifestabons occur o abont 25 per
cent.™-> In rare mstances almost exclumve involvernent of the akin, without
partiapation of the internal organs has been observed. ™™ The case materdal
pernuts a tentative grouping™-™ into nodular erythemstoun, and hemorrhagic
eruptions

The most charactenstic element is the periarterinc madals which may be
found in or under the slan. These nodules have been noted in roughly 25 per cent
of the cases, but they probably often have escaped observaton The leslon
is very sekdom larger than a pea, more often smaller In hemorrhagic cases
the nodubes may reach the nre of a robin s egg™7 or larger and may becomes cystic
and tood filld. The nodules which have been seen to appear in crops in various
#tages of the dease are hardly ever more than fifty in number In order of
frequency they have been observed on the forearm chest, legs, abdomen
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The lesions which appear most often on the chest less often on the abdomen
back, and extensor surfaces of the limbe, are delicate not mfiltrated not scaly
not tender and do not itch  The erythema haa not been observed on the mucous
membeanes It appears in one or several crops and the individual crops usually
last two to five days.®

Since the eruptions may follow each other in short intervals the patient may
have erythema for years. The rash may easily be overlooked. Leschtentritt®
found erythema annulare always connected with rheumatic endocarditis or
chorea and he emphasizes 1ts orunbus mgnificance. Other authors do not share
his pesmmistic interpretation A4 but all agree that 1t has not been seen in
endocarditls of nonrheumatic character

The blopsy™™* shows neutrophilic Infiltration as & mamn characteristic. Bac
tena have not been found in the lemions, LBwenstein® and his group were able
to cultivate the tuberde baciflus from the blood of one case of rheumanc fever
with erythema annulare Thus finding still lacks confirmatton  The eruphon is
now regarded as an expression of cutaneous allergy U7

StIT's diseass 1s a chronic, articular disease of childhood. Fever generuhzed
lymphadenitis, and splenic tumor ere outstanding features. Streptococcus viruians
has been demonstrated in the blood by Leichtentritt.® Perarticular papules
end erythematous eruptions have been reported.®

Palindromic rhesmatism is a disease characterired by often recurring rela
tively short attacks of arthntw™  Although there 18 no connectlon with rhen
matic fever intracutaneous and subcutaneous nodules, malnly on the fingers
have been described in some cases. The nodules were mostly short lived marely
peralsting over a long period.

Periarterits Nodosa

Perartenitis nodosa'!! ja charactenized by multiple inflammatory destructive
foc in the walls of the smaller arteries, which may lead to aneurysm and other
severe arculatory disturbances. The climical picture vanes according to the
area which 1s predomunantly involved Males outnumber females 3 1™  Age
1 not a decmve factor  Acute infectious dueases of many kinds have often been
observed to precede the outbreak of perarteritie nodoss  The onset 13 usually
though not always, rapid. Repeated attacks and exacerbations often characterize

mMAbé A P Erythems Amsnlare Abramsucum Am J 3 . 104 534, 1935,
WOurol, W L L and Vano Nriekeo, J 4. Histopathologhe des Erythesa annalare vom Ledodors!
pardiny
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the course. In more than 90 per cent of the cases the outcome Is fatal after less
then one year In & review of 101 pathologicalty confirmed cases Harms Lynch
and O'Hare™ Iisted ap mgnificant symptoms and mgns fever (80 per cent)
leukopenia up to 5400 (70 per cent) renal mamfestationa llke albominuna
(64 percent) abdomunal pain (27 per cent) cylndrurm (46 per cent) hyper
tenmon (64 per cent) edema (52 per cent, mostly of cardiac distribation) lose of
welght, hematnna, and neantw. Thoracic pan dyspnea headache and vertigo
are common. The diagnoss 1s usually made post mortem. However with better
knowledge of the dermadromes and greater number of blopeses the drsense 13
being recognired more frequently dunng hfe. /-2

The conss of the diseane m not known but 1t bas nothing to do with syphills
as was early suggested. It is striking that perfarteritts nodosa has so often de
veloped shortly after or even in immediate connection with various infectous
disenses especially those caused by hemolytic streprococta. While the minphy
1 the and the g are on the list of bacterla which
have been found In close amociation with perlartenitis nodosa,™ the streptococcus
Is by far the most frequent ooe. A correlation to rheumatic fever with Aschoff
bodses and verrucous endocarditls was discovered in four of Spiege] s™ seventeen
cases and In one of Rothatern and Welt.!® The dinical course often suggests
fheticerua. The concldence with well-established allergic states and also ex
penmental evidence of infection' suggests allergy as an important pathogenic
factor in periarteritis nodosa ™

The ireatwent is symptomatic. In one tase sulfapyndine, togetber with
acetylcholine seemed to be corative.®

D d —C ifestahons occur in  about 25 per
cent. ™™ In rare Instances, almost exclusive involvement of the akin without
partscdpation of the internal organs, haa been observed. ™™ The case material
permits & tentative grouping™ ™ into nodutar erytbematous and hemorrhagic
eruptions.

The most characteristic element 1 the periarteritic xoduls which may be
found in or under thealan  These nodules have been noted in roughly 25 per cent
of the cases, but they probably often have escaped obeervation The lesion
is very scidom larger than & pes, more often smaller In hemorrhagic cases,
the nodules muy reach the size of a robin s egg™ or larger and may become cytic
and blood filled  The nodules which have been seen to appear in crops In varioms
stages of the disense are hardly ever more than fifty In nomber In order of
frequency they have been observed on the forsarm chest, legs abdomen
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face back fingers, scalp ecrotum and tongue™ Sometimes a lLinear
reticular  of livedo racemosa like arrangement ond pulsation indicate their
connection with an artery ™1 This connection can be demonstrated
better by capillaroscopy (Weigeldt after Boyd™) The lesions are tender even
palnful and may be shightly ratsed purplish or red and surrounded by erythe-
matous halos which may coalesce The center may appear graysh and depressed
indicating necrotic changes™ and a scab may appear on superficial nodules.
The nodular cases may suggest erythema nodosum.™ The nodules have a tend
ency to heal leaving o tan-colored pigmentation Matras believes that the
nodular type of periartentis nodosa takes a more berugn course.

‘The second 1mportant cutaneous feature of the disease is purpurs  Petechine
and small purparic spots, sometimes with a white center ™ are common sometimes
abundant Large cutineous extravasations (apoplexia cutanea)!®-3.3 resembling
purpura fulminans have been described by many authors.®” These hemorrhages
may involve entire regions. They may break down and form gangrenous ulcers
of varying sizes depth and numbers ® 1 sometimes chmaxing in the mutils
tion of the acra of the extremities ™11 The coagulation time may be prolonged
and the fibrinogen reduced to 50 per cent 3t

Besides the most characteristic fentures the nodules the p I
gangrene rowcola™ and other erythemas and ephemeral rashes Ing "'1!\\""
tioned Pigmentation though not in the list compiled by Haftom with rh“‘f :
O Hare ™ 1a a feature and may have the charactenstics of A} OO the ﬁnzm.p\
Perlarteritic nvolvement of the adrenala has in fact been 07t Ived ““"YX
cases.  (Spregel after Boyd ™ Edema and profuse sweati
night and moderate adenopathy are common symptoms

The Estological picture s well established It shows Infil
walls of small and medium-sired arteries with Jeukocytes and roundy destructive
cells of the Langhans type are common  All layers especially th and other
thickened and the elastica and the muscle fibers are destroyed i 08 to the
the proliferation of the intima leads to occlumon thrombosus, and het i Ag‘n
Tissue and blood eoalnophilia are frequently o conspecucus feature. T \nm
cutaneous fat 1s often the site of a patchy necrous and of an inflammat iy
filtratron with necroses 1n spots and numerous monocytes and gunt cen
Extrnvasations are exceedingly common e

‘
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Secarlet Fever

Smrletfwhcnmcdhycermnmimdbuﬂobmcmvptm which
are found malnly in the discharges of the upper respmatocy tract. Contagion
octurs predommantly smong children from 1 to 5 years of age (rarely 10 nfants)
bydooecmtnctwithpament-nndpmd‘b!y though seddom throogh carriers or
media such as milk toys, ot petE. The disease is most contnglons during the
first week, The wcabation period 1 probably two dayw™ but the observations
vnryﬁromom.!mnevenormﬂmdly‘l. ‘The oneet s sudden with navsea and
high temperature. A few convulsdons and vemiting are commoa at this time
but chills are uncommon  There arc regalarly early sore throat and 2 coated
tongue. The scarlet fever exanthemn appears after twelve to twenty four hours
and reaches its height withmn five dayw, the patient frequently beig very ill
The fever gradually falls, the rsh fades and peels within three weeks and then
recovery 18 reached unless complications develop These complicatians Include
otitls media (14 per cent) arthritis (7 per cent) nephrtis (4 per cent) and a
number of rarer conditiona (Hunt after Dick™)

The mortality™  the United States 18 between 1 and 2 per cent 1n tome
communities much less this rate varies conmdernhly during epidemics and
different countrzes  However approamately 4000 deaths from scarlet fever
occur every year imn the United States. Except for the complications the

L1 post mortem findings ars ementwlly negative, The dlagnoss rests on the
6y linical pecture especually the rash 0 connection with exposurs, an epidemic,
E:Amd the occurrence of hemolytic streptocoect

.\i? Dermadromes.—In mre cases, the outbreak of the disease may be ded
{ « transitory diffase oc spotted rash on the inner thighs 3 Such fors-exomkems
in other exantbematic infections too  Most of the new monographs
™%y hrlet fever do not mention this rash o
Madw,  The scarlet fover exanthem appears early oftmdudngmeﬁ,.“daydtbc
a1 ease but occasionally the rash s delayed as much as five deyn, 7 Dif
uMy‘LhﬂmofthEp:lhteﬂthrtdq)otl"marbthtﬂppmmtuofdnmwm
o s exanthem is quickly followed by the skan eruption which starting at ¢
" mepndornwnrdnndrmdluthafcetintwntothmday‘_m&c:
. tie [ yuatly remains free but it s Aushed from fever  Moruwets™ mepy -
&“" the exanthem mvolves the face. The area around the mouth stayy e that
' yellow hue  Ths diffuse and relatively wde circamorul pollor fncdnde d:‘h 2
5 | often the chin It is much wider and less aharply humsted thax the lips
perhrn]lmp‘hrchd(enremnimmaﬁecttd}n\mlm{ﬂ tarrow
and pigmentations about the mouth The rash is often tions
on the femoral trangles on the abdomen mdhlhebmdlo{m’:lw
e folds may appear more marked and slightly hemorrbagic (Pagpa (1"

.
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The rash is a bnght red erythema in which small punctate splashes cin be
discerned. On the extremities, the pin polnt spots are less numerous and there-
fore better recogmunble. These very small polnts are engorged papillae™
and follickea,5%14-18 The gwelling of the folhcles and a elight infiltration
of many of the red ponts may give a chagreen ke impresmon to the
hand. Motthng of the skin may be present on the extremitiea'® In un-
usual instances the skin Is edematous making the rash look like dermatits,
Minute, clear rarely pustular'® vemcles may be scattered over the red
background This phenomencn which 18 evidence of 2 more severe nflam-
matwn is lmown as milicna scorlatinosa  The vesicles the content of

Fig. 13.—8carist fyver  Rash fushed face, and circamorad pallor on third dey  (Courtesy Dr 3ax Fox}

which is alkaline do not correspond to the sweat glands  They may be abundant
oc even confluent forming large bullae 1™ The erythema fades on transient pees-
sure or when the akin Is stroked with the fingernall and after ten to twenty
seconds & white sometimes elightly ictenc dermographism appears. ¥ Small
numbers of pefecksas are common especially 1n the flexures  The tourniquet test
is usually pomtive and petechiae can easily be provoked by ploching  Edema
of the dermis often cuuses slight puffiness of the face, ears and fingers The

wUsma P O Bmowhnhu-d Fastiraakheiten, Berfin, 1854 A Tirskwald
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exanthem reaches its full height duning the second half of the first week. It then
duappears, often In the same order in which it came. Dunng the perlod of in
volution the redness may atill be pronounced in the everung althoogh the skan
appenrs pale 10 the morning  During the second week the skan becomes dry and
the desquamation starts usually about the neck or oa the hips sometimes at the
wdes of the face, showing that 1n these cases the scarlet exanthem had involved
the face also  The desquamation Is at fiet branny but in the third week the
typecal peeling n large Aakes develops. The thick horny layers of the epidermus
of the hands and feet are the last to go  The desquamation varnes sccording to
the intenmty of the exanthem  \Whik desquamation of fairly large shreds from
the finger tips and toes 13 common the shedding of glovelike casts is quite mre
The eptdermus which 1 ready to peel wsually stasts to erack under the toes and
then peels off towurd the tips as well an toward the soles. After a few days
ragged flakes hang around the nails which in rare ipstances may come off also.
Tt has often been said that the strnpping of the ahreds proximally from the nails
over the digits 1 an almost diagnostic sign of precediog scarlet fever

Fig 14 —8curics frver  Damgnamatiem.

Unually the exanthem does not {tch  Homever the pertod of desquamation
may be troubled by prur tus.  Some coses of scartet fever with s mild exanthem
burt ausually severe pruritus have been reported *  In rare coses the rash may

fail to develop or may be very light. These cases are contagious and desquama
tion may or may not follow

In true relapses of scarlet fever the exanthem may repeat 1tseil™ @ however

true relapses are edingty rare D, trythems  or erythema poat
Le

g et L Preclt da% [ scarietiee  La forme pracigisrmes de M scaritise, Preme
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scarfatinomumn 13 a dermatoms which s seen 1n less thaa § per cent ¥ duning the
desquamation period or dunng refapses  In ome type there are round or poly
gonal red alightly papular spota of fingernail size of smafler which bave on
accentuated deep red margin and a coftar of acates. They cover the lower trunk,
the buttocks and the thighs in a much less regular or pronounced pattern than
the exanthem.®' Another vanety 1 a cracked net-shaped ervthema and der
matits with desquamation !

Striae cutis distensae are not infrequently seen 1n adolescent gurls after scarlet
fever {see stnae in chapters oa puberty and peegnancy)

VModerate swelling of the superficial Iymphatic sodes 11 common during the
eruption  The nodes under the angles of the jaws which cotrespond to the ton
sils are often wfected These and other neck nodes mrely other lymphatic
glands may suppurnte and break down

The oral mamfestotions of scarfet fever are of greaf importanee ¥ In the
wutial atage before the exanthem the pharynx is reddened and the tongue coated
The diffuse initha! redness of the throat soon changes into the enanthem which
conmsts of bright red or hemorrhagic pomnta especially over the soft palate and
the antenor pillars The ovula and the hard palate are often left free and ret
atively pale  The touuls become awollen early white exudate showing in the
lacunaze. The exudate may form diphthercad membranes and pecrvses which
ruay cover the entire tonm]  Ulceronecrotic lesions may even invade the tongue*
and extend to the pillars and the soft palate

The changing and characteristic appearonce of the fonpss has for more
than a century been conmdered of grent thagmostic importance bot recently it
has loat some af ita tmport mnce typienl scarlatinal glossits occors in only one-
half of the cases, and may also be found 1 measles and German mensles. ¢ The
first changes 1n the tongue often precede the exanthem o scarlet fever @ The
early yellowish conting 1w eoon prerced by the swollen red papillae fungiforms,
producing the atrawberty tongue  The edges and the tip of the tongue usually
become free early o that a red \ whaped ares resits.

After about two doys the yellow coating vanishes. Ou the ffth to elghth
day the whole toague 15 deep red and covered with raised papillae constituting
the raspberry toague *

Since the firat descrpton by Luster tn 1838 (Klan'™} a great number of
cases of acute symmetric gangrene of the alon in scarlet fever have become known
sometumes under nomes such a3 gangrenous purpura purpara fulminans or dis-
semimnated slun gangrene

Suddenly sometimes after a muld or moderately wevere course of soarket
fever uszally in or ahortly after the thid week but occasionally as late as nine
moatha after the onset ¥ patches of gangrene may appenr on the akin often i a

1 D Rearket Pryer Chad XXI Kew Yok 1940 Oxford Uajyeraity Press
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Fig 18, Tig 18

Fig 15— Scarked fyrer Longes on drd day  Coating  plerted by meelien papilis fuegiformes.
“Strawherry tongue  (Courtery Dr Max Fox )
Tig. 18 —Scariai frver fouTth b ffth doy  Toogue I ywolten, desqramated aloog the sdgm. (Coartray
Dr Max Fer)

Yy "y

Fig 17 Fir

Flt 17 —bcurict fever AN diy  Tosrne o cieax on  Lerier dorsrs and akwmy be miges, 5181 contrd
*s bearrs ficing besofi paimt  Comrtery Dr 3ax Fox
Fi. 18 —Bcariet fever bet ean fftk and elrh bodays  Tongwe i red. sudded  Hi sxelen papliise
eagus  (Cowrtery Dr M For)
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symmetrical distribution  They occur most frequently on the legs the buttocks,
and the gemtaha™ occamonally on the arms, hands, face and chest. ¥ They
range in mze from small patches to that of a whole region such as an entire foot
or hand  The involved skin undergoes the well known sequence of changes of
gnngrene  pun erythema dark drscolomtion blistenng and finally demarea

i 18 rie 0. [ !

Fix 19 —Tatchey of @DETse after srarket fover  Frthyms pangrenosum  (Courtesy Dr Mex Fex )
g 30 —Fooi pangTens after sardet fever  (Courtey D Max F )

t:on and slough  The hemorrhagic discolorntion 13 not evidence of o hemorrhagic
diathems. The healing tendency s often surpnsing  The outcome depends upoa
the size of the lemons the necessity for amputation and the presence of other
complicatrons  The mortality 13 probably lower than 50 per cent '®

T ber Il 1 Eta Dei rag oy € enitadwaoeria bel En sipe (o friibes Kiadesgiter Kinderdrath

Meuchiar b E \uhtiple GAngrese of the fkin Following fcurk4 Fever Arch Decmat & fph
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The camse of this multiple symmetnc gangrene ra still irttle understood
Purpura eapillary thrombosls and thrombophlebitis™ have 1n several mstances
been shown not to be causative Purpura has occasionally been present.’” U
The fndings n amputated limbs failed to demonstrate arterm! block,' ™ and
the findinga of phlebitis were mare suggestive of a sequel than of a cause. FPoe-
sibly the explanation may be found In allergic phenomena  Gangrene has often
been observed durlng the third or fourth week, the typleal time of post-scartatinal
nephritis and has actually been acen together with 1t.

Another rare comphcation of scarlet fever is thrombopklebitis smgrans  This
is an acute febrile phlebitls usually involving the veins of both lega.1¥ 1%

Crreumscribed edema in another rare sequel of scarket fever 19 [t has been
known for a long tume but it is apparently seen only m some epldemica. Stein
brinck ® reported forty cases of edema of the upper Lds fu & recent epldemuc
The swelling was in some wstances so severe that it suggested subluxation of the
eyeball Involvement of the paranasl stnuses probebly plays a part. All the
akin changes discussed under the heading of septicemia may be observed occa
sooally

Pxrpura though relatively rare in scarlet fever may occar just as in the
course of other Infectons. It has been seen mowt often during the third week.
The platelet count may be normal'® o low  The mortality is high ¥ Hemor
rhagic tendencies can be demoastruted early

‘The toxrmigusi tast 13 commonly pomtive in scarlet fever 1 fact it had been
devised first as  diagnostic procedure in scarlet fever ® Lately the capllery
resustance has been investigated by E. E. Brown ™ ynth the more exact Dalldorf'"
suction method. It can be shown that the capillary resistance as expressed by

the number of petechiao provoked under certain conditions 1s low at the oneet
and increases as the patient recovers.  Age of the patient,™ toxemla, and marked
desquamation may lower the resstance.® Ayrgirdi® saw wavelike recurrences
of lowered resistance in intervals of about two weeks. He? demonstrated that

m-]tg:nhn-,x: and Mpersteln, D M Postscariatizal Phicbit, Am } D Onfid. 19
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Fit 33 —Hevers parpera fler scariet fever  (Coartesy D Max Fax )

Fly 31 — % ero purpurs after ecariet fever
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the absorpton time of a saline wheal (McClure-Aldrich test') 15 shortened
especually in the beginning and in toxic cases.

Caprﬂarmmpylhmewnln the early perlod the capillaries to be lengthened
and engorged on the artenal mde The subpapilary plexus Is hyperemic and
plainly visible 0o a browsh background The arterial flushing yielda Iater to
a status with both sechions of the capillaries about equally filled with cyanotic
blood. It fs more than five weeks untll the capillarles appear bnght red agan
on & rosy background with sharply outhined margns and a hardly discernible
subpaplllary plevus. ™

\‘1

LN

L

Tig 31 —Purpurs after sewrint fever  (Gourteay Dr 3lax Fov)

The Dick tast for susceptlb ity to scarlet fever {s based on the neutralization
of scarlet fever towan in the slan of the person tested  Exactly 01 c.c. of the test
solution 13 injected intracutanecusly ® The teat is conmdered positive if
after twenty to twenty four hours an erythema however slight of not
less than 10 mm 1n any diameter is present The readrmg should be done
in bright Lght Induration is not requred and may even be absent
{n strongly positive reactions. A positive reaction shows that the persoa
1 susceptible to scarlet fever  The test s usmlly negatne 1o the newborn
infants of immune mothers but becomes positive dunng the first year of life.

MAcClare W B amd Aklceh C A Thoe Required for Disappearasce of Intradermmlly In-
)-nr:mhuhhtb-.JAnA 1 -3¢ 191

WDt Otfried deu Capierkreialasfs brio 3 emechen, Terbandl d destsch
Komg. f twwers Med #211211 130, 1911
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The newborn nfant of a nonimmune mother usually reacts positively In later
life the reaction depends on the degree of exposure and silent smmunization
In 2 group of children who grow up In crowded conditions, for example In an
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Fig 34 —Tositive towraiqoe tern (LerdeR mpel ahas) | acaried faver  (Oowrtery Dr Max Fov)
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Fix 33 Fositly bianching tees In scariet faver  (Cowrtery Dr Miax Fox.)

institution the ncrdence of suscepubibity may be os low as 10 per cent and In
rurnl groups with few contacts it may be as high as 85 per cent ® The mor
brdity among h Mren in Milwaukee with negative reactions to the Dick test
wns found to be only about one fourteenth of the genern! morbdity (Cummings
after von Bormann ) Convalescents of scarlet fever have negative Dick tests.

Myem Bormasn ¥ Achariach, Momsischr { Kimderh #3 213-741 1840
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In rare instances a mild mimature scarlet fever may follow the Dick test.!™

The Wanchsmg or Schalts-Chariton tas?™ (Ausldschphinomen) is based on
the local blanching of the scarlet fever exanthem by an intracutaneous injection
of normal serum serum of convalescent scarlet fever patients or serum of dilated
antitoxin in amounts of 0  t0 8 S e.c. A pomtive reaction coumsts of blanching
of the rash exghteen to twenty four hours after the mnjection i1n & zone surrounding
the central red spot where the wjectron was made. "® The positive Schultz
Charlton test ™ supports the dugnosis of scarlet fever  The area of skin which
has beeq blanched does not peel.

There is stlll controversy about the limitations of these two tests!® »

Pathology —There Is edema, hyperemia and mflammatory infiltration
especully around the follicles and sweat glande. Endothelium-covered fibrous
exudates have been seen m tho walls of emall veins 1o scarlet fever as well as in
other pyogenic infections,!'™ especlally subacute bactenal endocarditis. Para
keratoals precedes the peeling @

It s remarkable that hemolytc streptococc: are comman 1n the superfical
scales of the peeling akin but coald rarely be found In the deeper layers. ¥ This
may mean thst the scales become infected from without, and that the Irving
skin during the desquamation 13 no longer infected Recently streptococt
have been demomstrated in the endothelinl cells of blood and lymphatic
capillaries and In adjcent cells. ™ The desquamated skin 15 not considered
contagious 14

OTWalls, . X 3 Mixiatore Sourles Fever After Dick Trst. Lancet 3 119 1948,
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Lobar Pnenmonia

In none of the various types of lobar g Ia are skin ons
important with the exception of kerpes simples (herpes febrilis herpes sympto-
matiaus) which occurs 10 a high percentage, between the second and ffth day
usually on the lipa. The eruption appears as groups of clear vesicles on a red
slightly edematous base. After one to tno davs the vemcles become pustular
often confluent and finally they dry up The crusts come off after about five
days ususlly without leaving a scar  The ncldence of herpes varies according
to the type of pneumococcus. Among 500 cases of lobar pneumonia of all types
30 per cent were herpetic '™ This inadence was observed in Londoa England
The herpes inadence among 500 cases 1n New York was only 12 per cent,!™
white many older mostly German figures run as high 2s 40 or even 50 per cent.
J A \longomery * analyzed the occurrence of herpes 1n 500 cases of lobar
pneumona with regard to fypes of pmenmococes  \While the incdence of herpes
13 about the same (30 per cent) 1n all types the mortality in the herpetic is Jower
than 1n the nonherpetic cases, especially 1n type I In which the mortality s less
than one-sixth of that of the nonherpetic of the same group  The relatively favor
able prognosn of herpetic pneumonia has been well established ® © ® for a long
time  \lontgomery ™ records a mortality of 14 per cent in the herpetic group
and 16 per cent in the total Schwartz s # corresponding figures are § and 25
per cent which m closer to the old figures. @

Herpes u» in acute Fnedlinder preumonia which has a high
mortality (75 per cent) ®

Peteckioe occur 1o severe cames of preumococaic sepss. E. Fraenkel ®
exammed such lesions 1n two fatal casea.  Climcnlly they seemed to be only
petechiae  the hustological structure d baaflary but no
preumococal could be found  E Fraenkel ® emphasizes the ranty of akin mani-
festations 1n preumococcic infections  He belbeves that the skin enjoys a cer
tain immunity to ppeumococts mnce skin metastases are lacking even when
specific metastases are found in many other organs.

wifon pomwry I A Herpes F beila tn Lebar Puewsranis Lancet 1 1041 1042, 1939
mAchwarte J 500
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Equally rare are diffuse or maculovesicular erythemas WT14 A few times,
paeumococa have been found in the skan Jesions, The rare varicella resembhng
rashes may be generalized herpesi®

As long as the fever 13 high the alan remains hot and dry It is an old
observation that the cheek o the side of the swvolved Iung 15 redder than the other
The most plausible explanation is that the patient often Les on the involved
wde in order to keep thus painfnl ede quiet but this explanation 1 not always
correct.!™ Only darmg and after the cnsis do profuse sweats occur especially
tn juveniles. These sweats are sometimes followed by miluria rubra.

Systemic Pyocyaneus Infection

In spite of the common infection of wounds with Prexdomonas sernginosa
(Bactllus pyocyomsus) and of the frequent saprophytwm of the microorganism
systemic wnfechon m rare and occurs usgally in debilitated persons » #14®
Almost all organs may become Infected the skin often being involved The
skin ifestations of scvere pyocy sepus do not differ from those of other
pyemids. However there s a characterishc dermatoss ecthyma gongrocnosum
which is known to occur in the wake of measles and varfoas other infections
nnd cachectic states (see Fig 19) espeaally In clukdren and which tn a conmder
able number of instances hay been shown to be cansed by Piendomomas
aersginoss  Its character as a akin manifestation of a generalized infection is
shown by many analogous autopsy findings in interdal organs. ® The skin
feslons start as papules, but soon become bullous and hemorrhagic and form
round sharply outlined necrotic and painful ulcers which may reach the sut
cutanecus tisncs and even invade the muscles. Petechiae and large ecchymores
are supposed to be characterstic.® Ther number vanes from oue lemon to
emnthematic dimemination  Healing has seldom been observed since most of
these patints die within a short ttme The general course is that of a septic
toxemia. ¥

The histologsc examination shows many gram-negative baalli in the outer
laver of the blood vemets especially of the arteries. ® Atyplcal apparently

hematogenous skin infections with pyocyaneus have occamonmally been de
scribed 1M *

Menlagococele Menlngitis (Cercbroaplnal Fever)

After an incubation period of & few days the onset 1s wsmlly sudden
with high fever severe headache, and vorutting  Menngitic symptoms ap-

™Teward O P andMfls E 8 FPrrwoexis. Orford 21 o
o omogranhe, X Kew York 16038,

¥ d Ot C  Zar Kiknfk, Miwolegle wnd Pribegermar der Poew

Lotar Farwmoeml, Brit 3 J 1 14, 1978
Phreck. G Die Pyocyineoserirasiunsen derflont Haadb. d H Ok # 1 138-144, 1070,
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pear after from two to four days. There s irregularity of the pulse and respira
tion painful stiffness of the muscles abolitton of superficlal abdominal reflexes,
nsomnla and restlesances. The patrent lies on his de with the knees drawn
up The leukocytosis may be very high

After the first week the patient s restlemmess often changes tostupoc  The
recovery Is gradual the course 18 varying death may occur 1n any stage

Before the advent of the sulfonamides the mortality mte wns as high as
49 per cent In children under the age of one year and from 10 to 20 per cent above
this age.’™ Today the mortality rate has been lowered to 2 per cent!™ and even
ml.‘

The sulfonamides and pentcillin are the drugs of choice 1n the treatment of
meningocoeaic infections.

Dermadromes.—A varlety of rashes occur with varying inddence  Figures
between 91 ¥ and 100 per cent!*® nre available 1™

Fig 18— Jlenfugococel meatugitie, Purpwri ruk  (Coartesy Dr Ma Fov)

Of importance 18 a pxrpuric rask conssting sometimes of only a few petechine
occassonally of very many hemorrhagic spots resembling flea bites or larger  The
rash often being scanty one should kook for purpuric kesions on the chest armpits,
abdomen thighs buttocks and hips A mingle petechin of the conpmetiva may

mWorster Drowght € and Keanedy A 31 Orrebroepinal Fever Loodon, 1919 A & O
Bisek Ltd
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Meatagith Comparatl  Talt of A thoutm asd Antibacterial ferom Bowth M J
n ulln 1:
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be the only lemon,™ The purpuric rash may develop exceedingly rapedly
almoet under the eyes of the cbserver There fs no parallel between the extent
of the rash and the severity of the infectron '™ as had been thought by many
older anthors.'® However purpure seems to be of more aminons mgmficance
than hiae ™ and the fulminating purpura of the Waterhouse Friderichsen
syndrome 8 an almost certain omen of a fatal outcome. Larger purpunc lesona
may become vemcular bullous or ulcerative. Petechiae are not restncted to the
ddn. They may appesr m the coojunctivae in the oral mucos and in the serous
mer The great signifi of the purpare rash lies 1n the fact that the

3

o _ d

Fig 17 resh.  OCotrteay Dr Jax Fex)

lestions are true melasiolic bacillary lesions not bemorrhages due to Jowersd
capillary ressstance of toac cause. E. Fraenkel” found memingococed 1o the cel
fular infiltrate of the petechial eflorescences  He also demonstrated Friedlander
bacilli in the purpuric akin lesions of & case of meningitis caused by this macro-
organam  Since then the search for microorganisms {n purpunc letoas has be-
come a diagnostic method  Tompkina™ and VcLean and Caffey™ were able to
demoanstrate diplococes in smenrs in 80 per cent of their caves.  To obtasn mate-
rhal for the smaar & parpuric spot 1 gently blanched between two fingers and
pndv.-d with a fine hypodenmic ncedie  Then some serum 1s squeered out and

¥ asd Frame K 31 Ssmsary of 0 Cowes 0f Corvbroapima! Frver U 5. X

®Tompliing ¥ N Dihrsostic Valoe 67 fuears From Ierparie Levions of Fida eatngoc:
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milelean 8 and Caffey ] Endemie Parpacke Memtngocooces Bsciervm:
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placed oo a slide. Quantity 1s not an object but It is important that the prrck
be superficial and the exudate not diluted by penipheral blood. The smear 13
stained with Giemsa or Wnght stain  The smears taken from lemons other than
purpuric ones are usually negative

The second type of cutaneous manifestation m meningococtc wfectron
1 o maexlopapular rask which 1s sometimes seen a3 early as on the first day
of illness. It 1 described as conmsting of discrete shghtly palpable rather

Fis. 30.—TTerpes lahinte in meningococne mentagitie  (Courtesy Dr Max Fou)

scanty (rmrely more than a dozen) inconsplcuous, round well-defined pink spots
of from 5 to 35 mm n diameter ®4® The eruption may coincide with or cloeely
follow the onset or a recurrence of the fever and the general symptoms of the
Infection ™% The lesdons are most often found on the trunk and olong
the extremuities especially about the shoulders, They are tender do not
appear m crops and vanith within about four days. Sometimes they become
purpuric in the center and palpable hke erythema nodosum. Only rarely have
they a morbilliform character but they often resemble the rose spots of fphoid
fever to such a degree that all other dmgnostic factors must be conndered 1n
order to avold errors.  An early appearance especially on the extremities scems
to ndwate meningltis rather than typhoid  During ep demucs this rash alone
fs conaidered chamacteriatic enough to establish the diagnosis of meningococac
septicemin.

Memick, W W Alewimgecotous [afections Oxferd Medicie Tol | Xew York. 1840 Oxford
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Several otker types of cutaneous lasions have been described. They indmie
transient rubelliform™ or scarlatinform erythematous rashes hemocrhagic
vesicles hemorrhagic gangrene ™ and a pecuhar urticaria consisting of a large
wheal on the buttocks The latter which has been seen by severnl authors was
supposed to be a foreshadowing of a fatal outcome % in the pre-sulfe era  Herpes
often extenuve and in atypical dutribution 13 present In about one-third of the
cases. \While often seen on the fourth day it may appear at any tme after
thirty-six hours from the onset.™ Herpes soster involving almost all of the
known sltes 1s conspicuously frequent as in lobar pneumoma. The vesicles may
contain meningococd. The belief that herpes 18 a favorable sign was held by
many of the earlter authors however this 1s not true. The opuion was probably
caused by the relatrvely favorable prognosis of herpetic pneumonia

Gonorrhen

Gonorrhen Is predominantly o disease of the mucous membrunes Cuta
neous involyements are rare, Ulceretions of the gemtnl akin folliculitls and
abecedees or peeudoabeceeses are mostly due to exogenous infection of epathelrl
ducts or follicdes from the gonorrheic urethra. Hematogenous gonococac Infec
tioas of the skin can be grouped under frowsitory urticaral erythematous or
hemotthagic exanthems of the type seen 1 other bacteremins and keralotic
eruptions which are characteristic of gonorrhea and hardly known in other
diseases.

There 13 a great morphologic vanety of exanthems in the former group which
makes 1t difficult to correlate the mah with the gonorrhea by any other evidence
than coexustence even after the posafbiiity of an eruption from sandalwood o1l
cubebs and aimilar druge used in gorarrhea has been ruled cut.  The eruptions
which have been descnibed have been seen not only 1n febrile septic cases but
also 1 relatively mild Infections  If they repeatedly come and go with exacerba
thons of the gonorrhetc infection the connection 18 quute obvious.  The best proof
of the epecific nature of the questioned erupton 1 of course the findmng of
gonococrd in the akin lemons.  This has been accomplished in several casea ™ In
one case of septicerua cuused by gonocoor: o macular rash was seen  together
with arthntm and endocarditia. ¥ Gonococd] could be demonstrated in the blood
1n the endocardium and 1n the erythematous spots.  Kerl™ saw simple erythema
together with epudidymits.  Scarlatiniform ¥* urticarfal eruptions with hemor
rhagic tendencies occupying the lower lege @ vesicular '* vesiculohemorrhagic,®!
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bemorrhagic #1433 podylar #4 herpetiform ™ erythema exudativum mult
forme and erythema nodosum resembling rashes®™$#4£7 are an illustration of
the multipliaty of appearances wiich these bactereruc eruptions may assume. =
Sometimes these rashes show very distinctly that they are caused by focn! Infec
tions.  Sullivan®* obeerved an acute eruption of suppurating nodules after dila
tatron of o urethral stncture

Tig. 31 —~herutoss gomcrrhmcs  (Frocs Dpatedo. E. Am 7 kyph. X 141, 1097)

In some wnstances gonocoee] have been found in purpuric lenony
and Tiotta alter Langes¥) and in abscesees, Icterea fn mlmdm'"‘"*’“’
cases™  In spute of the great morphologic varjety these w 2!
are rare and do not differ much franh:empﬁomltmmpm
_ ¥ septicemia,
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Of much greater dermatological interest are the rare kvperkeratoses in gonor
rhea keratoderma blennorrhagicum (keratosts blennorrhagica) Only 166 cases
have been described since Vidal s2? first obeervations in 1893 It has been ety
mated that keratoms blennorrhagica occurs about once 1n 5,500 cases of gonor
rhea.®™ These dermatoses form o clinical picture which 18 almost exclusively con
nected with gonorrhea and 1t certainly is one of the most charnctenstic derma
dromes peculiar to any one infecuon Most of the patients are young men
suffering from chronic urethral gonotrhea, usually with comphcatrons particularly
arthots and ocular comphcations.  The gonorrheal infection frequently 13 of long
standing ! even many years when the rash breaks out. The eruption often sturts
with a papulovesicular exanthemn  In some cases the primary lesion 1s descibed an
a small glossy pink papule resembling a droplet of wax. The vesicles dry up
but instead of peeling as one would expect they transform into peeudopustular
lestons which look yellow but do not contam pus. These become keratosea and
finally form a large hobnul-shaped comcnl lemon of layer texture. The Lera
toses are rupiond hmpet-ahaped and have a flat or umbihicated top with a yellow
center which contains bnttle white homy detntus. The bottom layer of homny
matenal forms a yellow chifflike ring around the lesion which 18 sometimes
surrounded by an mflammatory areola  The keratotic top 1s easy to remove
leaving a shallow pink slightly moist or gelatinous™ eromon  Kerntoses at
these areas are often of follicular ongin  The lesions may grow slowly from
mnhead nxe to severnl centimeters in diameter and they may coalescs into large
rough hyperkeratotic plaques mostly on the soles and around the big joints
particularly if the joints are inflamed In these plaques many pecudopustular
cavitses may be found The extremities are In some cases studded with button
or medallion-shaped lesions which may reach 1 cm 10 thickness The pems
o mte of predilection for the gonorrheic dermadromes ™ which may appear as
typical keratotec papules  On the glans and on the mner surface of the foreskint
they may appear as glossy red flat papules or macules ™ which may coalesce
mto polycyclic patches. Sometimes the keratotic character of these lesions is
marked by a graylsh macerated crumbling horny top layer (balanitis dranata)
The kerntoderma may even be restricted to such penile eruptions. These lestons
occamonally resemble & syphilitic chancre (Tullien after Langer®™) or lichen
planus.

The scalp sometimes becomes involved ™ The nails™ ™ often become thick
dull and bnttle and subungual keratoses may rame oc loosen the nall The
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whole nail bed even the entire tips of the fingers or toes may be covered with
the Leratotic masees. In meveral instances sharply contoured round or poly
cychc uregular graylsh patches with erythematous borders have been observed
an the palate and on the bucral mucosa. /2 a7 #8 =

Thegenu-nldmrlbuwnofthumﬂ\hlugr_ly:ymmemm All degrees of
involvernent from a single keratotic patch on the pens™ to universal erythro-
derma have been scen  Naturally the discomfort and suffering of the patrent
depends on the extent and the degree of tenderness of the mdividual lesions.
Thbe appearance of new crope 1 usually coupled with renewed arthntic attacks.
The eruption may last months or years depending mamnly on the couree of the
gonorrhea but also on the degree of mvolvement of the skin. The majority of
the cases of keratosis blennarrhagsca finally heal but about 10 per cent fatal ties
have been recorded ¥ ™

‘The kutologicnl picture 18 cheracterized by heavy keratoe:s and parakeratoss
with formatson of cavitien. Thers are edema and cellutar infiltration 1 the papil
lary stratum.

Genococrs have been found fn typreal leslons in at least seventeen mstances
3.3 14 51though much moce often the efforts to find the microorganmsms have been
invam The pomtive findings are definite proof of the hematogenous infectious
nature of the eruptions which already had been suggested by the dinical relation-
ship to arthntis endogenous conjunctrvitis and intw and the symmetne and
follicular distributon on the extremities, Occasional obeervations give further
support to the conceptiom of a focal mfection  Scholts™ sew a flare-up of the
jount symp and the app ce of & new crop of heavily crusted lesions
after 8 c.c. of gonortheal vaceine (instead of 08 c.c.) had been adminlstered by
mistake. Sioular reacthons have been sren after treatment with vaccine & and
warmungs aga nat vacane therapy of such  hyperermic patients have been
volced 7 The extirpation of the Infected seminal vesicles resulted fn the healing
of a gonocrhesc exanthem and the dilatatlon of & urethral mfiltration or other
urethral manipulations produced flare-upe™ 10 at lesst five nstances™ (Lewin
after Langer™) These ohservations are not only evidence that the gonorrheic
kerntodermas are caused by focal infection but they show the mle allergy plays
m producmg the charactermte dinical entity The scardity of the gonococrus
has its analegy in the pavaty of microbes in tuberculids trichophytids and other
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ida  The complement fieation reaction has several times been found to be
positiye 8-

The provocation of speafic lesons by irmtation with phenol® (not confirmed

by keim®™f) by herpes lessons (Buschke after Langer 1 Gpessing nfter Langer™)

—dl 2

T X3 — Eeratosls biecxorchagics  fthont gomacrhen  (From Lerwr W F aand Oru focd, G Mare
«hsll Arch Deroest 1844 )

by 1noculatron with gonococac pus and by maceration with wet dressings™
demonstrates the changed capacty to resct which has developed under the
influence of the infectron  Poembly the balamtic keratoses are caused by nocula
100 of gonococuir pus into an allergic skin which has acquired the peculiar kera

togeruc tendency
mityy amd Jsoob  hematodern  Newoorrbadruost irch Deroras & fyph £ 703704 1030
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Tbeprtdonunanocofthcumlcaexin‘ratmoils3l”'nndaomeuqmpty
findings weem to support the Jon of endocrine inf

In a small number of chucally typical cases 3t has not been possible to
sectire the disgnodds of 2 gonorrheie infection™ 9% por to aobtam a suggestive
history In the cases with a history of gonorrhea even many years prioc to the
dermatons the existence of gonorrhea can hardly be ruled out
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The smunilanty of gonartheic keratosls to arthropathic psocuads may be con-
nderable  However the history and presence of proriasis the vesicular primary
lenons the degree of kerntoals the dutdbution the gooorrhesc evidence and
a bopey will secure the dugnosisn  In peocinsis the orthrts follows the skin
lesioas while gonorrheal arthnt 18 more lkely to peecede the exanthema ™
Rupioid or tertiary syphilis may have to be ruled out.

Fig 3t —Reiter ¢ tiorass,  horaiolic ronsd besbons o8 gisus peris  (Cowrtewy Dr Saryen )

The treatment 18 to heal the gonorrhewe wfection  The treatment with
vactines should be undertaken with the greatest caution to prevent esacerba
tions  Vlany authors stress the importance of proper nutriton and nursing of
these potents who are often extremely weak uncomfortable emacated and
anemc  Vitarmun A had good effect 10 one case after sulfathiaxole had fajled ™
As local mensures sabcylie acd 10 plasters and olntments to remove the ex
cesuve kerntotic mames should be applied  Great eare ahould be taken to avord
trritation and maceration of normal skin In order to prevent provacation of new
keratoses Pemicilhin has in the only reported case of its application in kerntoms
blennorrhagica®® failed 1o wnfluence the course 1t muat be pven further trial
with high doses and prolonged treatment

Pollomyelitls

Rathes are not a charactertstic of infantile parniyss. Red dermographism
(tache cérébrale) 18 mentioned. ¥
WEpwiei E  Diffecratinl Disrmosls of Keraiosts Hicuyorthagics and Proriask Arthropatblics.
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TYPHOID TEVER 9

Excysipelas

Singer!® cbeerved vanoos mmple polymorphous  or purpanc erythemas
In the course of 25 per cent of his erympelas cases No substantial confirmation
of this observation has become known

Chanerold

I;nnhoﬁmrqxxt:dnmxoferytbmmnodwumJIk:m-upuonmamnaf
ulas molke. The secondary lemons ulcerated contalned Ducrey Unna bacili
and were inoculable into the normal skan of the patlent. Werther™ succeeded
in demonstrating the streptobacillus in the blood 1 a case of dwsemunated ulcera
mollm  Hematogenons infection from a soft chancre seems to be exceedingly
rare mnce hardly any other well-corrobornted cases have become known.

Typheid Fever

Typhoid fever s an endemic and epidemic, contagious, food or water borno
disease caused by o gram negative motile beallus Eberthella typhi  After an
incubmtion period of from one to two weeks the disesse starts nadiously with
a slowly rislng fever which reaches a high level with emall mornwg remisssona
during the second week and diminmhes by lysis during the third week or later
‘The putse s much slower than the temperature would lead cue to expect.

Abdomunal and splenic tendernesa and diarrhea with pea-soup-like stools
are the most commos symptoens.  Delinum snd sevese general emadaton are
other chinical featnres &t the bemght of the discase.

Complications in almost every orgun are known and the severity of the
disense varres from symptomiess curriers and walking typhoid to fatal cases.
The outstanding post mortem finding @ hyperplasia of Peyer s patches in the
small and large bowel. The hyperplasia often results in uleeratton which may
tend to bemosthage perforation and peritonitis. The spleen # enlarged and
there Is fatty degenerntion of the ver

Dermadromes.—Typhoid fever has a charactenstic exanthemm known as
rese spois or roscoln. Tho rsh conmats of thin almost macular papules which
blanch on pressure and mensre hardly more than one-bolf centimeter fo dlam
eter They appear in small crops and last aboat three to five days, While the
crops come and go about one to two doren lesions are usually present from the
mddﬂn-ﬁntmkdthedlmutothemndorthudmL,mrdywdutmg
the fever They almost always disap without desq thon or
thon Inrmre astances the rose spots are papular ™ ™ hemorrhagic, or veskcular

T Urber rimen Foll 0w Knethrn vereternden kimatoprae
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The eruption is mostly concentrated on the abdomen the chest and the
back, and 1t wsually appears first oo thess areas. Only in exceptionally dense
eruptions does it mvode the imbe and then the density decreases distally The
neck 18 rarely mnvolved and the face remains free.® The exanthem is & meanty
one compared with those of other infections perticularly In small children
The number of rose spots seems to vary in epidenucs. An abundant rosh 1 no
indication of the sevenity of the Infection %% While some good observers
farled to detect the exanthern in as high as 20 per cent,® other authors (Eichorst
after Miller™) were able to detect rose spots In all the 2 000 cases of a series.

The pathological examunation of the leslon shows a superfidal rather thin
malnly leukocytic perivascular infiltrate In the upper corum which in the rare
papular lesions invades the epidermis @  The lack of plasma cells 15
strikyng ™ Typhoid baclll are 1n rare instances seen ns metastatic depomts in
the lymphatic spaces or between the cutis and the epldermis ™ which may become
separated within the small area of the rose spots. Frequently they can be cul
tured from the rose spots  However with the development of the blood culture
this method has lost 1ts dingnostic importance. ™

Hemorrhagic exonthems In typhold are rare H Curschmann™ saw only 6
among 2 000 cases (all aix patients died) The percentage was higher 1 other
epidemics {(McCrae after Miller™)  Curschmanm @ observation of a small
epidernic of typhoid with purpurn is remarknble A mother and mx children
all showed parpunc raahes.  While their cases took a favorable course the father
developed a hemorrhagic bullous eruption and died ®  ROper™ saw a mmilar
case with extreme thrombopema and leukopenta. The bullae appeared eapecully
over the bony promnences

Scarlatiniform morbilliform papular® vanoliform ® and other rashes may
occur® (Da Costa after Dore™) but they are rare. The absence of Aerpes is
notable. Osler® saw herpes only 20 times 1n 1,500 cases  Several cimaana feel
that the presence of herpes should be a warnlog against a premature diagnosis
of typhoud fever

Afihania crysialling (sudamina) is supposed to be more common than in
other infections. The coatent of the clear vesicles Is neutral or slightly acd
The blisters dry up and are destroyed before they become pustular  Miliana
appears manly on the abdomen the chest and the thighs, not on the face ™
Urticana 13 an occasfonal (0 3 per cent) complication  Furumonfosss and decubiess

wCurschasn, T Der U trrirbatypbus (b Nothnage!  Speciel. Pathologie und Therwpia, vol
TII Yiewsa. 1901, Alfred Afider pp 103-119

myMer J L Typhod Ferer  Orferd Medictue vol IV Rew York 1940 Oxferd Untversty
Press pp 856-TI8
A U ters an Typh sund Parutyphosroseolen Arch  Dernant w. fypd 131

Roseolt typhows wnd purtyphess, Minchen med Webmachr § 335-134, 1918
A Koke wad it drr

Miroorganisnen vel 1T 3 p 1314, 1831
Bandw himorrhagiechr Dermiices bel Typhme MOachen med Webmachr 31

Rech W Trpbes abdomimalie mit Btypischkn Exsathen, 3ffinckemn med Wehneohe

A bel Typbes Minchen, med
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are common and troublescme, Curschmann™ described a type of bedsore
which he often saw as a subartaneons decubrtus.. Subcutanecus abacesees devel-
oped In the pressure areas and later opened forming multiple sinuses. Both
fortmeulosn and decubitos @n to a certain extent, be prevented by meticulous
nursing care  Mottled alevellke pgmentation and deplgmentation bas often
been seen on the abdomen of children after typhod fever ®*

Noma and other buceal ulcerations are very rare complicationa. Other
wlcerations Include ulcus vulvae acutum™* and a mmilar vulvar ukeeration™
with ralsed edges and a necrotic floor

The tongue 18 furred especnlly at the height of the disease. The edges and
the tip are often clean In contrast to the dormum.

The face is flushed In the early period and doll and listless later ™ Osler
and Chrstian™ emphaaize the yellow color of the palms and soles and mention
a very distinctive muaty odor of the skm  The authior has been unable to find
mare exact observations on this odor and m attending many patrents with
typhold he has been unable to notree 2t

Eftxrixm copillorsm Ia very common after typhosd but only rerely does it
reach extreme degrees with complete loms of the hatr  Beas s Jises of the nails
are usually notrceable but shedding of the nails is rare.

The diagnoms of typhodd fever cannot rest upon the rosecla alone but It
constitutes a mowt valuable diagnostic criterilon  For most practical purposes
the panaty of the lesions the complete blanching on pressure the distributron
oa the trunk and especially the abdomen and the appearance of recurring crops
will snffice to distinguish the roseola In typhoed from the rash in spotted typhus
and other nckettslal diseases. In the nckettsiones the more abundant rash ap-
pears within two days 1n one outbreak is usually hemorrhagic, and the Individoa!
leslon 15 less neat and regular  There s more tendency to invelve the extremuties
especally the more distal parta ™

A pegative \\Vassermann and lack of other syphilitic manifestations will rule
out syphilitic roseola which is usually abundant and has larger Individeal legons,

Paratyphold Fever

The clinicn! plcture m paratyphoid fever Including the rash resembles
typhold fever Theranhm-cminubmrtone—hal[dmecumo{nneﬁdcm[c
recently observed in England.™

The ross spots in parntyphold are more numerous than in typhold
occaxlonally cover even the hands and cheels and desquamat,

00 ocrury,
the rosc spots In typhod fever the roscolae of puntyphddmmtnul;;:l
Tl Van 3 | Hastorscheiaoaren bed dem tafalien Abdowioakt b, Ocvestbpate 21, 7
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metastases which contain baalll sometimes even when the blood culture fails
to demonstrate them. The pathology of the inflammatory reaction 1 mmular to
that of typhotd ™

Brueellosis (Undulant Fever)

Brucellosis (undulant fever) 13 a mild septicemnia caused by bactena of the
genus Brucella which includes several pathogenic varleties. Brwcells melilensss
(Bruce) is found In goats, Brucella aboriws (Bang) in cattle and Brucella ssis
(Traum) in swine. The microorgamisms are very small pleomorphic, gram
negative nonmotile bactena w hich are pathogenic for guinea pigs  The mfectHon
from goats 1s also known an Mediterranean or Malta fever the infection from
catthe as Bang s disense.

The routes of wfectson in man are the gastrointestinal tract and the skin.
The incubation perod varies from ten days to three weeks™ The omset 1
gradual and the course of the fever vanes Mowt charactenstic i the undulant
type wnth repeated periods of persistingly high temperature of ten to twenty
days in duration The general condition remains good the paucity of objective
mgos I8 & remarknble cinical feature -7

The disease is rarely fatal but a great number of complications are known
They indude heart and lung manifestations, arthntls neuntis meningitls
encephahtis orchits mastitie abortson and others The laboratory dgnosis
18 based on agglutination blood cultures which need two weeks to grow and
skin tests with brucella vacanen which are moce reliable than serum agglut:
nation ™ The cutaneous reactious can be used for differentiation of the vanous
types.

Dermadromes —Skin manifestations are elther ectogenous or hemato-
genous. The former ogour at the site of contact witk tnfachions matertal particu
Jarly on the hands and forearms of veteninanans after delivery or manual removal
of the placenta of Bang infected cows.  These persoas, as a rule do not have a
general Bang infectron  They seem to become milently sensitized by repeated
contacts Thurty per cent of 325 Danlsh veteninanans ™ 10 per cent of the
Swise ™ and 20 per cent of fifty veterinanans from Michgan™ suffered from
this allergy 1o some cases warmth or {tching and urticana are felt dunng or
very shortly after the contact  While this early reaction may be caused by other
substances 1n the cattle serum or placenta '™ g gecond type of eruption a

Frgenkd £ Urber Rosrol paratyphoms, Tischr f Hy Infektionsk 53 3TI-IA8, 1971
mgudy A V Jordmn, O F and Bortsa | #  Tndalaa Frver Net | o Healtm Boll N
138 pp ¥ 1031

™R binsom F H and Xvanw A O COhrenic Brucellosis, J A3 4 113 301 306 1038
*Hoddieson I F Brociows jn Alaa and Anfmak, New York, 1043 Oommoswenl b Fund
mHpddieson J P The Dinosks and Contrnl of Drocsfopls. J Oklakowa M A 85 108-111
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papulopustutar follrculitis which develops wathin two dayy, s liy
to be & specibe reaction to Brucela aborias (Bang) The m“"mﬂl hcunndﬂ;:
WHMWHMD‘M\MMI& 3 ‘dum

mted follicalar papules from 2 to 3 mm in diameter and 1 to 2 mm in‘d:l}:\qm
The rash 1tches oc burna tensely and may lost a3 boog as three or four o)
Oceamonally deep necrotic tuberculid-like leswons weeks,

or
forme—rescmbling forms are seen  Erythema t mm?&:‘mmdh
btmtmumbyﬂuddlmumdjmmhwfdwb’ ton bag
louia (Dretel and others after W Jadaseohe™) I“deuf‘m‘m
the attacks seem to become more acute with re mwp"
The systemic wfection mfrequently (11 per ““‘t"‘)mwudu‘m
incidence seems to differ in vRrioms countres.  They have b-mnh Thetr
macular as resembling the roseola o typhord™ e (cyr described o5
Jadassohn) as wiar-shaped vividly red or purpk mm(}!md‘"“
mdf-mmpordnemnmmahﬂnjmmmﬁnumm( forearmns. nectc
and Vermneai) erythema exudativum multiforme.fike e u:“mdm
volving cheeks, neck and extensor surfaces ™ ‘:pnh,%i}
form 9 and as resembling dermatitss herpetdormis angd 0c baliony ™ Varkelr.
The appearance 10 crops and the evanescent ;“m(d ¥ thrte yenpg
emphasired. Aphthae in the mouth and a bad taste are ‘hnﬂ]"‘dlm
Toas{llths vesiculosa and wvulitis have been mu_mhmw aty
occurs as a complication 2 it does In typhad fever ™ i acatn
GabbPV tred to differsmiale the dermad o
fever) and morbus Bang Inmclm‘“hefmmdtbgmmb““rnuﬂ
formm in the latter more frequently vescnlar and d’-m-:.ﬂ.d !
Pm{mudu}mummummdmemmpmhtﬂ-dby |
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Only few histological examinations of the lesions have been made and they
refer to the contact eruptions or to cutaneous reactions with Bracells melstensis
sllergen. Perifollicular and penvascular Infiltration with lymphocytes leukocytes,
and monocytes and occaslonally an abscess have been obsarved 11190000

Plague

In bubonic plague the primary skin lesion Is caused by the bite of an Infected
rat flea. It may remamn small and palnless or 1t may develop into a pustule or
even 1nto a carbundle followed by large suppurating bubos and septicemla
In the pulmonary form of plague a rapidly fatal septicemia follows or accompanies
the severs pneumoniz. The exciting organism 18 Pastesrells pestis which
found in the blood the sputum the urine and 1n many lerlons especially in the
bubonic pus, No other bacillus is known to occur 1n bubos 12 such large num
bera.t

The disease 13 prevalent among several rodents. Occasional cases o small
epidemucs have often been seen in the western and southern United States.
The datn on the mortality and the value of serum and other treatment are ex
tremely divergent. In many epidemics the mortality was higher than 80 per cent.

Dermadromes.—Hemorrhegic inflammation Is a characterstic feature of
the infecton Thus #s particularly true of the plague carbancle which otherwise
does not differ very much from any other carbuncle. The plague carbunde
starts as a small infiltrate with one or several blisters on its surface. These
blisters may coalesce into a bulla with seropurulent and often hemorrhagie con
tents in which plague baalli abound. The bleb dmppears fast, leaving a deep
necrotic ulcer with ralsed edges on top of a rapidly growing cellulitis, A lym
phangitic streak, sometimes with bubonull connects the carbundle with the
reglonal lymph nodes which turn Into dwbos The development of the carbancle
may become arrested in any stage leaving hard cutaneous infiltrates which
abound m badlli and are known as plague bols

The plague carbuncle is only octamocally the pnmary leson of the plague
wnfection  More often the carbuncle is a metastntic, hematogenous or lympho-
genous infection ¥ Sometimes the carbunclo develops at the mte of infection
at a later time than the bubo  The iradence of carbuncles vanes in the epidemics
from 10 to 15 per cent being a fair avernge ™ Araujo™ina recent report found
skin mamfestations in only 7 per cent. Other skan manifestations are erythema
pustules vesicles, bullae and hemocrhagic lesions. The latter are supposed to
be 30 common and their appeamnce #0 omunous that from them orginated the
name of black death as the discase was called during the great European out
breaks in the Middle Ages. Such krge fulminant hemocrhagic skin lesions have

" Ceruh | and Biaek W O flistology of Cotaacous Resotion 1 BrweeDa delitensia Axtines,
Aren Path 17 807312 1839
J  Perseral Experience  With Babouje Plgee J Trop Med 44 119-113, 1841
™ilgler H F oand Poch B Die Pest. \othasge] Fpeciele Pathaiagie and Therspie Ticmaa,
Jo E  Haxterschrixuseen bel Pret  Satiel{wckes, Kllntarhes, Paibegi artbubes. Braatl
med 19 14 193] IB 4 152
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pot been notloed in the large plagne epldemucs of modern times. However
petechial rashes occur which contain bacillr and therefore are a true metastatic
mfection (Albrecht and Ghon after Moller and Péch ™) Hemorrhagic streaks
around the navel and in other sites have been recorded ™

A rare occurrence are the papulopustular generalired dense vanoliform
exanthems.™

Tularemin

Tularemm is named after the California county of Tolare where it was first
obeerved among squirrels by McCoy ™ In man it s usually acquired by the
handling especlalty skinning of wild rabbits, hares squirrels and other rodents,
or by cating the mnsuffickently cooked meat from them. It has been shown to be
carried by ticks ™ bedbugs ™7 and other msects*™® Laboratocy Infectrons
have occurred 11 a conmderable number although no contagron from man to
man has become known except for one case of a phymaan at an autopsy (W el
bacher and BMoss after Robert™)

The caumo = a small pleomorphic gram-negative bacterium, Pastewrells
tnlarensis which scems to be able to penetrate the unbroken skin as well as the
mucosa. The incubation period is most often four days but it varies consder
ably In traumatic infections the first symptoms at the site of the injury may
develop after & few hours.#*4®  Fever may break out suddenly before any other
symptoms even before the pnmary leston appears.™  This indicates the ealy
dimemination of the infection If the infection begine m the aldn which is by
far the most common way ammrylmmdevdop:andmedmxm
along the fymphatics. The regronal lymphatic vessels become indurated wnall
podules o bubonull appear along them and bubos develop which may reach
large mre and may suppurate,

1f the infection occars in the conjunctival sac (1 per cent Hurst after Tase-
man* 3 per cent after Pullen and Stuart®™ 12 per cent Vrla after Robertt)
or in the tonsils dumdahtcdinmlpctumo{bnz—huhgudedmm
soppurative Iymphadenitis develop The typhoid-resembling e, Without
apparent portal of infection s very rare. Ithuhcmuemlu-cvu-alhbu-.
infections. The seventy of the Infection variea from mild ambyla; tory
little fever and no Internal complrcatons to [lnesses of
sometyumes with a fatal outcome. The moctality in the

tory cases wypy
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to 4 8 per cent among 7 077 cases repocted from 1924 to 1936 ™ The autopsy
findings often resembled those of tuberculoms.!®*% There are miliary gray fod
in the enlarged spleen and less often 1n the Lver and 1n the lungs, which may show
pneumonia or abscesa  The microscopic picture of the lymph nodes and the
subcutaneous nodules is that of an infectious granuloma®™ with epitheliond cells
lymphocytes and gant cells of the Langhans type creating a great sumilarity
to tuberculosis 7

The mucroorganiam can be wolated from the blood of the patlent by Inocula
tion into guinea pigs and by culture This however s hardly possible after the
first two weeks™ and 1t has rarely been accomplshed from an open leson "
Agglutination 1n serum dilutions above 1.80 Is conmdered diagnostic® Skan
allergy to tularemia®! develops as early as four days after Infechon or even
sooner *@ The Intracntaneous test with 002 or 0 05 c.c. of a bacterlal suspenmon
13 read after forty-erght hours  The disease reems to leave the patrents Immune

The treatrnent s symptomatic. The value of antwerum derrved from goats 2
which has been found effective In reducing the seventy and duration of the
disense ** needs confirmation  The beneficial effect of the sulfonamides 1s not
generally confirmed ™ Streptomyan 1s now considered to be the drug of chowce

Dermadromes. —The primary lesion may occur almost anywhere on the
skin It may be single or there may be multiple lesions. The primary leswon
appears after a period of about one week when general dissenunation has already
manifested Itsell by fever and malame. Even the regional lymph nodes may
becnme enlarged and tender before the appearance of the pnmary lesion The
frutial lesion 1s a papule the center of which soon becomes deprested and necrotic,
formung a punched-out ulcer with mued edges. Thms ulcer s peinful and defies
thernpy but after several weeks 1t heals spontanecusly **  The early lesons of
tularemua may imitate syphilis anthrex, felon or other conditions. Due to the
lymphatic chain of nodules or abscesses the picture may closely resemble sporotr
chosrs or primary inoculation tuberculosis.®®

In the primary stage the diagnosis often can be secured only by the mtra
cutaneous test

The bubonuli and lymph nodes may become tender adhere to the skin
and ulcerate  In one case reported by Blackford and Smith (quoted after Hitch
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and Smith™) fangating growths developed out of such bubonuil  The histologt
cal structure of the subcutaneous nodntes 1 definitely tubercalord.

Genernlired erupiions are a feature of the dwease but they occur only m a
fraction of the cases (8 per cent after Pullen and Stuart™) and are not character
ized by any specfic morphology Hitch and Smith™® surveyed forty-eight cases
of secondary eruption m tularemm They demonstrated that eruptions occur
m all types of the dmwense most often in the second week and that the average
duration 1 three weeks However great deviatron of the average figures 1s

Fs 3 —Tumrrmie  Ervthena etedatvwm mul foroe reserbiing eruption on Afteemth 4
disenae (From ffiei. J M nd mib Dedey C  Arch Dermat. &%) indakes
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frequently obwerved  Pleomorphiams is a characteriatic feature  The moat com
monly encountered morphologic type was the papnlar sruption which wag weent
m epproumately one half of the eruptive cases  Lese common aremacules pus-
tules, vemicles wheals nodules ulcerations and tranmtionaf forms.  The rashes
often gave the ympression of erythema multiforme, sometimes with herpes Irn
lewons.  The eruptions were generalized or they mnvolved only a part of the body
mostly the upper trunk and the arma especaally on the sde of the primary fealon
in ophthelmic cases & facial eruption appeared on the mde of the infacted eve
The eruptive cases did not duffer from the noneruptive ones with regard to incu
batton pertod or agglutination titer The hustological examination did not reseal
changes other than one might expect that s edems and perivascular fymphocytis
and fibroblaatic infiltration  The common appearance of the rashes after the
pertod of bactererma and {ever supporta the conception of the toxic rather than
infectious noture of the secondary rashes 1n tularerma

The prognoma of the secondary rashes 1 good the treatment s symptomatic.
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Frvthema Arthriticum Epldemicum Iatbite Ferer or Haverhtll Fever

Ervthema arthr teum eprdemucum  ratbite fever Haverhil fever*—npome
of these three names 18 correct  The dsense »v n ¢ always eprdenuc, does not
always {lkow & rat bite and Haverhdl Voss. w neither the only nor the first place
whete it was Awerned  Envibema arthntcum would be a good name but che
term Have hilt fever has become established

The drsease 1s 251 scutte infection which usuaily foflows & rat bue It should
n t be confused with sodckn which 3 alse transautted by rat bites While the
rathite cases occur sporadwathy ™ & mutk b me epdemic with eighty-six cases
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was observed 10 Haverhill Mass 1n 1926 @ and another milk borne—mot
quite vertfied—outbreak of 600 cases at Chester Pa. (Armstrong and H Vv ood
after Place and Sutton®™) The ephdenuc and sporadic forms are caused by the
nonmotile pleomorphuc gram negatrve and nonacid-fast Streptobacillus monihs
formis (Haverhillia multiform:s) #* which during the fever can be cultured from
the blood of the patient. Mice die from the disease forty-eight hours after intra
peritoneal Injection of blood

About three daye after the Infecting bite of rats, who often harbor the
mieroorganwm In their pharynx, the discase starts quite suddenly with malaise
headache chill and high fever A rash and acute polyarthrits develop early
and heal after several days. There 13 a leukocytouns of over 12000 The apleen
18 not enfarged. There were no fatalities 1n the Haverhill epsdemic. A rask was
observed 1 34 per cent of the Haverlull cases which appeared during the first
week, most often between the second and fifth days It involved predoml
nantly the lateral and distal extensor wurfaces of the extrenmuties rarely the
trunk and face. There 1 sometimes accentuation around the jolnts*  The
exanthem has been described as & maculopapular rubelliform or morbilliform
vivdly red eruption with the efflorescenices being about 3 to 5 mm in ure™
Io some cases the exunthem had the charactermtics of erytherma exudatvom
multiforme (Levaditn Nicolau and Poincloux after Farrel and associates™)
The rash ususlly fades after one weel, with little desquamation or pigmentation
The exanthern may reappenr with new paroxysms of the fever Then 1t in likely
to be moro confluent.™ A hemorrhagic tewdexcy can be demonstrated by a posttive
tourniquet test and by pin point hemotrhages 1o the center of the lemsons.

Tn the cases studled by Allbritten Sheely and Teffers,®* tender puarpuric
nodules with yellow nonsuppurutive, depressed centers, resembiing those meen
1n subaaite bacterial endocarditie, appeared around the finger tips  They proba
bly are metastatic embolic foa. Lymphadenopathy 1n relatson to the site of the
bite is rare. ™

The diagnosss reats on the htory of a rat bite and the laboratory findings

Agglotination testn are mown A reactton to i of killed
strepiobacilli was present in 83 per cent of the Haverhill patients tested late 1n
convakescence. It seenn Jmportant to compare the symptomatology of Haver
bill fever and that of sodoku, the other rattate disease, which oy occumonally
caume a syndrome quite indmtinguishable from Haverhyl] fever = Usnally
sodoku (see tmder sodoku) presents a chancriform indaration at the bitten area
which s followed by hrmphangits.  Arthntis m rare  The causative organisms
of both diseases are penucill n senmtive (Wheeler after Pleming®)
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Glanders (Mallous)

Glander» (malleus) occurs predominantly and i large epirootes among
horses from which most of the rare human cases orginate A number of labora
tory nfections have become known ™ The disease which has an incubation
pertod of from three to five days 1s caused by the pleomorphic nonmatile bacil
lus Malleomyces mallel  The germ enters the human body through the skan or
through the mucosa poseibly without 8 wound. From a primary lesfon the dis-
ease spreads and frequently becomes generalired talang an ncute or irregularly
relapmng chronic course of unfavorable prognosis  Specific lesions may occar
in any organ but there 18 a defimte cutaneous and mucosal affinity The pre-
domunantly lymphangitic form is sometumes called farcy while the term glanders
1 often used for those cases in which the mucosal especully the rhimtic nvolve-
ment dominates the picture  Not very long ago the two formm were believed
to be different entities. The specific malleur kesions are granulomas which re-
semble tuberculoels in many wava,

The diagnosts reats on a history of contact with horses or mules the unuaoal
clinfeal picture the microscoprc and cultural evidence of Mallsemyces mclle
the intraperitoneal 1noculation 1nto the male guinea pig followed by the speafic
inflammation of the testes and vanous serological and allergic tests among which
the complement fixation the ophthalmic and the intracutaneous tests have
been used 1n man

Dermadromes —The primary lemon which has been most often obmerved
on the hands and arms the face and the conjunctiva i a furuncle-hke infil
tration which soon breaks down in the center and forms an ulcer with jagged
rumed livid and infiltrated edges and a necotic floor with edematous and erythe-
matous surroundings.®® The lesion may reach dollar size but 1t finally heals
spontancousty  In some cases it fails to develop so that lymphangitis appears
as the first cutaneous symptom Lymphangitis without noticeable lympha
denlts is a peculiar featare of malleus 1n human beings.® The wire or penal like
Iymphatres are palpable along the extremity and small bubonuli (buds) develop
alongssde the vessels. This type of lymphangitis resembles sporotrichosis or
tuberculoms  Sinuses, sievel ke perforations nlcers and scars may develop
In rare instances the disease becomes chronic 1in thm stage  The primary lesion
of the cral or nasal mucosa 13 an ulcer mnular to that of the skin

General systemic infection follows the majonty of the pnmary lesions. The
penod after which systemsc symptoms appear may be a few days to many weeks
or months. The skan manifestations of the systemic infection have a predilection
for the nose and face These secondary mallelds appear :n crops and show great
differences in severity grouping and number The exanthem usually starts
as 2 roseola  The maculae which in rare instances are purpuric, become papular
papulopuatular and later ulcerative  They are occasionally bullous or composed

mRoetoff J W Acwt Clanders Cas Nederl fjideche grmeak D BETRIZAL] 1349 I
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of concentric nnge™ resembling erythema moltiforme. These ulcers may by
nfiltration of the surroundings and by conlescence grow to larger plaques which
may also develop from cutaneous or subcutaneous nodules, Breaking down of
nodules or plagues may cause deep destruction of the muscles and tendons and
even affect the jounts.®  Destructive and suppurative leions in and around the
nose may cause a pecuhar swelling and ervthema of the nose which has been
termed by de Balogh ™ who reparted eight cases, potato nose. Thus author
describés nonsuppurative livid nodules 1n the face as typreal secondary lesions.

‘The ktstology of the fally developed Iemons shows granulation tsswe com-
posed predominantly of lenkocytes and to a leaser degree of epithelind plasma
and mast cells. There is a pronounced necronic tendency Raryorrhexis 18 a
feature and baalli may occur in large numbers

Sporotrichoms tuberculoss and pyogenic lymphangitis must be conmsdered
1o the lymphangitic penod and syphulis and mycoms fungoides w1 the later
systemic stages.  The common concentration arcund the nose and the pecrotic
tendency of the granuloma support the clinical diagnosss of malleus. However
considertng the rarity of buman glanders and the many vaneties of its course
all laboratory methods must be employed

Generalired glanders in man s, slmost without exceptaon a fatal disense
Chronic localized malleus heals spontaneousty in about 50 per cmt of the cases
(Bollinger after Baerboum and Gottron™) No speaific trestment 13 known

Cholern Aslatica

Cholera auatica 1 an acute often eprdemic, infection caused by the 1 ibro
comma (hoch) In ite severest fulnunating form the dmesse may run a fatal
course in from three to fou hours but less severe forms are well known  The
outstanding symptoms are excemsive watery diarrhes dehydration and clrenla
tory coltapse.

Dermadromes —The ska s described as pale or cywnotle even hvid
covered with sweat wnnkled and withered. Urea frost has often been seen cover
Ing such dehydmted patlents. In fact this sign wus described In cholern long
before its asmociation with oremia was noted (Schottin after Chargin and Keal™)
In cholera there is a pronounced tendency to necroses and decubiti™  Exanthems
are infrequent.

The-oker literature contains a number of references. Lisbermenster #% in
monograph written after the great eprdemic of 17 000 cases in Hamburg Ger
ouany in 1892 denied the edstence of & specific exanthem at the height of the
disease In the early stages of recovery cyanotic spots may remain as rempants
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of the collapse of circulation dunng the attack. Roseola and other erythemas
especally of the erythema multiforme type papules vemcles urticana
and petechiae have occasionally been seen but the speafic character of these
rashes has not been demonstrated Some may have been drug eruptions

‘Whooping Cough

During the charactenstic attacks the glotts s temporanly closed and at
the terminatwon of the apell 1t Is opened for a long-drawn erowing wnspiration. ™
The disease v caused by @ small bacillus with accentunted poles discovered
by Bordet and Gengou

Dermadromes —The repeated severe coughing spells frequently produce
some puffiness around the eyes especally of the upper Iids together with
slight chemosis This 3 known as the whoopiwg cowgh face Patackize which
are quite rare 1o the skun occur more frequently i the mucosae especually in
the conjunctivae of young children  Both bulbar confuncitras may be deep red
a terrdying but harmless sign

The vesicles of a varicedla exanthem conading with whoopung cough may
becows hemorrkagc due to the coughing bouts This 15 especially true of the
vesicles 1n the area drmined by the upper vena cava ™ The violent fluctuations
of vascular pressure dunng the cough and possibly the nfectous and toxlc
damage to the capillartes may prepare the rhexis of the capillanes

Cutaneous emphysems is @ rare but dangerous complimtion of whooplng
cough It 13 coused by the rupture of alveolar vesicles due to the high ntra
pulmonary pressure. From the ruptured lung the alr is pressed under the pleurn
which on autopsy has been seen to be separated from the lung  The air follows
the mediastinum and finally reaches the ekin of the neck or chest.

A well known complicattion of whooping cough is the shallow wleeration of
the fremslum Iimguae It results from injury and imtation of the frenutum caused
during the coughing by the incisor teeth or in the absence of teeth by the hard
lower jaw

Diphtheria

Exanthems indicative of generalized diphthenc lofection are rare. Some
rashes have been interpreted as Initial exanthems since they occurred duning the
first day ®*

Purpuric, morbilliform, scarlatiniform, papular and vesicular erspétons
resembling erythema nodosum and nminforme, and even typhoidlike rose spots
have been described  Allowance must be made for drug eruptions, troe scarlet
ferer ¥ and serum exmnthema.

Her pes ecemms to be rarer than m many other infectious diseases.  The herpes
vesicles may contam bealli (Rall after Biberstein™)
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Panniculitls (Weber-Christan Discass)

Twenty-exght cases of a eyndrome of relapsing febrile, nodular nonsup-
puratrve panmculites (\Weber-Christian disease) have been reported ance 1892 ™
There are crops of cutaneous and subcutaneous pamless or tender nodules, mostly
on the thighs and arme but also on the trunk, and accompamed by fever
The lemons are the expression of an inflammatory process which results m
atrophy of the subcutaneous fat producing in the skun lasting depresmons of a
varymg depth and width Fever m a comstant symptom. Two cuses were
fatal. The etiology and even the clinical entity itsell are still controversial.
Focal infection tuberculoss, eruphons from iodine or bromides, and other
canses have been conndered™™)
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CHAPTER IV

SYSTEMIC INFECTIONS

Influenze

Influenm is almoat certainly caused by at least three different types of
virts * now called A B and V but s usually complicated by the secondary
invasion of varlous bacilli especally the Pfeiffer bacullus the pneumococcus
and the pyogenic cocd  Sporadic cases occur although eprdemics and pan
demics are charactenstic of the disease. Influenza Ia very contagious The Incu
bation period is short about two days. The onset 18 quite sudden sometimes
with marked catarrhal symptoms or sore throat. The fever 10 Irregulac and chills
and remslons are common The respiratory tract in 1ts full length is Inflamed
bronichits and pneumonia are serious complications = hich 1n 1918 caured most
of the deaths ® Prostration m often marked and not explained by the tempera
ture alone Gastrointestinal symptoms and sometimes severe and irreversible
lesions of the nervous system may in a small minonity of cases dommate the
picture. Many other complications are known Mild leukopenia is common
before secondary infection supervenes.

The post mortem findings concern chiefly the respimtory tract

The mortality varies from 15 to 60 per cent depending on the character
of the epidermc® although exact figures are not avalable In 1918-1919 at
the time of the last nfluenza pandemic there were 550 000 deaths In the United
States 1n excess of the normal expectancy  No spedific treatment has hebn dis-
covered as yet

Dermadromes —The skin manifestations are neither impressive poc of
diagnostic importance  They rarely influence the couree or causc suffer ng to
the pateent ™ The incdence of skin and aral symptoms given by varous authors
varkes from 1 to 20 per cent.  However sach percentages are of hittle value in a
discase which in many cases is dificult to differentiate from other common
respiratory infections.

During the febnle peniod kerpes sumplex m common and sometimes develops
even after the temperature has returned to normal  The appearance of herpes
doss not seem to depend on the respiratory 1n olvement.®?

Exuntkems of great vadability have often been noticed wsually 1 the early
stages of the infection These alan eruptions are most sten macular™ or mor
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buliform ®* lese frequently scarlatiniform® Besdes these man types, urti
carml, vived red papular * purpunc, and spotted typhuslike rashes have been
recorded.  There are combinations of macular and hemorrhagic leslons.3®  The
serious prognostic sgnificance of porpuric rashes Is often emphamred. Ery
thema nodosm and erythema exudativom multiforme'® have been observed
in a conalderable number of cases.

Most of the influenza rashes are very tranmtory ¥*#4 The difficulty in
differentiation from measles scarlet fever and other exanthematic diseaszes
Is often great. A carefully taken history of contacts and previous diseases com
nderation of the incubatron perrod and negative results of the dlagnostic pro-
cedures used in other Infecttons will usually belp to overcome the difficalties
In sporadic cases the diagnos:s may be made only after further obeervation of
the course  Jordan™ emphamnzes the lack of adenopathy as a criterion against
rubella.

¥ig 35 —-Viru tonges tn nffiarurt. The toegms jn arge, fiabby and show  éeutal topressions.
{Courtesy Dr Max Fot)

In the oral mucosa crcumscribed erythema of the soft palate and the
posterior tongue and a buccal exanthem not unlike Koplik s spots In measles
are common 7 A flabby slightly edematoos tongue showing marginal impres-
stons of the teeth (virus tongue) fs often conndered charactenistic of {afloenn
and other virus discases.  The pharyngeal invol ement may occamonally become
severe.  Foilkcular tondllitls pseudomembranes of the pharynx ang emall
ulcerations of the mucosa may even lead to glottic edema
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Following the acute period erympelas of the face has often been observed
especlally 1n the older epidemica, Other common cutaneous sequelae are fur
unculoes and herpes soster  Symmetric gangrene of the extremitres Is an ex
ceedingly rare event.’®

Alopecza diffusa was a common dermadrome during the epldemlic of 1918
The shedding of the hair after mfluenza was often troublesome although the
hair usually grew back. Beaus lines of the nails were often observed The
dermadromes of influenzal encephalitls will be discussed in Chapter XXXIX

Meanlos
It is generally agreed that measles is caused by a filtrable virus which lately

has been cultured in the chick embryo? (kunert and Wenkebach after Rietachel®
and succemfully inoculated into the child after several passages.

n‘n—nmuua..y Exanthem ead conjunctivitie. (Courtery Dr M Fox)
The discase 13 highly contagious among persons who have not had muoch
exposnre to the virus and  therefore, 1 predominantly a child s discase  Measles
wott, A Qengréne atyeé mymméiriqee dew yrtréouitée postgrippale Ot mdd de Prance
H  Meabes, Review of Literstare Momstackr ¢ Kinders 88 313358 101}
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is most contagious nbout twenty four bours before the eruption.  \WVith the ap-
pearance of the exanthem the infectivity decreases rapidly end is nil at the time
of desquamation. The infections agent 14 present m the resprratory tract and {n
the blood and it has also been demonstrated in artifical blsters of the skn
Lafeloog speaific immumity after measles 13 the rule troe relnfechon bemg ex
tremely rare.

The first catarrhal symptoms eppear pot too suddenty after an {ncubation
peniod of about ten days. Headache, anorexia conjunctivits and coryza some-
fimes with nosebleed cough vomiting and sudden fever are the cormmon pro-
droma) symptoms.  On the first day the lower lds may be slightly puffy and a

farly defimte erythemutous transvesse lne appears across the conjunctival
surface of the lower eyelid about a third of the distance from the id margin to the
focnlx  (Stumson after Sobel in Mlackee and Cipollaro )

On the second day of the prodromal stage a few (from sx to twenty) pin
point maed white spots often surrounded by a bright red et first narrow but sooa
widerung areola appear on the bucml and later often on the lablal muocosa.
This prodromal mucosal eruption which is commoaly known as Koplik s spots
» of great dlagnostic importance mnce it hardly occurs in other diseases
and it can be seen in about 90 per cent of the measles cases, preceding the out
break of the exanthems The Koplik spots vaniah when the rash appears and aré
s00n followed by an enanthem of dark red epots of pin hend to lentil mze which
may coalesce into [arge spots scattered over the soft palate and later over greater
arean.  hoplik s spots may be abeent n the measles of small chikdren #®

‘The temperature usually drope on the second day only to rise again dunng
the next two days. Between the third and fifth days (two weeks after the infec
ton) the rmah appears. The drease reaches Ita height aroand the fifth day and
from that time on the symptoms are cased  On the seventh or eighth day aftec
the full development of the rash the temperature gradually becomes nocmal
the rash fades, and the catarrhal symptoms are no longer annoying  Recovery
follows gradually  Cervical adenopathy i common but Ja mild and rarely leads
to abacesses.

The clmseal picture Is dominated by the rash and the intense catarrhal
Involvement of the mucous membranes, particularly of the respiratory tract and
of the cyes, There is lenkopenm at the heght of the rash mainly coused by a
drop in the lymphocytes,

The lut of poesible complications s long but fortanately the overwhelming
majority of the patients recover uneventfully

Dermadromes.—Pale scarhitiniform or macular premoxtlory rashes are

rare and very fleeting™- 4= and may disappear before the ocuthreak of the
mensles rash

E »em R tmder (Bx bitum)
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The examthem™ (Von Pirquet 1n Von Groer™) starts with pake pink spots
from 1 to $ mm in dameter Intense stching may accompany the eruption
The spots are seen uearly first on the scalp behiod the ears and between the
shoulder blades less dmstinctly around the mouth and nose and in front of the
ears. The cheels offer a certaln remstance but are soon invaded also  On the
second day a dense exanthem appears on the back and although less pronounced
on the chest abdomen and mesa! aspects of the arms. On the third and fourth
days the development is completed with the invasion of the legs  The emphasts

Fix 40 —3Meades Coartesy Dr M Fex)

18 on the head trunk shoulders and anterior surfaces of the arms and thighs
On the fifth day the appearance of new lesions wsually stops. \Wuth the retorn
to normal tempernture the apots fade in the order of their appearance leaving o
plgmentation which 1s sometimes quite proaounced on the forehead  There is
a superficlal branny desquamation winch usually starts on the face from tmo to
five days after the appearance of the exanthem ®4

The first lessons are follicular spots or slightly palpable papules surrounded
by an anemic hale  They grow quickly inn siee and number and become confluent,
but the ongtnal follicular papular character can still be recognized withm the
larger bnight red spots of the developed exanthem  There v a great vanability

mVem (rSer F Meastes Plausdier and Fchiorwase  Diersers ¢f Chikdrew vol 1T Phis
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in the exanthems with regard to aire of lessons, denmity and tendency to remam
discrete or become more confluent. At rts height the eyuptron s blotchy and
dusky red Miliary vescles are quite common on the follicular papoles. In
crensed seborrhelc achvity makes the skin fee]l greasy The tourmquet test m
usaally positive

‘While the exanthems may vary great fimilanties of the rash 1n siblings as
well as in indbvidia! epsdemics have been observed indicating the power of
constitutional and microbic factors.

The hustopathology of the measles*™® exanthem 1 characterired by vacuoli
zation n the epidermis and a penvascular predgminantly lymphocytic infiltrate
In the papillaty body There are small necrotic areas which correspond to
macroscopic pustules. The absence of a horny layer in the oral mucoea produces
the early erosions of the Koplik spots. It is not for very long that anything has
been known about the peculiar formaton of grant cells with 50 to 100 nucle
which occur 1n the Iymphatic tissue of the tonmls the respimtory tract and the
esophagus, and which have been seen in appendices removed dunng messles
(Warthin and Finkelday after Ravina and Levy Lang™ Manign and Minami
after Rietache[*#)

Among the amemalies of the eaxmnthern must be named first 1ty absence
morbilll mne exanthemate. Usually the Koplik spota too are absent in such
canes,™ of which e great number have been well corroborated by the presence
of all other symptoms by the incubation period and by contact casen -

While millaria 8 common bullous measles are rare.  Coufluent large bullae
may though rarely cover and denude large arens po that the chmaal picture of
pemphugus resulta® Hemorrhagic mensles 1 rare this variety has been seen
In combination with bulloes measies.™  Swelling of the upper lip of two to three
days doration 1s in some eprdemics so0 common that one author bas spoken of
& measles [1ip (Oxentus after Robert™")

Meastes especually the hemorrhagic form is sometimes followed by gangrene
of localized areas of the skin ™ Related to these cases are the multple ukeern
tions which are known as ecthyms gangranosum™ wh ch are occamonally seen
after other infections too usually affecting infants. Ecthyma gangrenosum
starts on the buttocks with hemorrhagic necrotic nodules or larger foct of celly
litis and leads to deep punched-cat ulcers.  The mortality is high  The conditon
 probably caused by secondary fnfection especially w th pyogenic cocci and
Pseudemonas asrngpinosa (Bacillus pyocyamens)

T Raria A nd Lér Lang P Tlitolops Disenods of Messh  Ynechclty of Oleat Orty
An--dirimcm.-uby 3 adm Prreser méd 45 0138 1037
'm:“r;:-‘-un 3 msern  kne Praatbem bel drel Oemchwistrrn 3omsiechr f Kinderh X7

ERovgpe T 3 meera Dme Framthem Arck f Kinderh 84 190-183 1029
Pecxphixoile baler 3 amrrs aad Praspbisces bed 3imsera, Momatechs  Kindert

J 3 Hrmorrhaghe 3 ctmbes Brit 31 J 21738 1800
WHobert P Infrctious Skim Dierssrs Otber Than Tuberculerh and Limesey Meview of Lit
Fratere Derwatoicpica 87 1 0-333 1943
E A Cawr of Gangrves Folluwimg dIrastes Lancet 381 TH 1831
Imecad 5 A e 1 the Fowt Follewing Meeelen, I Prdiat 8 30384, 1938
Xi b ws EuarieomD i Teriaf von Maera Arch ! Derrwer w frph, 12y



90 BYSTEMIC INFECTIONS

Measles may affect pre-erssing shin disenses in vanous ways. Infantile
ecrema™ and prurlgo™ are often aggravated during measles®™ either by internal
causes or by scrutching during the itching eruption and desquamation periods.
Paonass seers to improve but returns during convalescence ™ Measles like
other acute infectious diseases often weakens the cutaneous tubercuhn reactron
The predusposng Influence to skin tuberculosis 18 recognized.®™ Dissemipated
exanthematic, apparently hematogenous cases of lupus vulgars and tuber
culosls cutis verritcosn are not very rare after measles in countries where skin
tubercufoms {s more prevalent than in the United States

German Measles (Rubella)

The term German measles resulted from the long-combined efforts of Ger
man chniclans of the nineteenth century to separate a mild mensles-like con
tagrous disease from typical measkes. \When the International Medical Congress
in London in 1881 tried to clanfy the sitnation it was natural to speak of English
measles and of German mensles. Sance then the entlty has become widely
recognized but there are still some dissenting unltarfans. To prevent confuuion
1t should be emphamred that the latin term rubeola is used for this disease 11 the
German lterature while in the English American terminology rubeola desg
nates trie measles (Dorfand) The term rubells seems to be used only n the
English-speaking countriea.

The cause of the dmease is unknown Children of 3 to 10 years of age are
umuafly affected but no age group 1 immune. Lasting Immumnty after the diseare
is the rule.

The discase 13 beat characterized by the often used expresaron mild measles
The prodromal symptoms of malasse fever coryma and sore throat, which are
not always present are much less proovinced than in measls, Children with
German_meastes frequently come to the office of the dermatologist or are sent
home from school because of the rash while a child with true mensles s usually
too sick to be ambulatory

The Incubation penod of rubella is from two to three weeks The fever is
maderate and there s no photophobia or conjunctiviths. Excesaive perspiration
during the first to second prodromal days s a peculiar symptom (Stolte after
RietscheP*) The palate and uvula are reddened and a few red follicles often
appear along the midime (Forchheimer s sign) but there are no koplik spots
and the catarrhal symptoms, if any are mid

Genrerul Iymphadexopathy 1 such an outstanding feature of the diseare that
Glanzmana advanced the theory that rubella i 2 disease of the lymphatic sys-
tem not primanly an exanthem and therefore  toto caelo” different from measles

Toxwahy Aminal Prorids in Patirnts Who It ve Previowaly Jisd Measien
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and scarlet fever Almost all the peripheral lymphatic nodes are swollen and
tender and the mastold ocopital and postenor cervical glands particularly
of the left mde are so enfarged that the swelling often i» ot only palpable but
visible The lymphadenopathy starts befoce the exanthem and may outlast
it by several weeks. Thus genernlized lymphadenitis may be the only sgn of
bella In such exanthemlesa cases the diagnoms must depend on the accompany
ing arcumstances, for example, contact cases with exanthem.’™

Fig 41L—Cerman messles. Quit coploos rech  (Cowrtesy Dr Max Fou)

The blood shows an Initial leul ia and a later eosinophilia (8 per cent)

In the courss of the dsease the leukocytes rise and the Increase of the plasma cells
becomes marked reaching 12 per cent. 47

The pregrosis 1a very favorable. The treaiment Is symptomatic.

Dermadromes —The exanthem which appears on the second or third day
follows 1n many ways the pattern of mensles. It is usually seen first behuind the
cars and on the nose but within one day it wnvolves the whole body occasbonally
large areas remaln free Th fresh spots are rounder more clearly defined and
more regular than those of truc measies. The most common mze is that of a
split pea although the rash may cornst of smaller or larger spots. The color is

MFructhack  Ricets, Therap 4 Oeeemw 83 T8-TT 1392
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red a shade less bright than in true measles and fades quielly  Often a confluent
erythema develops on the face. The skin between the spots may especalts on
the back be diffusely red with the progress of the diselse. Some epidemics have
a pronounced hemorrhagic component.® The rash appears in successive crope,
each of which fasts about twenty four hours. The mhole exanthem lasts about
three days. It fades 1n the order of the eruption * occastonally with a light dusty
desquamation and famnt pigmentation 8 The face and neck may be cleared
while the legs are still red

s ~
‘..,,P—«.—.r o

Fix 43 —Qerman messtes  Post uricalar [y mpkatie podes  (Coertesy Dr Ma Pov)

The pharyny 1s diffusely red and the tongue often resembles the rsphberry
tongue of scartet fever that w 1t 18 diffusely red not coated arnd the fungiforr

papillae are swollen

Roecola Infantum (Exanthema Sul {tum)
John Zahoraky'® ¥ of St. Lows (in 1910 to 1913) separated from vanous
Lttle-understood exanthematic diseases of childhood a typical entity to which
he unfortupately gave the old name of roseola infantum.  The term erythema

Wilanorsky J Roweci [nfantwms Rarve) of Litersimry Areh Prdint ST 403409 1
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subitum has become more popular while Glanzmanns*' unwieldy name
critical three days fever exanthem of the infant” is used onlv rarely

The disease 13 an acute infection which at least In some countnes attacks
2 large percentage of the nfants. Rosenbusch’™ estimates that about 50 per
cent of the young children become Infected mosth at the end of the first year
of life, rarely after the third year

The etology 18 unknown but influenza has been suspected ™ The incuba
tion period Is seven days (from five to fifteen days, Sobel 4} Lasting immumty
resulta from the ifection but a few cases of repeated attacks have been ob-
served 49T Ahout 40 per cent of the cases occur in summer ard only 18 per
eent 1n winter 37

The dimical picture 1s charactenzed by three days of continuots high fever
and the eruption of a morbilliform rash immediately after the cntrcal end of the
fever  The onset 1s sudden sometimes alarming with convulsions ** headache
and vomrting  Sometimes however the children do not complamn 1n spite of the
fever  Complications aro almost unknown aend in many cases the general well
being 1 not disturbed Corym and other mucosal symptoms and adenopathy
are mild There 18 a charucteristic drop of the polymorphoauclenr leukocytes
(2 10 20 per cent) and a relative lymphocytosis and mononuclecus (80 to 98
per cent) ™ These findings are most marked on the third day P The spleen
b oot entirged  The prognoss 1s invanably favorable in spite of the sometimes
elarming onset.

Dermadromes —The rash appears as Glhinrmann® poetraally puts it as
the anroe of recovery after the fever period. It sturts on the back and covers
the trunk within twelve hours sometimes leaving the face the scalp and the
&\tremites free A second crop may then cover the | mbs and remam vible
WEen the first eruption has faded  The rash consts of alightly rased rose spots
from 2 to S mm. In size confluent oc 1n irregular groups between which are moall
arets of normal alan Later a large confluent erythema may appear on the
back suggesting scarlet fever There Is no pruntus and the rmsh dsappears 1o
™o or three days without pigmentation or desquamation There 13 no char
acterstic enanthem an tmportant differennal feature

The diggwosis may be difficult, especully in fsolated cases. The most im
poctant feature s the eruption at, or after th fall of the temperature on the
fourth day [n meantes the rush appenrs at the hewht of the discase the whole
yndrome 18 more severe and mfections among aiblings are common  In scurlet
fever there Is poro throat @ typical tongue the exanthem appears eurly and
—_—
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lasts much longer and there m desquamation and leukocytosls. Robella which
may look very much like roseola infantum has the charactenstic lymphadenop-
athy Erythema mfectiosum rarely causes fever and the exanthem starts on
the face especially over the bridge of the nose Drug eruptions and toxic and
Infectious erythemas must be conmdered  No speaific therapy 15 known

Erythema Infectiosum

Erythema infectiosum which Is also known under a number of other names,
for example fifth disense and megalerythemn is a moderately contagious infec
pon of unknown cause usuaily affecting children The dmease occurs In epldem
1cs of relatively small size often in Institutioos. The outhreaks are usially in
late winter and spring  Animal inoculation and bacterwological studies have not
been succesaful  However children have been infected by infection of blood taken
at the height of the rash and by pharyngeal mucus. ™

The incubation pertod Is about nine to fourtern days but 1t waa only twenty
four hours mn the expenimental mfections. There are no ar very slight pro-
dromes. The disense starts auddenly with a rask which s the main and some
times the only symptom The eananthem appears first on the face as small red
spots which soon grow and coalesce forming an erythema which is most pro-
nounced over the cheeks and which leaves the penoral and perrocular areas pale
The erythemas of th cheeks are often connected by a red fathmus over the base
of the nose so that a butterfly figure results. The ervihema 1s usually bright red*®
sometimes pink or cynnotic *2 the farly well-defined edges are slightly palpable
and raised and the surface 13 smooth and in severe cases hot to the touch The
chin s seldom offected the forehead 13 more often affected The patient looks
as1f he has been slapped on both cheeks so definite 18 the erythema ™

One to two days later the erythema usually appears on the outer surfaces
of the upper arms and sometimes on the buttocks and extensor aspects of the
thighs*® ¥ The lesions are slightly papalar and have a tendency to grow periph
erally and to fade in the center Thus ring-shaped garlandlike zigrag latuce »#
honeycomb and other patterns result. The bands and feet are not affected
There 13 oaly slight fever no enanthem and httle itching  From the third to
the twelfth day the eruption fades but relapses may occur up to several months
later  Atypical rashes affecting only the limbe are rare*3% Desquamation
is usunlly lackang  In a small portwon of the cases the face remains free. ™ There
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is moderate lymphocytosss and eomnophilla of 6 to 11 per cent®™ < (Zikowaky ™
20 per cent) duning conval and later mc Jeoss. Lymphadenopathy
w uncertzln  The children twice as many guls as boys*? are but [ittle
disturbed  Complications are hardly ever seen and fatalitres have not octurred

Febris Herpetica Febris Ephemera, Febricula

Febrls herpetica febns ephemers, and febricula compnse a group of fevers
of unknown etiology characterdred by a high temperature for about one day
with the nsual complaints of an acute febrile disease. In many of these short
fevers herpes labialis appears usually with minking temperature or one oc several
dayv after the bout.™

Rubeoln Scarlatinosa, or Fourth Disesse, Dules Filatow Disense.

Rubeola scarlatmoea iy also called fourth discase and Dukes-Filatow dueare
There m mach objectson™ to the acknowledgment as an entity of a febrle exan
them of which a few small epidemics have been obeerved

After an mcubation period of from nine to twenty days that Is much longer
than 1n scarlet fever the dmease starts with a punk, scarlatiuform elghtly
papular exanthem which covers the body wathin a few hours and does not
alvays keave the circumornl area free, The face is generally less involved than
the other parts The rash fades after one to three days and s followed by a
slight brapny desquamation The pharynx is red and the tongue only alightly
coated.

The fever s mild and does not last longer than the rash  There are no im
portant complicntions.™ Thers is no ross-unmunity with scarlet fever the
mild caves of which the disease resembles.

Millary Fever (Sweating Slckness)

About 200 epidemics of miliary fever or sweating sickness have been de-
scribed sinee the first outbreak frightened London in 1486 ™  No sporndic or
endemic cases have been cbeerved The epedemics wrually occurred in speing
of summer In an explosve form commonly restricted to relatively small arens like
citles or valleys. The morta! ty of the epedemics varied from 0 to 90 per cent
with an averzge of B per cent in the nineteenth century  This m a greater fluctu
ation than f known of anv other epidemic duease. The borror caused by the
high mortallty of some of these epedemics was nugmented by the sudden out
break and the fulminating course Frequently pervons who had been in good
bealth died within one or two days. More recently epsdemics have occurred
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m France™ and Southern Germany and perhaps In Rumanila ™ The last
certan outbreak was obeerved in some French hamlets by L. Roussenu™ in 1926
with hardly any vanations from the claseic plcture. No epldemics have become
known in Amenca.® The cause of the mnfection  unknown The incubaton
pertod™ 3 sekdom exceeds one to two days but was found to be from ten to
fifteen days 1n the cnses of Stroé and Stro#™  Prodromes are either entirely
lacking or consmt of sudden weakness malaise and muscular pamns. The onset
18 abrupt occurnng frequently at night. A patient going to bed apparently m
good health may awake with a chill bathed in swent and feeling deadly mch.
Precordlal oppression a gripping dyspnea nausea and muscular cramps to-
gether with premomtions of death constitute acute attacks which follow each
other rather frequently and i{n increasing strength At the height of such a
peroxysm death may occur

The spleen » enlarged  The unne secretion 13 small even to the degree of
complete anuria.  Delinum s common  The fever is usually high and remittent

in type

The convalescence 1983w and relapses may occur  Immunity 1s not certain
Mild cases occur but adults are more severely affected than children The
pathologcal findings are unrevenling The content of the vesicles 18 not sweat
but @ serous exudate  No spedfic therapy v known

Dermadromes —The outstanding symptom after which the disease has
been named 1a the exceseive sweating (Timmermann™) which in contrast to
swents 1n other fevers starts sith the rising temperature and continues through
out the durntion of the fever The sweating 1s o profuse that 1t 1s tmpossible
to keep the patient even fairty dry by the most frequent changes of linen  The
sweat i supposed to have 2 musty odor  After three to four days the chamc
termstic rash appears. However many patients dle before reaching the exanthe
matic second stage of the infection The rash usually starts as a slightly papular
eruption on the neck and chest and spreads In several crops over the whole body
‘The forehead and scalp are heavily affected and the face the lenst.™

The individual lemon 13 2 red papule or macule with o central acuminate
vesicle which s at firat yellowish and clenr but after one to two days 19 opaque
The evanthem may at umes, especially In chiddren be quite morbiliform but
confluent scarlatiniform and hemorrhagic varlenes have been seen in some epi
demics.™ The veschs dry and crust after two to three days and heal with a
braony or flaky desquamation Omal lesions look like aphthae  The eruption
18 preceded by formication o tingling and accompanted by a feeling of relref
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Onyalal

Amouog the netives of West Central Africa occurs nn acute febnie disease
called onyalal the man feature of which 18 a mucocutaneous eruption of hemor
rhaglc bullae. These lemona are usually found inside the cheek on the tongue
and on the palate although bleeding may occur from all mucous membranes.
There may also be localized hemorrhagic lesons of theskon  These blood bliaters
are nmbilicated trabeculated and filled with loosely coagulated blood  The
disense may show all the features of a severe thrombocytopenic purpura.

Severe anemia icterus bronchopneumoma and central nervous system
involvement are frequent.  The mortality I high.  There 5 profound throm
bocytopenis with prolonged bleeding time normal coagulation time {mperfect
clot retraction and a positive tourniquet test  The Intramurcular injectlon of
whote blood m sard to be a good method of treatment ®

Glandular Fever (Infectious Mononucleosls)

Glandular fever (E. Pleiffer™) or infectious monoaucleoess s o contagio
febrite discase of unknown etiology charscterized by generahized lymphadenog
athy splenomegaly and lymphocytosts  The incubation period Is
weven days. The terms glandular feves or proloaged fever®tt of pha unally
anginose thorade abdomunal nervoms septic, and other types dn:,’c, !
the great vartability of the disease. The prognosis is good ® »1-m e

Dermrdromes.—E. Pleiffer*™ emphatired the absence of
Glanzmann ™ in his monograph oa lymphemadd glandular ‘and’n:m and
the lack of a characteristic rash  Other authors,™ however hw‘m""h on
or frequently™ ¢ seen erythema multiforme and lrchenokd m‘;&u vially
fuse erythematous maculopapular rose spot-like or Very rared oo dd
exanthems.  The rashes appeared dunng the firat two weeks, Y purperic

The eprdemic 1n London 1n 1930 was marked by unusialy
like rosc spots which appeared before the lympl:ydummyyhm"‘ typhend-
mncldence of 14 per cont has been repocted (Minkenhof afeer Recently o rarh
blood count remams indk ble for the di 1 ogkd'm-')'fbe
velvety red appearance of the gunm whrch bleed easily [nm‘mm-um Is the
may submerge in these fragile timoes. On otber parts of the ©T® CAres the tevth
clally on the soft palate small grouped papales may appear O] Miycrmg, epe-
lated appearance  On such nfiltrations shallow wma] o "‘dn.ug.mu
aphthos ulcerations may develop. Slight follcutar ang h:’:"
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ukcerative tomillitss have often been reported. The oral ulcerat:ons appear after
the swellmg of the submaxllary lymph nodes

Unilateral confamctrritses of a dry granular character s not rare.™ In exan
thematic cases the \vassermann and hahn reactrons may temporanly become
positrve.

Foot and Mouth Discave (Aphthous Fever)

Although the foot and mouth disease (aphthous fever) 15 peedominantly
an epidenuic Infection of cattle and other cloven hoofed animals 1t 18 occamonally
transferred to man by contact with Infected animals or drinking of their milk.
The cause is a filtrable virus.

In man the infection has an Incubation period of two days. The omeet is
sudden with fever headache and malaise On the following day salivation
and an eruphon of many umbilicated vesicles on the bucral and labial mucosa
appear the lessons being surrounded by a bright red areola. The tongue and
the pharynx may be similarly involved. On the third or fourth day the duease
enters a second stage ** New grayish or yellowssh vesicles and larger blisters
with or without red areolae may cover the hands and feet and even the legs.4a
The nail beds are often mentiosted 23 the eite of troublesome infammations
The noils may be shed or they may show transversal grooves. Maculopapular
multiform and varicelliform exanthems nvolving the entire skin or much of it
have been described %44 The mouth conditran together with dierrhen rhinitls
and conpunctivits and the symptoms of general infectron may cause an alarming
prcture  Around the fifth day the syrptoms subside and after ten days or more
the patient Is usually cured ¥ The prognosis s good although some desths
have been reported  The treatment 18 symptomatic.

The wdentity of human and ammal jnfection has been corroborated by
successful inoculation of human material into cattle® and guinea pgn.t74%

Dengue Fever

Dengue fever is an acute nonfatal widely distributed felrile dsease of the
warm ciimates It s transmitted by various mosquitoes incloding Aedes asgypif
the carner of yellow fever The cause h a filtrable virw.4? The iIncubation
period 13 about seven days.®
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The disense starts with scvere frontal headache and pewn In the lower back
in joumts and in muscles. Chills are marked and indolent lymphatic nodes are
palpable over the posteror scalenus muscles @4 There 1s bradyeardm i spite of
the high fever and leukopeni with a shift to the left. The temperature falls
o normal on the third day but fever often returns after ane to two days (saddle-
back carve) The second fever is sometimes higher and ends by cnma around
the seventh day Deaths are very rare but convalescence may drag out over
severn] weeln.  No speafic laboratory test nor treatment has been developed.

Dermadromes.—The mitial fever 1a often (38 per cent Simmons*) ac
companied by an erythematous symmetnc rash oc extenstve flushing which 18
rmrost propounced on the face neck chest forearms and palms @ The eves are
reddened also. Thw Aushing s out of proportion to the temperature and wus
seen In about 26 per cent of the casea during a recent majoc eprdernic. 4t The
fushfng subsides gradually If there was any erythema of the chest 1t
may be converted into the secondary rosh whi h does not mvolve the face
Thus secondary or terminal exanthem was seen more often (37 per cent Kimner
and Lisunskv® 86 per cent, Stmmons %) [t appears between the eecond and
sixth days and 18 macular occamonally maculopapular scarlatiniform or rarely
henorthagic. It wsually starts on the chest, back or abdomen nnd spreads to
the trunk but thw sequence may be reversed if the rash starts later in the illness
No definite relatronship scems to exlst between the onset of the second fever
attack and the terminal mash which is followed by an imperfect desquamation
and itching of the palms and soles.«*

Some authocs emphasizo the sweating and the varubility of the rashes®?
Complicating pyodermatoses are common. @

P ctinal ferer  An eprdemic febrile iliness of approximately five days dor
ation characterired by shight respiratory symptoms headache leukopenta
palpable spleen and a symmetrical maculopepuler rash manly over both
pretibul arcas, vaguely resemb! ng erythema nodosum bas been observed amoag
troops In South Carolua The rush was present tn 80 per ceat of the focty
cases.  All efflarts to determine the nature of this pretibal fever were n vain

Phlcbotomus Fever

Phlebotomus, pappataci or sandfly fever 13 a benign eandfly-borne virm
infection of hot and dry coumtries, characterized by a fever of two to foar days
duration severe frontal headache and eye-ache photophobia and muscular
pains. There s leukopenia and shift to the left. The face s described as  cun

lltewart F I Dengwe T 3 X XL BaA 421 1333-1476. 1844
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omly red and puffy 1z contrast to the body 4447 and may stay so for weebs after
the fever The conjunctivae are red and there i{s photophobiz.  Crops of vemcles
at-the junttion of the hard and soft palates®® (not seen by other observers) and
probably only In & minchty of the cases purpuric scarbtiniform morbilliform
urtrcaral and erythemm multiforme-like evanescent rashes #7 and penfallrcular
erythema in the axillae and about the elbows and knees have been mentioned.
Herpes 18 not & feature #9490 but occurs occasionally®” in severe and atypcal
fashion

Bullous reactiars and severe edema following sandfly bites after conva
lescence are interpreted as allergic reactions,

OrWalker A B and Dods L Epiderste of Aandiy Fever in Palesiioe Durleg 140 11 7 Aos-
trabtis T05 36340 1041
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Yarlcella (Chlcken Pot)

In 1931 Tezner #* in o comprehensrve review of the subject stated that
the camsative agent of vancella (chicken pax) has often been searched for and
almost as often found This 15 a witty overstatement. \ve know that
1t B @ dermatropic, probebly filtrable virus related to but not rdentwcal with
Paachen » elementary bodies which cause vanala and vaccima. Injectfon of the
content of the vesicular lesfons of chicken pox into the rabbit ¢ cornea produces
within twenty foar hoars a smail vesicle which bursts aftes seventy two hours.
The mucroscopic picture of the cornea is quite charctenstic especially the glant
cells with large eosinophite mciusions found by Glos (seo Teawer®) Tywzer
(after Lipschiitr®) found nuoclear inclusions which Lipschfitz® 8 belleved to
be microscopecally sdentical with the wndusions found in berpes roster (roster
bodies)

The virus s contained in the skin lesions and probably in the blood stream
Experimental skin infecon with naxal mucus has been as unsuccessful as the
infection of the tonmls wath vesicular flud but the wtradermal inoculation of
blister serum produces after mine days a typical vemcle which always remains
localired and can be successfully used for further inoculations. The izoculation
in unsuccesaful In persons who have had varmcella. [t immunizes against chicken
pax with considerable rellability ®

Droplet wfecthon through the lupgs seems to be the most important way
of contagron indirect tramafer is negligible.

Chicken pox is endemic and epldemic usually affecting cluldren  Varlcella
has a good prugnosis unless ane of the rare complications occure.  Newborn
infants and adufts are much lers frequently but usually more severely af
fected ™=  The infection 15 followed by long lasting immunity

The ncubation period varies from seven to twenty-x days but is usnally
thirteen to fourteen dave. Prodromes are little marked Fever is common
especally 1n older chiddren or adults and convnlions skeepiness photophobia
and gastrointestinal symptoms may occor  \ ery short lved prodromal or initial
rushes are not common (1 per cent) They are mostly amrlatimform rarely

wrTrmer O nﬂu-l-.z.-ni-dr-u-d Kinderh 41 HG-823 1931
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morbllliform ot polymorphic and seem to forecast & more severs course  Glant
cell formatron in the tonells similar to that seen In measles has been found in
chicken pox dunng the prodromal stage #  All symptoms may be abeent and
the exanthem may break out with the patient in apparently good health Thus
conspicnous lack of sick feeling often causes the child with varicella to be brought
to the office of the dermatologist because the idea of a systemuc infectzon does not
enter the mother s mind  This rarely happens 1n the other important exanthe-
matic drseases of children

N !

Fle 43 —Varkejln  (Courtesy Dr 3t Fox)

Dermadromes.— The eruption atarts on the face and on the scalp that on
the body (back) being only shightly later though some solated vesicles may pre-
cede the main eruptson  The distribution of the exanthem which may develop
fully in one to two days 1s most dense on the trunk and becomes lighter toward
the extreruties and the acra  This centripetal tendency s in marked contrast
to the centrifugal dmtributron of the varola pu tules which leave the trunk
and especally the abdomen relatively free and cromd on the hands and feet.
The indivmdual leson appears as a small macuke which in twenty four hours
develops into a clear vescle which 15 often surrounded by a relatrvely wide beight
red areola  The blister 1s sometimes oblong rarely pustular or hemocrhagic.  Pri

Chickenpex (llaa Crll Form Ju Prodremal Stege Am J s b 15 533-53¢

- Tonlineon T I
18



VARICELLA 103

umtnlication of the filled kestons is mre though early rupture, depreseion
mmw of a sunken crust m the center may suggest umbiliation but
should not be taken gs such  The vesicke 1 multlocalas, but the septa as welt
as the wall are much thinner than in amall pox so that the lewon often can be
“wiped of' with a rough towel The blister Is quickly followed by @ crust which

Fig 4 —Buliom and bemorthusic cobrheapos  (Courtesy of Diyion of Dermatelogy Departiornt
of Mrditine L hersity o Clicagw )

may adhere for many days oc as long as two weeks A few larger and deeper
lesions may leave pitted scars with pigmented margins but the marks are rarely
dishguring  The lesons are more numerous on irritated o macerated skin
The exanthems vary In denmty from a few lestons to a coplous eruption of many
buodreds of efflorescences, in all stages of development.  This latter peculiarity
is due to the appearance of successive crops and to the fact that the individual
Sesion may become arrested 1 any stage of development. The crops may be
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accompanied by mild fever  After one week the crops stop appearmg although
miliana like weak eruptions may continue to follow  The last eruptions are mikd
and the lemons umully fail to mature to vesicles

There are several cliwcal varfetfes of chicken pax and its complications,#4-2
The eruption may form bullous 1mpetiginous or coalescent femrons. Confluence
indicates a eevere infection

Fig 43 —Varicella pingrenae  Fatal cose  (Cowrtesy Dr Riax Fox)

Varcella pemphigordes is a rare vanety charactenized by large flacad bullae
with adherent centers. Such cases rmay be accompanied by high spiking tem
peratures™ and ha e repeatedly taken a fatal course #* Some of these cases
seem to be a combination of vancella and secondary pyogenic wfection  Ery
mpelas o dangerous complication  In some cases the vescles remain very
small this 15 called m/rara rarcellora

In rarwcella gamgremosa the norrally fast sequence of drying and crusting
of the vemcles 15 disturbed by a progressive necrosss which leads to punched-out
gangrenous ulcers  The floor of these ulcers s covered with necrotic greenush
raterial  Hemorthagic features are common so that the ulcers often appear
black. However an oceamonal black dmooloration of the otherwree normal
crusts does not warrant the dugnoel of gangrenous chicken pox  Severa! ulcers
may coalesce so that palm-sized gangrenous defects ensue which may even lay
bare the underlying muscles In some instances the gangrene started in ap-
parently normal skin and not from the -esicles

aRowsidwn (1 W  »d Kelleber W I Chiienpox, Anomatons Forme Iich J Child Di
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Gangrenous varicella i a severe disease with high temperature prostration
and often fatal courme Infants and mck youngaters ere more hkely to develop
this complrcatron than older and otherwise healthy children. Searlet fever
cdiphtheria, and tuberculosis are among the predisposing diseases.  Banks and
McCartney @ in o fulminating case of masstve skan gangrene in the eruptive stnge
of vancella, found streptococd to be the caustive organtam. Tlemolync strep-
tococa are also the cause of dangerous cellulitls and of eryaipelas and lympha
demitls. Infected lymph nodes usnally break down and form abecesses. Cutz
neous complications amount to 57 per cent of all the comphcations of chrcken
pox.% The incidence of gangrenous varicella amounts to about 1 per cent,™
but peema to be much smaller in the United States, MAlore than one half of the
reported cases of gangrenous varjcella ended fatalty

Fig 40 —Memorrtuyie sod wwpwally coploas aricale  (Courtery Dr Max Fev )

Knoeplelmacher® separates from other pwrpwric manifestations 3a raricella
the prodromal purpurn and the purpura which occurs not too infrequently in
mbved infecoon of pertusas and vancelli. The vancells eruption s rarely
hemorrhagic from the start. The vesicle coatent may become bloody or there
may be other purpuric features the whole syndrome of thrombocytopemc
pm'pum“’ may develop dunng or after the infection in rare instances together
mﬂlmn 'lllll vl IE N ° o
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with masmve skin gangrene.™ Pyogenic sepms has been blamed 1n some of
these canes.

The duagnoss of chicken pox 15 only difficult 1n unusunl types, 1n wokated
cawes, Or 1n times of @ amallpax endemic.  Vany authors descuse the differential
diagnous of chicken pox and smallpox® - (Tikche after Tezner®™) The most
important pointsare  In chicken pox as compared with smallpox, the prodromes
especially fever are mild or lacking  The distribution of the rash 18 centnipetal
starting and massed on the trunk. It appears 1n crops, and the lesions show
different stages of matunty The lesion 18 generally less round and less firm
#0 that it can be wiped off and it 3 rarely umbihcated The hako (corona)
more rrregular wider and 1t develops faster  These cniterna should all be taken
with a gram of salt and the dragnosua should not rest oa any one sgn or symp-
tom. (See also under Varjola)

No speafic laboratory test for chicken pax has come into general use o
that a negative Paul s test fo! smallpox may 1n certain cases, becorne an 1m-
portant diagnoetic axd

Ocenmonally Eapass 5 coricelliform eruphion o rare acute vesiculopustular
eruption with severe systemic reactrons ma) have to be considered. In maost of
the known cases the rash wos superimposed on atopic dermatitis.  The umbili
cated lesions resemble vacania more than vancella but they appear m crops and
the Paul test s negatve. There is increasing evidence that the discase 1s a
geoeralized herpes infection. -

Herpes Zosier and Varieella

As far back as 1891 \ on Bokay** published reports of five different instances
of chicken pox in children following herpes zoster in a parent oc other contact
after a perrod approdmately ~qual to the incubation period of vancella.  These
observations apparently ensy to check were almost ignored until in 1909 the
same author*® presented a second serres. Since then far more than 300 coses
have become known and the puzling matter cootinues to appear 1n additfonal
publications.*® ¢ The most common type of relationship between the two
diseases 13 an oatbreak of vancella in one or meveral persons who have had con

Srbacsecr A T and Lockwood % ¥ Tanceila Cempiicared With Throaboe topenic Parpers
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tact with a person suffenng from hetpes zoater  In several wstances accidental
chicken pox Infection from other scurces coul be faudy conclumvely ruled out
for example in Lynch #*® case by the fact that the hospital where the case oc
curred was 1o quarantine for twenty-one days because of scarlet fever while the
mecubation period of chicken pox rarely excecds seventeen days. Occastonally

iy 47 —Harpe sevter ta varkceGa  (Courtety of Divinion of Devmaiolegy Departme of 3 eicins,
Trdvershty of Chicssa.)

secondary cases of varicella developed from those varicella cases which stemmed
::\:mhcr;t;m-ter thus proving their true chbcken pox nature  However these

ectsons did not prove as highly contagious as is ustral 42 44 The appearance
of herpes roster after contact with chicken pox is seven times rarer than chicken

“Lyash. ¥ W Jlerpen Towter sad Ciisbenpox, Arch Dermat & Myph H €500
L
Somticelt, 3L Herpes Tewter mmmwmululnlml'



108 BYSTEMIC INFECTIONS

pox after zoster #® Very rare too are the sequences chicken pox—herpes xoster
—chicken pox or zoster-—zoster—chicken po< or other alternations Chicken
pox, smultaneously with or following herpes zoster 1n the same person usually
an elderly man varicella with herpetiform groupe of vescles, and herpes roster
with aberrant or generalized lesions have been reported ¥ The cases in which

;-umulnru.a (Coartesy of Divisloa of
of Chicago )

Fig 48 —Variorila 1n adult ith herprs soster
Derxmiology Departmeot of )l-d.ld.m. Untrersit

one disease followed the other have been imterpreted in faver of a cloee relation
ship or identiby_ of the dmeases® as well as to prove their different nature since
immunity which probably follows herpes zoster and certainly follows vancella
would be more likely to prevent the sequence than to produce it #7 The mter
pretation of the relationship between herpes roster and vancella as a fortuitous
one s refuted by the apparent lack of any co-occurrence betneen for example
herpes zoster and measles which should occur just as often if conadence were
the only factor The most interesung experimental study was made by K

wiFjeratng. I llerpes and Varieells Alim [eneoudy in Fame Patlen  ( luagow M J 1301 7373
1999

wferrisan, D G Chickewpox and Tlerpes Zoster tn “ame Fatient, Lancet 1530 T 530531
Wschmteid, W Heypes Zoster und Herpes Almplex, Hlandb ¢ T G 7 1 1 113 1938
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Kundratits #* who in seventeen out of twenty-eight cases successfully mocalated
herpes zoster Into children who had not had chicken pox. Two of the ioculated
children developed after the varicella incubation perod a generglired ernption
rdentical wath vancella The Inoculation was never succemful in children whe
had had chicken pax and those children who had been successfully Inoculated
with herpes roster or who bad been treated with zoster-convalescent serum
proved to be immune to vancelta. Lipschiita®™ = found noclear incizsion bodres

Ny . pov o Werpes roster  The chickwnpor Preceded the eraption by few days
(From Top, Fraaklis A Mandioek of Cemminicable Diastass, The C ¥ Mowt? )
which he bebeved to be characteristic of both diseases, in the inoculation reactrons
of hundratitz +* cnsen.  Kundratitx s experiments were on the whole coafirmed
bs Bruusgaard ¢* E perimentzl infectron with varicella stemming from berpes
roster just by placng the beds of the children close tocether was accomplished
several times by Braslavelayy ® A nes contribution is the finding of similar
mflammatory changes in the spinal gangla in varicella as are known to occur in
Experimen efie UebrrtraaWan  oa 1lerbes Zowter 227 dea 3 muachen wnd de
Proichbaxgen 02 Merpes Tagter ru Varizellen, Momttehr ¢ RKinderh 91 516533, 1033
rau et EThe M ad Retutla Detveen Kower aad VrkeeOa. Brit
ReadtsvaIL P Ilerpes Zaster and Vackerlin Kier ced X 1 3aad 4 Q.83 1630 XN 3¢ 351
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herpes zoster “1 Some authors believe that the inadencs curve of herpes roster
and varicella runs parallel

All theoretical explanations of the relationahip between herpes zoster and
varicella have ¢0 far remained unsatisfactory @348 mainly because of vancella
zoster cases 1n the same person.  Unitarian and dualistic schools of thought have
formed ranging from complete denlal of any relation to close relationship with
dermatropism of the virus in varicella and neurotroplsm jn zoster The matter
1s #till highly controvermal ® however some relationship cannot be doubted

Vaccinia

Vaccinia is an infection of cattle caused by a virus which seems to be ident:
cal with that of vanola  Animal passage probably has modified the infection
in many respects. It almost always causes a cheracterlstic pustule at the mte
of infectron followed only In extremely rare mnstances by generalized eruptions.

The disease leaves the patrent immime to vacanla and smallpox.  Spon
taneous nfectrons with vacania are quite rare and occur mostly in dairy per
sonnel. The intentlonally produced infection with vaccinta however s one of the
most common and widely studied infectious diseases of the cvilized world
Though produced in order to attain & systemic effect that 18 1mmunity against
vanola voecinia 1 wsually not thought of as a systemic Infection

The first three to four days after inoculation 1s the symptomless incubation
perid  On the fourth day a raised papule (papilla) with a narrow red hato
(aula) appears. On the sixth or seventh day the papule changes into an umbill
cated vesicle surrounded by a wide arecla. Between the eighth and tenth days
the wnfection 18 at it height and often accompansed by Iymphadenopathy
fever and leukocytosis. According to some authors the spleen 18 palpable for o
short while  The involution of the pustules starts on the eleventh day Three
to four weeks after the vacanation the local process has wound up with a scar

The apparently solid papule appears histologically to be a vesicle with
many chambers. There are chamacteristic vacuolizations of the cytoplasm
characteruzed by Unna “ as ballooninng and reticolar degenermtions.  The first
term was chosen bemuse of the vacuolization which finally keaves the prickle
cells looking like bags filled with balls, the nuclel The epithellal and other cells
of the vesicles contain the variola vaccinia vinms. Inoculation of the vesicle
content into the cormea of the rabbit (Paul s test) produces In thirty-six hours
charactertic epithelial papules with central crateriform necroms.  The micro-
scopic emmination demonstrates many Guarnieri bodies.™  Paschen s elementary
bodies can be demonstrated 1n smears from early kesons by stalning  They
resemble cocar but they are smaller

#Dalogs E ¥ Zur ¥ der WY Ein Deitrag rer Fraee
YarkeeDem und Nerreoeyetem Terh B i ermat hosx Dermak T 232301 1836
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A great number of Investigations have shown that the vecdnia viros enters
the blood stream and appears in the air passages, in almost all the organs®
and {n the secretrons for example the urine. ™

The blood of vaccinated children without any complicatioas may from the
third to the tenth day produce typlcal vacani m nonvacanated children (H
and K. Hersberg after Paschen)™

Dermadromes —In spute of the generalization of the vinm which probably
occurs 1n all cases hematogenous skin infection and development of typical lemons
are extremely mre. These lessons must be separated from accidentally wnoculated
vacclnw on eczematous sk on the lips, on the eyes or o other susceptible parts

Fly 40 —Varcina! rsh. (Coortesy Dr Aax For)

of the surface (eczema vacanatum)  True gexeralured tacona g » ibl

after the third day but usialty durmg the second week after tbevﬂ:;nnd?uz
papular rash which poses through vemscular and pustular phases though not
with the preawon of the inoculated vacdom  The eraption is dieseminated
sorctimes uninersal  Exanthems are known  Sometimes the neighborhood of
the onginal vaccination foc example the same arm s especially involved The
content of the pustules produces characteriatic esiona In the rabbit comen and
fn the skun of nonvacainated persons.  The eruption is accompanted by moderate
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112 SYSTCMIC INFECTIONS

fever and splenomegaly  The differentiation from varola and varicella /
may be of practical consequence In contrast to smalipax there are no severe
prodromes and no imtial rash  There 15 no drop in temperature followmg the
eruption  The acme 1s reached at the ume of pustulation and is followed by slow
lyms. The pustules have no areola, they are larger and they heal without scars
{Drago after Paschen™) Severe vanoliform cases with fatal outcome have
been described #744%5  The microscopic preture 1n Shortt s case was that of

Fie s and e Frrally & vectiula  (Comrtesy Dr Max F )

vaccina  Cocresponding changes were fornd in focal lesions of the spleen and
liver % A pemphigosd eruptron of the fetus after  acanation of the mother may
occur “°

Mochalliform urticaral bullous or rarely erythema multiforme-like exan
thems occamonally appear duning the second week rarely earler
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These eruptions may be analogous to the Imtial rashes in varols  The
postvacanal rashes have rurely been eeen after revacanation.? The camse of
pomtvaccinal rashes as well as of true generahzed vaccinia 1 thought to be a
disturbance of the antibody formation  Normally these snbstances are produced
In sufficent quantites to neutralize the virus in the blood stream so that no
exanthem uppears. In other cases enough of the blood bome virns reaches the
sk to cause an erythema. In the papulovesicular generalued vaecinla the
antibodles are so weak or they appear 8o late that the virus depomted in the skun
ean complete a fairly normal development (Czerny and Opix after Groth®™ )

Hemorrkagie voccinis and purpura after vacanation are very rare®-#4-7
(Voigt after Paschen®™) The pustules are black and they bleed there are sgns
and symptoms of thrombopenic purpura. The progriosis seerus favorable.

Some authore claim that the number and quality of the scars of the first
vacanation indicute the degree of immunity which has been reached (Gregory
after Paschen®™) ™ In sp te of great numbers of observations in revaccinated
children po consensus has been reached  Armatrong® found that cat of seventy
one cases of postvaccination encephalitis in Amenca reventy followed vacdna
tion with one scratch only It 1s concevable that too little skin reaction may not
produce sufficent immunity to protect agamst such complications

Paoniasis may exther develop at the mite of the pustules or {ncreased psonatic
activity and spreading mey follow While the localired eruption can be inter
preted as a Koeboer phenomenon (provocation of psonass by local imtation)
the flare up and generalization of peoriass  well known to ocrur after many
Infectsons

The relation of so-called milkers modwles on the hands of dairy personnel
to trite vaccinis is controveralal #-7%™ Vaccination does not scem to unmunire
against milkers nodules (Nagel after Robert™)  Rashes simular to postvaccnal
eruptions have been observed™ 15 milkers nodules.
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Yarola (Smallpox)

Smallpox 1s an extremely contagious usually epidemic, disease. It is caused
by a virus 1n many polnts rdenticnl with that of vacama. ™™ Asin vacana the
agent is contatned 1 the cellular inclusions found 1n the lesions (see vaecnia)
The characterstic mclusions, Guarnsen s bodies can be demonstrated 1n the
small grayish ulcernted papule which develops after inoculation into the rabbit s
cornea (Pauls test) The dwsease 13 probably contagicus even In the mitial
stages. The vicus 16 spread by contact, droplets dust or contnmunated persocs
and objects. The crusts of the healing lesions are highly contagious as are the
bodses of perpons who have died from the disease. Alr and sunshme destroys
thre germs which otherwise are able to survive for a long ime  The diseare con
fers immunity although occamonal remnfections have been reported  Almost
all persons who nesther have had smalipox nor have been vaccinated durlng the
preceding ten years are susceptible The fetus may become infected and be
born with an exanthem or with scars.

The {mcubaiton period 18 twelve days with some vanations and 1t is a rul
that the shocter the incubation the severer the course Thus, in hemorrhagic
smallpox the incubation pertod is often only eight days while in the mild vanoly
munor the incubation period may be twenty-one dave.® The onse! of the disease
» abrupt. The patient is severely 11l with high tempernture frontnl headache
and intense lumbar and other muscular pain  Voruting and constipation may
be present Delidum s common  The skin s flushed and hot. Women often
start to menstriate at the outbreal of variola sxmetimes before the expected
day Most authors agree that severe prodromes do not necesaarily usher in a
severe eruption although a mild fnitial stage 18 usually followed by a mild course

Dermadromes.—A peculianty of the prodromal phase of variola 1 the
wmital rash which s observed in 15-30 per cent of the casea. It most often
develops on the second day and Is morbliiform or scarlatimiform rarely urti
carial  The morbilliform rash starts on the face and travels within a few hoars,
over the body and especially over the extremuties. [t 1a most often recognizable
on the mdes of the body on the extensor wurfaces of the extremities  and on
the mammae It vanshes as quickly as it appears. Some authors ™ belweve
that the purely macular non petechial rash is of favorable prognostic ssgnificance
but thrs 1s not always true ™ \ore importance Is g "en to the much rarer scarta
tiniform rash  In this vanety which may be scen on the very first day of the
prodromes, the abdomen below the navel and the inner thighs are flaming red.
Within this somew hat triangular shaped area (Simon s thigh triangle) petechiae
can frequently be demonstrated

In some instances mmilar erythemas may appear on the shoulders and on
the inner aspects of the upper arms. They may be more dense on the vaccinated
arm 1f not too much time has elapted since the successful vaccination ¢ This
erythema vartoloskm vamshes relatively slowly It may atlll be scen in the early

CTHaasre K Actlologie der Porken Arb Reickmrs ndbaxct €8 145161 1838
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eruption penod and It has often been said that the sites of the imitial erythema
cither remain free of pocks or have relatrvely few  The petechiae seen in the
1utial rash ehould not be confused with the rare purpura varolosa

The end of the third day marks the end of the tnitial stage and the beginning
of the decisive srupiroe pertod

The rartola exanthem appears ficet on the face and head.  Within three days
it invades the trunk and then the extremmities  The face s unully the most
densely covered part. Areas subject tp friction as the garter and belt aress or
skin which has been imtated by rodine oc other irntants or the macerated folds
of the groin may prodnce a ncher crop of kesons.  Face extremlties and trunk,
in the order named show decreasing degrees of denmty The abdomen 1 the

Fis 82 —omiliwa wimh d4) Peverscumt Hh eonfaent rosh s the foce  (Conrteny Dr 34, o,
ey

teast affected regron Homever all these degrees aro rehati
wth the seventy of the case v ad vay wrkly
The individual kesson which i accompanied by a slight I
begms os a pinhend sired papule which grows to a br*ghfhmd l:g",:'":bb"
sueed effforescence w thin one to two dayx. On the third day of 1y Pipea
the papule develops a small encle on ity conter mhich with ¢ ctrnce
extends over the whole ksion It content changes on the frgh 4oy 17t G203
witial clear serum to an opalescent fimd and finally to frank P og b from the
(mnth day of the disease) Thrs marks the beginning of lhem:b. sixth day
content of the vesicle 1 under conudernble pressure d”“th‘hr e The
finger a firm shotty senmation  Thus feature however b Leey th> malpating
and it may be entirely alment ® It bs not poselble (0 rebeve (e "‘“‘“"lz"‘“‘rd
Prtssure by needle
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puncture snce the vesicle 18 multilocular  The center of many lesons becomes
navel hke while the edge appears rawmed  The pustules are surrounded by
bright red narrow halo The skin between the pustules is often swolien

The outbreak of the variola exanthem Is accompansed by a sudden drop in
temperature after which the patlent feels greatly relieved In muld cases the
temperature continues to fall throughout the eruption while 1n the more severe
cases the temperature rises again with or even before the pustulation The
maturation of the pustules takes place in the order of their nppearance so that
the face is always one step ahead  The duration and the seventy of the pmtular
stage varfes.  While in some cases the small number and the short Iifetime of
the pustules may affect the general condition but little a copious or confluent

Fig 8 —Couftuemt smallpo  (Courteay Dr Watson Campbell and Dr O 8 Newman, from Swtion
#0d Matton  Disessrs of he Sido, The C ¥ 3osby Compa 7 )

exanthem causes great suffering with recarrence of high temperature and deliriim
and all the posaible complications of a highly toxic and septicemic state  Skin
gangrene not related to bed sores has occasonally been olmerved  Moat of the
deaths oceur In the suppuraty e stage  While the widespread inflammation of the
skin naturally makes the patrent mrost uncomfortable much of his suffering comes
from the mucasal eruptians.  The mucosal efflarescences follow the same pattern as
the skin lesions papules, vesicles pustules. However the roof of the vesicles
is destroyed eurly so that instead of the pustule an eromon develops.  The
mouth the nasopharynx the arynx and even the trachea down to the lifuren

tron may be affected The tonsils become ulcerated by confluent levions  The
tongue Is often relatively hittke involved  The discomfort of the pauent s not
20 much cawsed by the actual smallpox lesions on the mucosae as by the diffuse
atarrhal infl {on which accompanies the enanthem  Thl 11 particularly
troe of the nose and nasopharynv which often are obstructed by bloody crusts.
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The conjunctiva bulbi 1s only rarely involved the conjunctive palpebrals a little
more often  Pustoles may appear usually m smell numbers 1n the vagina the
rectum and the urethra

The pustolar stage at the middle of the sccond week represents the acme 1f
the disease takes & normal course. From then oa the edema of the face subardes
and the pus at first in the facal lesmons and then in the others in the order of
thelr appearance becomes thicker and the arcolae lighter  The pustules which
were firm and shotty become flat and shrink. They form yellow crusts which
finally become brown dry end loose, The pain subwides homever a very annoy
ing pruntus frequently accompanies the loosening and shedding of the sabe
The respiratory frntation subsides and at the end of the second week the tem-
perature s again normal this time to stay  The heahing pustules leave pigmen
tatfons and pitted scars of varylng degree. The scarnng may conmst of a few
pockmarks not much more severe than in some cases of vancella or it may dis-
figure the patient s face to the utmost foc the rost of b Ufe. Dhffuse alopecia
follows vanola probably more often than it follows other exanthematic diceares.
The hair grows back except in the few spots where pustules have destruyed the
halr papfilae.

The dinwal mcture of smallpox vanes conmdernbly with the eprdemic
and wlith the status of immunity of the patient. In addition comphcations may
rodify the course decusively

In ranols coxflxens as compared with variola discrets the pustules are o
dense that they coalesce and form large superficlal abscesses and infiltratrona.
All symptoms are aggravated  The face 13 most severely involved the trunk less
20 The syes cannot be opened the lips and the nose are swollen and crusty
and the sallva runs from the mouth Accoeding to an old clinical experjence
(Sydesham after Osler Chrstlan™) the number of postules on the face deades
the outcome and a relatively mild eruption om the rest of the body does not
make up for a dense and confirent exnnthem on the face. Such confluent caren
are sometimes, but not always heralded by severe lumbar pain in the imtal
stage and by a precipitate eruptron on the second or third day

Tanosla miner 13 o mild form of variola, with a sparse exanthem which does
not abwayw start on the face ™ There 18 no nitiul rush and 0o second fever
penod  All symptoms run & mingated and abbreviated course.  Tidchet™
often observed a one- to two-day period without symptoms between the pro-
dromes and the eruptson  Very experienced authors beheve that varkola mmor
is & separate disease but others™ propose a unltaran theory Some of the
arguments follow  No certain cose of vanola major stemming from coatact
with variola minor u known  \actinaton does not affocd the same protection
against varola minor as against vanola major*™® although this is controversial
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Variola munor does not always inmunize against vacanw (see Sobernheim)
The variola minor pustule Is white and has several times been described as um
localar and not umbilicated “®  Such terms as alastrim amaas kaffir pox white
pox and Cuban itch have been used to demgnate the epidemic vanola minor
It should be emphasized that If the mild character of a case of vaniola 1s due to
the status of immunjty for example preceding vaccination infections stem
ming from such cases may be severe  The exanthem may fail to appear after the
prodromal symptoms. Such cases of rarwols sine exanthemas are rare usually
favorable but also contagions.

Hemorrhagic complications may create two dwstinct varietles of smallpox
If purpuric symptoms appear in the prodromal stage If the initial rash is parpunc
or p hial or if the show early hiae or bleeding one speaks of
purpura varoloaa or hemorthagic smallpox  These patrents die within a few
days 1n some instances before the outbreak of the exanthem. Fulminating pur
pura discoloring wide areas may develop  All who have scen such cases of black
smallpox have been smpressed by the ghastly appearnnce of the patient whose
entire skin may be deep purple the face swollen the conjunctivae deep red and
the gums bleeding

The term variols pustulosa hemorrkagica characterizes the cases with the
appearance of hemorrhagic symptoms in the pustular stage. Thus too 18 a severe
and usually fatal complication At first the halos then the pustules themselves
become hemorrhagic. Osler® and other clinicians who have witnessed great
eptdemics of smallpox agree that the earlier the purpuric complimbons set in
the more dangerous they are

The earlier clinrclans*™® mention two rare peculiar cutaneous vanation
of the healing process. Sometimes a warty-looking crusty greasy mass may
remain in the place of the pustule and only slowly become eliminated This =
called wart-pox varsola serricosa  Sull rarer 13 rariola sifiguoss Here the
content of the pustules disappears rapidly leaving for a while an air filled blister
The gross pathology of the inner organs shows a surprising paucity of changes
The histopathology of the early stages of the vuriola papule shows acanthosis
with vacuolimtion and liquefactron around a center 1n the higher strutn of the
packle-crll layer  Here the multibocubar vesicle develops  The umbihcation 1
caused by acanthoms which raises the edges higher than the liquefied center
The navel may disappear if the chambers of the vesicle coalesce or become more
distended  The peculinr cell changes, described by Unna are identical with
those m vactima (see under vaceania)

The diagnons is occasionally difficult. A secondary syphilid may though
rarely 1mitate variola and one should search for other syphilitic signs o symmp-
toms. \anola 1if modified by vacnaton may resemble varcella. However
chicken pox has no prodromes and the termperature does not drop dunng the
eruptron which appears 1n several crops predominantly on the trunk. The vescle
in varicella s very superfical and thin and can be wiped off  while this i not
possible with the deeper and more thickly walked smallpox leslon  The areola
(corona) in varcella s irregular and sometimes very wide while the halo around
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the varioly pustule = narrow and regular  The sbape of the varrcella vesicle ia
often irregular even elongated 1n the body folds compared with the round cr
cumference of the variola lesion. Deep-seated scabs oa the palms are quite
characteristic of smallpox.  The shotty feel of variola lewons may be absent and
may occasionalty even be found in vancella  In smallpax the axlla often remams
free while 1t fs a favonite spot for the eruption of chicken pax.'® Morawetz™*
mentions anusually copious eruptions of erythema multiforme es bewng a possible
obwtacle to the diagnosts Here the emphasly of the ditribution 1 on the exten

sor surfaces of the extremrties not on the face. The prodromal stage the fever
the contacts the preceding vacanationa and especially Panls test the scanfi-
cation of a mbbits cornea with a needle dipped wnto the questionable lemon

establhes the diagnosis (see vaccima) In persons who have been senmtized
by often repeated vaccination a akun test with sterilized materlal from the
questioned eruption may be positrve within four hours (Titche after Puschen®)
if the drsease is vaccima or variola.

No specific thernpy 13 known The treatment s symptootatic.  Vacoma
tion at the time of exposure attenuates the outbreak of varola to an attuck of
fever without esuption A few days alter exposure vactinatioa can still weaken
the course but thin 1 no onger true aiter the outbreak of the prodromes,

SFaler A, Differemtial Fointe in Dimosts of Sealpox aad Oklo
S3e.000, 1978 Chickenpaz, Bastedt J m
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Pinta

Pinta (mal def pmto carate) is a tropscal dusease characterized by ummml
mgmentary changes and caused by Trep This trep
dscovered by Grau Trans and Armenteros m Habana Cuba o 1938 Thc
sprochete for which at least six names exust (Treponema herrejom puctor amerd
cana puatae duchromeoderma) s demonstrable 1o actsve lewsons by the dark field
examunation o by the xame stams which are used to detect Treponema pathdum
from which st 1 morphok ly indistinguiahable  For jons the disense
was considered a mycoss, However the obsence of fungl the high incadence of
poattive \Lassermann and hahn rerctions (Menck * 60 per cent Hevreyon and
Patlares 100 per cent after Pardo-Castello and Ferrert  and the rapud response
to antisy philitic treatment made & spirochetal cause of the infection appear
probable  The disease 13 ynoculable 1ato normal and syphilitsic persoas but not
mto persons nith panta of the later stoges (Le6n 3 Blance  Beerman ®) It
13 believed that the infection takes place by contact and not by 3 vector  No
venereal transmuaons have become known  The wfection conveys immumty
The dusease ocrura predominantly among colored races in the Latin Amertean
countries.  About 600 000 sufferers are believed to live i Columisa and over
270000 1n Mexix ™ A few cases have been discovered among Negroes sn
Chucago ®

Dermadromes —Mainly throogh the bnlhunt and heroc work of the
Cuban dermatofogiaty 1t 1 now known that seven to ten days after an ioculation
of pinta ratenal mto the skin 8 minute primary papw/e with a red halo develops,
Wsthin tw months this snstal lesan duaily b an eryth
patch su rounded b antethte papules which tend to coalesce with the pemary
temon  The primars patch may grow slomly to 310 to 13 em sn dameter and finally
berome indutinginshable from secondany lemons (pnteds Letn y Blanco #%)
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which appear five to twelve months, or moce, after the wnfechon A varety of
pintids, charactenized as trizthophytold peonamform lichenold and ecrematod
have been descrlbed  The lemons are at first pink, then red purple and finally
slate colored indicating the oneet of the xgmentary changes which are so char
acteristic of the dmease. The okder secondary lemoas often show a depressed

D o

3

1
e

-s-tu)oflb- Fiets  (From Pardo-Casteiin,
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center and an actrve rised margin - Coalescence of the lestons 1 a feature. The
dustributron becomes more and more symmetric and widespresd and the pintids
may involve any region although they are fonnd mostly on the exposed areas
and over the bony prominences. There are hardly any subjectve sensations,
In Mexico the early secondary stages were called empermes  They were thought
to be a separate entity  Therr relation to pinta has only recently been eluadated
by Lebn y Blanco'® (see Pardo-Castello'™)

The secondary stage gradually pasees into the fertiary or dyschromic stage
with the spectacular prgmentary symptoms which have grnven nse to the name
mal del pinto (Spansh pintar to palnt meaning piebald disease) The first
dyschromue leslions may appear after one year especially in symmetrical distribu
tion on the hands, forearms, feet and lower legn.  However the face the trupk,
and the scrotum may finally be covered with permanent vitiligo-like changes.

« M )

Fix 83T ta  Oyperkers oo and duckrpmic lrioms of the palme  (Frem Furdo-Casteiio, T
Arch Dermat 1947}

Espeaially charactenstic 15 a deprgmented area on the volar aspect of the
wrist 10 the shape of a tnangle with the base bordenng the palm and the apex
potnting toward the elbow  Such les on are composed of yrregular sharply cut
Tined spots of hyperpigmentation which in white persons who are rarchy affected
vanes from yellow to brown and in colored person from brown to elate-blue
and black the center bemg white  Pardo-Castello™ emphanres the pepper and
salt or mottled arrangement of the pigmented lesions. The discoloration may
be found accompanied by follicular and diffirse keratoses and areas of atrophy
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The Wasermann Is slways pomtive 1o this stage. The white patches represent
the final atage and do not respond to antisyphilitic treatment which 1» effective
1n the other lemons.

The general health scems little affected durmyg thus extremely chronic disense
which may last several decades.  However 1t is likely that, as 1n syphils more
internel manifestations will be dmcovered  Already & high percentage of late
cardio-aoctic lestons pnd spinal fluld changes have been reported %

The mmital and secoodary lemons show esseptially the same kstologreal
changes, that s, edema of the rete and mflammatory fnfiltration. The great dis-
turbance of the pigmentary phymology 1y expressed by the lack of prgment in the
besal layer and great accumulatons of melanophores in the cutis, Spirochetes
are numerous only in active jesions. Late kmons become increasmgly atrophic.

The differential diagnoes includes syphils yaws, vitiligo leprosy and certnin
dyschromic condittoas.  Seroreaction the finding of spirochetes and the effect.
of speafic treetment will help However the differentlation from syphils and
yawa will rest masnly on the clinical appearance. The effectiveness of the sume
treatroent 1n all these divenscs reduces the practien! impoetnace of the differential
dlagnosm.

Frambesia (Yaws)

Frarubesln 1 a tropleal spirochetoms closely related to syphilis although
different 1n many ways. The word frambeswa, derived from the French frambouse,
raspberry refers to the red papillomatous lesions which are a conspicuous feature,
The disense is culled yaws in English le pan in French and la boubarole or boubas
in the Caribbean are.  The caumtive agent s Treponema perienue a spirochete
which is morphotogically ind, hable from Trefx palhdum. The In
fection bs endemic among the lower clames of all troplcal countries the inadence

upoa the unsanitary conditons rather than on the ruce  Contrary
to a widely held bellef that frambesia 15 predomnantly a disease of the colored
population it fs certain that poor living concitions cause u high percentage of
infections among the white population ™

Transmission occurs chiefly by direct contact The fly Hippelates pallipes,
culex mosquitos, or leeches pomibly play roles as mechnnical vectors, Veaerea)
contagfon [s extremely rare due to the infrequence of superfical mucosal kessons,
However penile prumary lesions have been obeerved®™ and are even conndered
very comman in the Cameroonse.®™  Congenltal fnfectron s questioned by many
authors, although ciaimed by some  Infection with yaws seems to Immunize
against syphilis.®

The sxcwbatten period lasts two to three weeks, durin,
febrile prodrotes often occur § which tie mild

gasea. B Trisse J and Armecterss. J Hlﬁlh(}uh.ml)mz,ll'yph_qum_‘n
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Dermadromes —The grimary lesion called the mother yaw appears
usually on the expased parts of the legs, or much less frequently elsewhere The
mmtial sore starts as a papule oc pustule which soon becomes granulomatous or
ulcerative. Such lesions may dmappear or become inconspicuous among the great
number of nlmost wdentical secondary leslons. In o considerable number of
cases the primary lesion keeps on growing and develops slowly into an enormous
destructive ulcer Such mother vaw Iemons have been seen to remaln active
as long as twenty years. They may heal with a scar In any stage or may extend
peripherally and deeply even to destruction of the underlying bones

- - —

ng 58—Y Farty papalobyperkers oo plantar bestoms  (From Pardo-Custello, ¥ Arch
Dermat 1839)

Multipte primary lesions and the appearance of satellite papules around the
sore are well known

From mix to nme weeks after the infection the secendary eruplion appears.
Thus 13 a papular rash often shered in by prodromal sy mptoms hke fever mus-
cular pains, and hendache There s a generalized lymphadenopathy (Baermann
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after Mayer and Nauck®) The secondary exanthem hes a pecular tendency
to develop loxurant pepillomatoas lemons. These efflorescences may be general
ired, grouped about the body orifices numerous or scanty small or large. They
may appear st milsry pin point sured elements as impetigo-like crusty lemons
or as raspberry like papillomatous granulomas <™ Alost of the secondary
texions disappear but groups of papules arrunged i rings (nogwoerm yaws) or
in lichenoud plaques peraist during the late secondary period  The soles are often
covered with symmetric, deep cocnlike painful papules which are sorrounded by
keratotic eczematoud scaly skin (crab yaws) (Fig 56 ) The truly granulomatous
and frambemform nature of such plantar lesions becomen evident after removal of
the thick horny top layer ® On the palms such lasions may look psonasiform.
Areas of mottled pigmentation and depigmentation on the hands and feet may
create a picture which closely resembles pinta®® (Schiifiner s p cture In Alayer and
Nauck™)

The tertzary lesions are seen earlier than in syplulls. A penod of late second
ary latency is rare. As in syphilm the late lesions may be ulceromerpiginous
sometimes of enormous size with a nodular border and a scarred center or
deeply destructive and granulomatous. They may destroy joints and boaes and
cause pathological fractures  Partscolarly horrifylng are the facial and naso-
pharyngeal mutilations known as gaxgose which may cause complete Iose of
the nose and may estend to the lips and by open the nasal and oral cavites
Later on scarnng may couse mucrostorma and the hands, under similarty de-
stroctive and acatrizing procesmses may become monstroualy deformoed and
mutilated  Pardo-Castello™ emphasires the bone destructrve tendency of ynwa
in coatrast to the more osteoplastic nature of the correspondmg syphlitic
processes.

There is rerarkably liftle involvement of the mucous membranes Destrue
tion of the soft palate is rore and cardio-aortic and cerebrospinal changes ore
infrequent.™

The pathology of yaws largely {ollows the pettern of syplutls  The pro-
liferauve tendency of the papules, which in syphils manifests itself in the condy
lomata is much exaggerated In yaws,

Yaws apparently renders the patwent immune, and thero seems to be some
degree of cross immunity in the later stages of syphilis and yows.

Traponema periense is demonstrable In many of the lesrons and ocoastorafly
i the late gummatons processes which in syphilis s only extremely racely the
case. \aseermann Kahn and the related reactions are pomtive fn 100 per
cent of the secondary cases lesa often 1n the Later stugess™ The disegse 13 {5,
oculable into monkeys and like syphilis into the anterior chamber of the rabyg
eye and Into the testicles of the rabbit. .

The treatment is largely the same as for syphills with the emphays on ¢he

and bismuth \Ic:ﬂ:urya.m:l;odiutarerc-p::,ng,;]mhma
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under primitive conditions.® The treatment consists of dally doses of 0 25 Gm
for twenty days. These courses nre repeated several times after intervals of two
weeks.  Penrallln has shown promising results ¢

Juxta articular Nodes

Subcutaneous movable pea to walnut szed or occamonally much larger
nodules of firm or hard consistency occur on the extensor and lateral surfaces of
the elbows, knees and other jonta.™ They grom slonly for vears tsually sym

Fls 57 —Jwstaarticuier modes  Coartray of DI laion of Derma olexy Department of Medicine
U trersht af Chicwin )

metrically often multiple never in large numbers. The lesions alled juxta

articular nodes, are tender 1n the first years of their development but later are

panfess and statwonary  There 13 no tendency to uleerate or to heal spon
taneously The afected are as a rule elderly persons.

SWh Wl and Awstriss  Tres mes of ¥ wa Whh Penicilin, Daft Jebms Mopidus TTosp. T8
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The patkologic picture #* (Jeanselme after H Hoffmann % w that of & cyst
with a thick, fibrous vescular cuter wall in which penvascular mflammatory
reactions with forergn body type gant cells and probferation of blood veseels
dominate Toward the center of the cyat the inBammauon subssles the elagtic
Sbers deterrorate and the nucle lose their stain - The center 13 1 mam of hyalin
or liguid degenerated matenal.

Yig 33 —$yphithic fextrarticuinr sodes. (Fraes hall ¥ Arex Dirsed 103}

The nodes gre @ ¢ in temperate ronex and common 0 the tropies, Tha s
due to the fact that the tropeend treponemal diseases especaally yaws ™ ot ahw
syplubs M ginte 8 and bejel # ore apt to cause ymata articular nodes In
their kater stages  Sprochetes were demanstrated regulardy w the nodes of thiry
six patlents with frambes #4554 Patrenta with active leslons should recerve
antayphit il treatment.

Beudes the treporemal diseases several dworders, particularly eheonic
arthnts may sornetimts cavse Hpeal jnta artseular nodes 24w

Relapaing Fever

A groop of relapung fevers is charcterized by attecks
laxting two to ten days ® The cumtive urguxub:m Bﬂrm‘i m&;ﬂu‘
chacta ebermeiers) discovered 1n 1868 15 2 very large tplmdxeqxnbom’ Spire
ihe lemgth of the diameter of a red blood colf 4 1 Tound 1 greay g
the blood dunag the attacks. Tt n tuosmitted by lice bextbusgy Tmbert in
Egpebrecht™®) and toks * probably not by bite but by inoaxhug:m Hier
crwshed nfected mect body w th the scratching nagt There wre 4 mﬁ':g;ﬁ;
‘mJnt;z’r;m[‘mn n oL ,:M . A .
RN » NSt Ao Nedvee drcy
Tocmas. & Ay,

4 6
ilwdom X 0 % sk ypkdie Am ] Tros Med 21 msgs
MYaa DY ad mdesdasd  achinaer 1 wu-—:: i)

ARk Kedel imt @1 43 R2S AT K vder, G enn
WArviek A and Bal wckter 4 Mmbaatic Fatvetion aoet |,

Bovee Urtwk Dvwmt & 3 358 $34 X M 443 ""‘kl%x‘



128 SYSTEMIC INFECTIONS

geographic vanenes of relapeng fever differing in vector duration and number
of attacks  The relapsng fevers are important in Europe and Afncn less wo 1n
America where there are some endemic focr in Californla and Nevada ¥ The
first attack starts abruptly after one to seven days of incubation  There may be
proatration often vomiting cough splenomegaly and increasing anemfa. The
attack ends by crists and the pauent recovers remarknbly quick but after one to
two weeks he has another though often milder attack. Such bouts may recur
two three or even five imes. The prognoss is good the fatality rate in most
epidenucs is lesa than 5 per cent.

Dermadromes.—Dermadromes are mconspscuous and inconstant.  There
is a deaded icteric tendency which together with the increamng anemia may
create a duty graywh-brown color This facal browning  was emphasired by
the older authors*® (McCormack after Eggebrecht™)  With varying frequency
1n different epidermes, rose spots mmilfar to those in typhord morbiliform and
very rarely scarlatiniform and miliary rashes™! have been noticed The re-
lapsing fever rosecola 18 described™® as appearing at the end of the first attack
most frequently on the lateral surfaces of the trunk, on the back on the extensor
surfaces of the elbows and about the wrists. Face and legs remain free  The
spots are smaller than those m typbord round purely macular and pink to red
in color They fade after about ooe hour but wance they do not appear mmul
tancously these spots are vusible for & moch longer penod  The exceedingly
ephemeral character of the spots is stressed by other authors.™ In ten years of
expenence w1th Amencan relapung fever in Nevada Parsons did not notlce any
rashes (personal communrcation)

Since the diagnosws rests on the finding of spirochetes 1o the blood the in
frequent exanthems are hardly of diagnostic Importance The usual symptoms
accompanying profuse sweafs sud: and mild d on are
Her pes was notrced 1n up to 30 per cent of the cases in certam eprdemics.  Pefeckiae
(which should oot be confused with flea bites) and other hemocrhagic symptoms
especially nosebleed occur™ occamonally especially at the end of the attack
1t 13 1nteresting that the acumen of the older clinicians did not fail to notice that
patrents with relapsing fever usually show the exconations pigmentations and
pyodermatic nfectsons connected with chronié pediculoas and negleet a state
known as cagabond’s thin

Specific treatment cons ts of a few (njections of anphenamine

Weil Discase (Leptoapiros! lctero~hemorrhagica)

Wel s discase (Leplospirosis sctero-hemorrkagica) 1s an acute spirocketal in
fection with fever gastrointestinal and hepatic symptoms and prostration
After five to six days of high tempernture a large percentage of the patients be
come jaundiced and hemorrhagie tendencies become mamifest  The mortality

yferrann 9 K and Parsoss, L Retspsiog Fever JA M A 116 D022 1941
metrongy R P Relspaiog Fever CU Yerth America 37 720764 1843
Octtiager J and Falbrech §  Epbeosars Koersia beim ROckfalisher Moschen med % ek
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amonnts to about 12 per cent with most of the deaths occurring around the end
of the second week.
The causative spirochete 18 found tn the blood

Dermadromes —Frequent slan manifestations include icterus and hemor
rhagic esons.  Scarlatmform urhcanal ¥ and other types of mshes are mre.
Non angry  endogenous bulbar conjimctivitie and epleclentts are consldered
early and st{king symuptormns.™
There are milder ranetes of Leplosprrons for example the so-calked 1un
dation or mud fevers in Germany In which mord@liform rashes occur ¥ #9

Ratbite Fever (Sodoku)

There exist two climcally similar disenses which develop in man after the bite
of rats but which are attributed to different microorgansms. One of these,
caused by Streplobacilins mowiliformss has been discussed under the heading
Haverhill fever Under the name of sodoku which In Japanese means potsoning
by a rat the other has been known for centunes only n Japan although It ls as
cosmopolitan as the rat. Simultzneous infection with both microorganmms
occurs.®MH

The cause of sodoku Strrilium mimus (formerly spsrochasia morsus murss)
was dwcovered in 1917 = It s a fost moving spirochete having only two to five

and shorter in length than the diameter of a red blood cell There are
flagella at both ends (B McDermott after Betsonks)

A great number of cases wath the spurillum present, have been reported from
many counitries.  In & great number of the cases, children were affected @ Em
derics are not known. The direnso is rare, one case being recorded among 20 000
hospital adrmussions in Kansas Clty Yet becunse of its wide use in the treat
ment of general parens, the symptomatology of the disense is well knowxn

Spirdium winus is harbored by rats, espeally the vicous rafiss morrepicns
bt also In a host of other rodents, and occamonally by cats and dogs.  White
mice and gmnen pigs are susceptible to labormtory inoculation  Arumal inocuta
tion with blood taken at the heght of a febnle paroxysm is the most reliable
method of demonstration ¥ No pure cultures have been growm so far  The
organiem may occanonally be demonstrated in the serum fram a primary lesson
in a local lymph node o in the blood ® wath the help of the dark feld or with
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stalng used for wplrochetes.  Inoculation of mice w moee kel 10 yield results
than microscopic peocedures, although the acoldental oecurrence of sprochetes
must be ruled out

The mcubatron period vartes from tuo to thirty -ax days with the greatest
frequency batween seven and twenty -one days*®  The outbreok of the disease
is olten preceded by malarse headaches loss of appetite and muscular paras.

Dermadromes —The bite wound which s ususlly healed at the outbreak
of the dusease changes 1nto & primary lerton which mxy became on indurated and
wide uleer with steep edges necrotic floor and angry bluish red surround
WELT 1o sonie cases the primarny chancre is marked oaly by a blster (haawles
and Das Gupta after Bremnl®) or {t may be absent, The locf fymph nodes are
swollen and tender  Later generalized ademopathr develops. Acutr high fever
with chitts accompamies the first attack which lasts several days and ix almost
regularly accompamed™ by a rash It should be emphanaed that in onfy 20 to
25 per cent of the coses of sodoku o tuch were mduced for treatment of general
paresis did o rask develop® (Tertelbaum ofter Brown and Nunemoher®)  This
rash may atart as o bvid erythema sround the fected wounds™ and apeead to
other pasts  Esythema muttiforme Iilke papuls-urticarn! or macular rnahes
25 well as {Toccone after Brivmng™ ) hvid erythematons plogues up to 14 em in
dutrneter mith or without induration and sometimes with a pale center are
common  These festons are weaally not symmetrcally dutnbuted®™ ™ (hnowles
and Das Guptn after Bremi®)

Perechut gustalar and morbdiform exaxthems in sparse or copros direrns
paton over the sntire body only shout the jouits or it sclated areas have alsa
been obeerved A papular eruption fn the mouth may occur # - A pecudior {en
1ure is an acute epwode of wrircara which occurs shortly before the end of the
artackh (Miyake after Bromn and Nunemoaker™) Somictimes tevvre muscular
pame nausen and vomitng dosunate the picture  Fdemn of the loner lega
especially around farge wdurated plagues ™ 1 o frequent feature®™ and 12 con
sidered to be of unfavorable progoostic significance  Leukocvtoms 13 ma ked
Attacks with fla e-ups of the pramary lesion os well as of the rash and the other
symptoms may recar at mtervab of about five duys  The number and eevensty
of these rel2psss vany from six (o ten o even more but the bauts generally be
come milder as mmunity develops.  The relapeang character of the d senre 1
not alnaym evident mace 3t may consist of prokonged periods of su tained or of
daly intermattent fever producing a great vartery of clinucaf retaves $Without
apecific treatment the distase may pas int o chronie tage
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In same cames, severe pensory or motor nervous symptoms prevail  Diffuse
and patchy alopecta has occurred in later steges. The hair grew back after
general improvement, ™

The Wassermann renchion and related tests become positive m 50 to 60 per
cent aof the cases ™

The mortality of the treated patientais low No fatality occurred among 125
cases reported In the United States.

The clinwea! dingnosls must take {nto account a grest many fevers, although
the hrstory of @ ratbite, the pnmary lemon and the leboratory findings will secure
the diagnoms. The differentiation from rmt bite transmitted Haverhull fever
made by the laboratory findings™ as well as by the prebence of arthntla and the
lack of & pronounced primary chancre in Haverhill fever Haverhill fever after
Tatbite 13 probably more common than sodokat.

Specific freaiment conmsts of from three to ten Inpections of neoarsphenamine
or slmilar arsenicals. Bismuth is also effectve.™ The first adminutration of
specific drugs may be followed by a Herxhamer reaction ™ Recurrences have
been seen after less than three injections.

The therapeutic tnoculation of the disense into patients with general pareals
mstend of malarda was done 10 o great number of patients, but has been aban

doned because complications occurred and control of the infection often proved
difficule.

African Trypanocsomlasis
The trypanosomiams of cmtml Afpiea (aleeping nane.-)"'-"‘f" is cnmcd b}
the flngellates Tr and Tryp
o i are blood of many wild and domed.luted large mnmmal:

for example oven aheqx and antelopes, and are trangmitted to man by the bite
of the tsetse fly Clossino palpalss  The tranxmission s cyclical and mechanical
The trypanosomes are moat abundaet in the blood during the febrile attacks,
but they are also found in the lymph nodes, the cerebrospinal flind and serous
fludds They can be stained demonstrated by dark field and cultivated oo salt
agar (NNN medium)

The disease s endemnic and at times epidemue, fn large parta of equatorial
Afnca especially around lkakes and along nvers where the tsetno fly Lves. At
tumes the population of large arens 18 decimated by the disense which affects
the colored races as well as the white. The Infecting bite is often immedintely
or with n one week,™ followed by local inflammation These prmary chancres
do not develop nvariably but furunculoid and ulcerative leslona, with regronal
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lymphatic mnvolvement fever and the local presence of the trypanosomes have
been observed beyond doubt™amdn Apout tyo to three weehs after the
infection the patient s wtricken with fever of varying intensity and courre the

Fig 80 —Afran rypescecmbisl  “ecoadary ruinthem  (From | Ouem. coartesy The Anmale of
Tropirsl Mirdicine and Paradiciofy The (ol erd y Prem of Lherpeod |

irrequlanty being a dugnostic feature ® - The patient becomes weak and anemle
and hi mental abuhities suffer  General lymphadenopathy s a constant though
varying feature with the lymphatic nodes at first being roft later hard  Hend

MOsey L R Les phémomines cOlan aN comrsd la rypasemominse b maloe en rartie dame
s raee blaache Thisr d Faria 1918
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aches, paresthemas, and & peculiar kund of deep hyperesthesia on knocking agamst
a hard object known as herandels mgn indicate the early nervous in
volvement.

Dermadromes.—The pnmary lesion has a deep red center surrounded by
a pearly white vencular zone and a red halo @ Erythema and infiltration around
the brte may permst far into the secondary stnge. The bite however differs in
1ta appearance from the more transitory secomdary erupiions *4-#% Characteristic
of the early secondary stage but not present in all patients nor at all times,™
are wrireartal erythemas In large round patches rings, or crescents which have &
decided tendency to spread peripherzlly and hes! in the center Coalesang
drelnate mther large patterns may cover the entire back @57 These trypensds
are of unpredictable and fugitrve nature  They may be without change for days
or even severn] weeks and then they may evanesce quickly reappeanng in other
places. The erythemas are slightly raised but not or Little Iofiltrated 91 pink
w color of normal temperature often seusitive and sometimes very {tchy e
pecally If they are of a more sxndative papular type.®™ Erythema nodoenm
occur @ The blood taken from lesions contalns moce trypanocomes than the
peripheral blood of the other skin. The relatively delicate erythema is diffi
cult todetect in colored skan In some cases the erythema meannular and linear™
ke the erythema annulare encountered In rheumatic fever

Localized edema My of the face is common in the secondary stage, =84
Another dermadrome is & vascular blush mottling independent of the erythemas
(Master after Mayer®)

The fading skin lemons do not leave any trace.™ The secondary stage may
last a long time seven years usually beng conmdered the maximum. The skin
manifestations become less marked and lews frequent and gradually the discase
drifta into the sieeping sickness stage with deep mental changes, stupor and
somnolence dunng daytine restleswness ot night musculer twlitchings tremor
and coovulsions. Hepatosplenomegaly is present. If not treated death jn
profound cacheam fs Inevatable.

During the emcephalitn, stage early fentures, includmg erythema may still
be present  The gross pathology Is menger  Microscopically penvascular round
cell mfiltrationa can be seen throughout the brain and especially in the erythema
tous ek

The dsagresis rests on the findlng of trypanosomes in the blood in the lymph
node material or In the spnal flud.  The chinipal diagnosts of trypanosomians
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may be extremely difficult especially in persons who have moved from Afrca
to other countries. The large erythemato-urticanal centnfogal and annular
erythemas are a most valuable sign  Together with mternal manifestations they
are almost diagnostic.  Arsenic as tryparmamude pentamidine (Al & B 800)
and naphunde (Baeyer 205 germanin) are considered of high value.

American Trypancsomiasis (Chagas Disease)

American trypancsomiass 1s caused by Trypanosoma crsz and tmnsmutted
from infected persons and reservoir animals (armadillo opossum) by various
species of Panstrongylus trialoma tnfestaxs aad other bugs.

Fig 80 —Chagas dierser Drinary besion (Inoculation chageas, feartesnth day)  (Coartesy Jlistoa
d Ertwdies d Tstologls Regtomal Argeatina, Jufuy Argenting )

Skin Manifestation have long been conmdered of little importance  Re
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in a serres of important investigations A primary skin leslon may appear asa
large dark red promment and deeply Infiltrated nodule with or wathoat intact
epidermis (Inoculation Chagoma) which 1s hustologically characterized by fat
necrosls. Lymphangitis follows the primary leslon  The inoculation often occura
on the face espeanlly aboat the eye  Thus, the first symptom often 1 a brpalpe
bral unilateral edema wath conjunctrval injection  This eyelrd edema lasts
about four weeks (Romafia s mgn)

wad bipaipebeal edema
slgn) Abewtthres eckmafter infaction. (Coartewy Mimon 4 Eetodion de
ting, Jujxy Argeatina )

Fit. 6L.—Chagas diewss  Ualla eral amd d cemSunciivhi  (Rowmfas
Patologie Beglonal Argro-

/ .
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T 63 —Chaqis dlerasr  Hask A7e éays o (Cooriey Mison €o Estnction de Catelogie Repiosal
ra
Argesting, Jujiy Arveaties )
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As early as five days after the infecting bite a papular rash In the neighbor
hood of the bite a generalized circinate morbillform or scarlatiniform erythema
and cutaneous and subcutaneous nodules some of large size have been obeerved
These nodules are verv firm and deep red if they anse from the more superfical
strata.  Maxm also descnibes impetipinous and ulcerative eruptions seen severnl
months after the infection

Fig 63 —Chagss diwsse Barh duys od  (Cewrtrey Miston de Estodion de Matologis Rrrckenal
Argeatim. Jujay Argeatina }

Since the thyrmd is often affected in the later stages dermadromes which
oceur in my<edema may be encountered  Edema of the face and skin and also
bromsang are mentioned  The South Amencan authors conmder treatment with
Bayer 7602 of great value but the dnrg the formula of which 1s secret still lacks
gener! recommendation because of the danger of nephntin®

A skin test with a crunn  has been developed  The diagnosws however
rests mainly on the microscopie and cultural evidence of trypanc-omes in the
patient s blood

Mayrr wd Mfano  Abtiractedl Trep DI Dull &9 390 1962
Hifackle Th T Hustey G W awd ODmokes Worth C A 31 msal of Tropiew Medicine
Phfladeipiia, 1913 W D Ssunders Company
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Lelshmanfasis

The leishmanias are flagellated protozoans which are cupable of prodocing
a group of discases which are all of dermatological interest. Two of them
orrental sore and American lelshmanians (expundia) and possibly a third discase
tropical granuloma mgnnale are predominantly skin disesses and therefore
will not be d d. Visceral levsh or Kals-asar however isan mternal
disease with specific skan manifestations. It occurs in an infantile and w0 an adult
form which are closely related.

The causative protozoan 1s 4 wnall ovoid or round body found either free
or in cells of the reticulo-endothelal system particularly in the spleen the lrver
and the bone marrow  In cultures on blood or salt agar (NNN medium) they
asnme the characteristics of flagellates and are inoculable mto dogs and moakeyn,
The discase In endemic mn the Mediterranean and the Near and Middle East
especially n Indiz which has been vimted by great epidemics. Sandfses (Phle-
botomus) are now considered as vectors with dogs as a reservorr particularly
m the Mediterranean area

Fir 61 —Twst-kalsamr dermal beishmaninsle [n o Incompletely treated case of vimceral kalr-amr
Depiqmen ed modubes over the moar  Coarte? Dr % K. Okosh Dwetider )

The incubation period 1 over ten day s long latency may occur  Muracians®
chums to have found the pnmary lewon m inconsprcuvous lentN-sired papakes on
the faces of children who severnl months kater showed secondary symptoms of
infantile kali-arar  The lemons which contamn keshmanias, may still be present
at the tme of the outbreak of systemic symptoms or they may have heaked and
lelt pigmented spors.  The oaset 18 insdious o abrupt wnath spilang {ever which

S"Minoka, N A Frimary Lesless of Yieers! Leihmuatasia
04108, 1902 tn Culldrea. Trop Di Pull 441
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may last many weeks. Then an afebrile period with improvement may occur
followed by a relapee of fever After severnl attacks a chronic state of emacia
tion low tempernture and anemia becomes estzblished. Gradually the lver
and spleen enlarge to tremendous suze—the big protruding abdomen contrasting
sadly with the thin limbe. The appetite remans good for a remarkably long
time Unusually low leukopeniaand later ascitesand edemaare common  Death
Is caused by cachexia or intercurrent disease for emmple dyrentery or noma.
The mxcroscopic pathology shows abundant lelshmanias in the retculo-endothelial
Bystem.

Dermadromes.—The slan gradually takes on a claykke gray or dusky
color especually on the hands and feet  Thus misture of pallor and pigmentation
is seen in white a3 well as 1n colored meea ™! The dusky color accounts for the

'
1
i

i
mrach bas tha  be berapewtic dows  (Coartesy Dr 8 h (howh Dastidar)

Fig 68 —“ems ¢1 compilcation of Lala-asar  Stermal punciare smeer shomed Lewhmenda
domsvaul (Coartesy Dr 8 KA Gbosk Deetidar )

pame kala-amr meaming black fever  Petechiae and other hemorrhagic lesions,
especally bleeding gums are common  Wath the progrewung cachexia small
uhcerattons abeut the elbows and Lnees and occastonally larger ukceratsons along
the legs may develop  Speaific papules and gangrenous ulcers contalniog Jeish
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manla occur ™ as well as secondary cachectic nleerations, such as noma. A most
interesting cutaneous form of kala-azar'® M hus becorne known as the pogt
halo-arar leaskmansd  Eighty per cent of the patients were kuown to have had
kala azar and to have been treated with antimony Of the rest (Napier after
Mayer™) n previous kaln-arar infection could be assumed. The eruption
starts with erythematous or depigmented patches on the face espechally about
the nose and mouth  Such macules, resembling leprosy may luter appear on the
{imbw and on the trunk (see colored illustrations in M Mayer™) but the chin the
upper lip and the eyebrow region are most frequently and most heavily involved
The macules are often followed by nodules which however may also uppear
first. These nodules are peasized or a little larger semiglobular firm nonuleerat

ing and covered with atrophic skin  Their color at first s red later becoming
deaidedly ocange. They may coalesce and form ridges of tuberous lesions, which
resemble xanthoma tuberosum multiplex. The nodules contain only few lenh

manias mostly 1n glant cells 1n the center of a granuloma conslsting mainly of
macrophages and fibcoblasts. The hypothesis has been advanced that sare,
possdbly antimony fast lelshmanias remaln m the skin and cause the local re-
currences.

The diagresns of kala azar may be suggested by the geographical location
and the resistance of the fever to quinme. The finding of leshmanias by splenic
or sternal puncture is dragnostic.

hala arar is #reated wath antimony compounds. The post kala azar lesh
manid does not respend well to this drug It may become arrested 1n the late
xanthomatold form and remaln without changing

Malaria

There Is no cutaneous lesion invariably or even frequently connected with
maline. Physclans of malaria free countries are inclined to visualize the malana
patient as havicg a sallow skan  Thus is only occasionally true. In countries
where malaria octurs wsually a high percentage of the population 1s lnfected
and suffers from attacka. However the typlcal malaral color a dirty yellownh
brown sllow hae which in relatively rare Instances may gradually take on deeper
shades wath a greenbsh component is rare  The yellowish discoloration Is more
pronounced immediately after an attack and may approach a bronre shade a»
in blackwater fever

Diffuse discoloration of the skin i malana may be due to anemia from the
destruction of the erythrocytes to icterus, or to hyperpgmentation  Oca
wonally melanemia caised by large amounts of frec malarla pigaent In the blood
scrum may fnfluence the skin color  The hyperprgmentation may compare wnth
ec m[t"‘..d-vt);y:ﬁ“ﬂl::;’ l‘:—.hmhw Cae Whth Cutancout Laskons, Tr Rey

™Acten.IL W aod M pler L E  Fest-Kals-Asar Derra] Leisknaxiasle {dieaJ M Heswarch
15 9T 108 037
M Qax 57 l’.l—lﬂul.:: A o s of Cues t f Tadmn

" X¥apkr ead cWlaboraters  Fow Kal-Amr Dermal Ledoisniesis A Series of Pubikations,
Tadien 3 Caa 1P and ¥0




140 SYSTEMIC INFECTIONS

addmonlsm in intensity and distribution including oral mamifestations Raeral
pigmentation of the gums can be ruled out by the effect of specific treatment
which however removes malnrial pigment deposits but slowly  Many authors
have suggested that the adrenal cortex plays a part in the formation of the
cutaneous pigment 1n malana and there is some pathological evidence to support
the chmical facts F Rosenthal and L8wenthal® found in such a case almost
complete atrophy of the adrenals. Two types of pigment occur 1n the slan, The

FiX 67 \Muaris ropics chlowsma periorale &nd b erfiy-abepei pEmeatation o7 Ues berks
nent ba  bren deweribed | »d otker
(Courtmy Pref A Marrhioainl 4 kars Tarkey

spearfic malarial pigment (hemozoin) 15 denved from the destroyed red cells
It coatains 1ron but because of its irm grasp on the jron atom docs not give the
ordmary Berlin blue (Potaseum ferrocy amde and | Cl) reaction It s taken up
by the reticulo-endothelial ystem discolonng mainly the spleen liver and bone
marrow and 17 extreme cazes 1t may be found in the lumen of capullaries.  The
skin does not store the prgment however 1t may be found in blond vessels.

Wigomntbal, T and Lowewthal k  Addien (afobes Malaris ZeotralM [ 11 5 (rschlerbteks
834 1931
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Hemosiderin occura bemdes the malana plgment  Skin mgmentatons n malaria
may ako be caused by melanin ™ Chloasma like spots on the face are not rare
These sometimes occur™ as the peculiar mustache-shaped variety called chlaasma
penorate®” which ke many dermatoses of the lips leaves a thin white border

- e it ———

>

T 65 —)lalaria tropica modhMfarm rash  (Cowrtmy Irof 4 larhionini, Asiers, Turkey)

-

T % Camgresc fn malura trepin Ceartesy Prof 4 Marcieainl, dnkars, Twrkey )

| ne between 1t and the ermil on area.  Sometimes the pigmentations o malaria
are pell grod wn dutnbutkn being found over the dora of the hands and the
knuckles,

“hautens E  Die pa TPioars Wrungen der 2 8 fserer Medicn Mearoleghe
@nd Pochiatre Handb d faw Ok 4.3 1011 1331 1923

O archismtsl A dalre  “Nisaeews Clmagrs Cliwical bimdy Acta dermat veserol 3y
-3 L]

*rosc ¥V Dk dee Oaxter
kreskunges. Derms  Webmechr £33 192, 1504




140 STSTEMIC INFECTIONS

addisonism 1n Intensity and dutnbution Including oral manifestations. Racal
pigmentation of the gums can be ruled out by the effect of specific treatment
which however removes malanal pigment deposits but slowly  Many authors
have suggested that the adrenal cortex plays a part in the formation of the
cutaneous pigment in malarla and there is some pathological evidence to support
the clinical facts. F Rosenthal and L&nentha!® found in such a case nlmost
complete atrophy of the adrenals.  Two types of pigment occur In the skan  The

rx —:lmmmmkmum,-ﬂnwmw oW cherk
Plmilar pigosent bons have been demrribed and eiber
(Comrtesy Pref A Marchisain! A kars 'nrtry

specific malarial prement (hemozon) n derived from the destroyed red cells.
1t contains rron  but becnuse of its firm grasp on the iron atom does not give the
ordimary Berlin blue {Potaseium ferrocy amde and F Cl) reaction It 13 taken up
by the retrculo-endothelial system discoloring mamly the rpleen liver and bone
marrow and 17 extreme cases (t may be found in the lumen of mpaltanes  The
skin does not store the pigment hemever it tay be found 1 blood vessels

UiRyees bal F and Lowen bat k. Addlom tafoler Mahuris Tentraftd £ Hoat-w Oeachirckishs
LI TSI H)
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relapses of chronic malaria in up to 30 per cent of their cases In malaria
countries [t seems good advice to kook for the parasites 1n cases of chroeic and
unexplained urticana or even to try quuune as a diagnostic test.

Petechiae, purpura, and other kemorrkagic symptoms have often beett re-
ported In some of these cases™ 1t could be shown that the petechue were caused
by arterlal or capillary tkrombs and vascular wall winfiltration. Phlsmedic could
be demonstrated 1o the lemons Crreulatory disturbances of the hands and feet
may cause painfol wenmtions of beat, a3 well as other paresthesas.

Gaxgrexs of droumscnbed aress, with or without Raynaud like symptoms
and sometunes necesmtating amputation is ont record in a consderable number
of cames Wi meism [t 3 pobably caused by endartents. In the course of
chronic malana occasonal dermadromes may occur due to the severs anemia
(for example coiloaychia®) The reslstance to aecondary infections is decidedly
lowered Lewshmaniams cutancous diphtherm, and other secondary infections
may take an unusual course.  The most spectacular secondary miection is xoma,
A Eckstein® (In Turkey) found makang In nfneteen omt of twenty two cases.
The patrents were mostly small boys. There 11 & striking paraliel between the
incidence of noma and the malane mortality i seasons! ay well as In regional
respects, ™

Noma (Cancrum Orisj Stomatitls Gangrencas)

Noma s a rare disease 10 western divilization  Eckestein™ saw only one case
in ten years of service at the Dlaseldorf Children s Clinic, while be observed no
lews than forty cases dunng three years in the Children s Hospital at Anknra
Turkey Similar expenences have been reported from China. Epidemica of noma
were obeerved in fam‘lcrytﬂnm European hospitals. Almost exclusively a disease
of childhood noma is pred tly a Leation of acute wnfec
tious dreasen.  Nessles, typhoid ® cm:zenlul syphuls ™ and particularly
malarm™ are knuvn to crmte the conditrons in whlch the peculiar gnnzrene of

fulminating roanner treaks through the cheek and upper lip and destroys all
tisues, including the bone and teeth which lie in fts path. Then the well known
horrible destruction of one cheek surrmding the nose results. Tho lesdon 1s

ewniliis Gangrenom Am J Dis Chiky 291318237

a
“iumer 8 J and Rows D E A Cuse of Cascram Ovig mrm
Repir Camd 31 A 4 28 4 6440 831 Foree Wit Pluie
"Malteer W Sotes, Masrl 1837 Diesertayion
“petiert, B Zar Krankbel der Noma wud gleichartiger Forssen
Teatnalbl 1 Chie o6 1351063 073 o Creetatrande,

Infectioos Gangree of the il Dut 4 Dactarisl ymeryim, drch, Fary 31



144 SYSTRAMIC INFECTIONS

decrdedly undateral causes bittls oz no pain znd temperature and even appetite
are much closer to normal than one would expect o surprising observation which
cnn alvo be made 1n the final stages of destructive oml cancers.

There is no strong leukocytse reaction ® Ouly in the late stages does general
tocera develop  The post mortem exarmnation revenls pecrotic and degene
rative liver and wpleen changes The mortality as based on 175 cases from the
hterature s 95 per cent.  Eckatesn " after switching from necarsphenamine
which proved duappowting to antigangrene serum wm large doses locally intra
musctlardy and intravencusly had moce than 50 per cent recovenies in twenty
one iy

Although there 18 no complete agreement about the cause 1t is asumed by
most authors that Plaat Vigcent ¢« symbroeis of fiaiform baalh and spinilae plays
an important part  These microorgansms have {requently though oot always 7
been found 10 the Jesion and in the surrounding apparently normal tusues %

Amehinsia Cutis

Ulcerattons of the skin caused by Exdamoeba histolyfica octur in amebineis
aither 1o connection with an operative abdominal wound or around the anus o
without direct conaectron ith the wfected viscesa for example on the glane
pents.  The amebic ulcess®™™ are saprdly spreading lestons.  Varying activiny in
different portsons of the margin causes an wregular jagged outhoe  The edge
18 undermined purulent and surmounded by a red hale  The floor is covered with
indotent granulauans and pus  The skin lesions respond to emeune.

MFriainans 5 Urber Noma éer Waoge Sehwels med W hnechr 1830 ] 381 263
1 and Mewory 1T K Amebiasie Catis (Esdacebs hismolyticn) Arck

TEpgrsan. 3 F
Dermar & Syph 34§ 23 IF1



CHAPTER VII
SYSTEMIC INFECTIONS

Rickettsial Discases

Rickettalal diseases of man ond many animals are caused by gramoegative
coceosd or bacillarv intracellular milcroorgamysms which are usually bomme by
arthropods especially lice and ticks and which need tieue-contaiming media
for successful culture. With the exception of the rickettsiae of the otherwise
different Q fever they are pot filtrable.™ The serum of patients with nckettsial
diseases agglutinates specifically certun strains of Bacilfus profews (Weil Felix
reaction) The clinical appearance of the rickettsioses of the typhus group Is
best illustrated by its moat important representative typhus itself from which
the others differ but little.

‘TYPEUS FEVER

Typhus fever (typhus exanthematicus) 18 a severe endemic and epidemic
diseose the mportance of which for the human race equals that of plague and
cholerw.® It has accompamed most of the wurs and famines and other up-
heavels of history  Its victims in Ireland during the early decades of the nine
teenth century numbered millions. The epsdemic form 18 possibly with a few
exceptions speead by body lice.  After an incubation penod of thirteen to four
teen days, the patrent suddenly develops fever chills severe headaches and pros-
tration  The fever la continuous, ending by rapld lyms after approximately two
weelks. Temporary mental disturbances durning the fever and mesomnoua are
common  The attack m followed by a long perfod of convalescence which may
last two or three months The attack 1 chaructenred by a rash stupor low
blood pressure tender and enlarged spleen (denred by Gardon'™) and vadous
gustrountestinal and renal symptoms  The loss of weght i very marked. ®
The blood show a shift to the left and thrombocytopensa which may reach
100 000 during the fifth to eleventh days. @ The martality rates vary widely
Children and groups who have been exposed for a loag time to infestation wath
hee are often oanly mildly Il In people beyond 50 years of age in the under
nourshed and n new comers from drscase-{ree countriea who are not accustomed
to body lice for example phvarcians and nurses the discase v apt to take & more
severe course with mortahity rates higher than 50 per cent.

WDyer R K The Rickeits] Discmas. JAXM A 1M 1165 1044

ioeser 1T Hau Lice »d Hiwar; Wew York 1935 Ltk fros & Compuny
“Oordos D M Rl Dieww J Mickicaa 3 fec 53 631855 1300

»d Rirkettal Diwasrs [Lurvard Loherehy Press. Combridee M s 1960, sriich by
v E1a7)
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The gross pathology is unrevealing but the sevenity of the systemic Infection
is shown by typial widespread microscopic vascular lesions in the central
nervous eystem the heart and especually the skun
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Fig 73 Tysbus kemlon 60 tha eccond day of exa them B elling af the endothellal ol and well
drfined perivescwiar cell lar rraction  (Cewriewy Wood rd. Th E asd Dlaod, F F J A M A)

The infectron conveys lasting tmmunity

The diagnosis 3 based on the climel prcture the epidemiolozic conditlons
and the Weil Felix reaction  Sometimes complement fixation tests and bwopsy
of a skun kewon are useful

Dermadromes.—The importance of the rash if reflected [n the varfous
names of the dicase such as spotted fever typhuos exanthematieus Flechfieber
fitvre exanthémauque Muorchson (after Curschmann %) collected nincteen
different terms referring to the rash

In the first two days of the fever an iwsnial exanthem conmsting of a few
l¢ mm wide petechial papules on the trunk can sometimes be observed 7' The
jitial exanthern may occamonally be morinlliform of urticaral ™

Il Das FisckBeter \othoagtl Spreicle Pa hologie »d Therapbe Vol [T

Wiem, 1000 Alfred loider
il Die Kimik dee Fleckfivherrisn Seows Arch f Dermat  Syph I8 414837
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Tire main rash appears most often on the fourth to wxth day of the fever
rarely as carly as the scoond or as late as the ninth day ™ The eruption is often
preceded by & characteristic drop in temperature  In the early stages before
it becomes plainty visible the rash can be demonstrated by @ warm bath oc a
tourniquet*®™ The most comprehiennive dermatological evaluatron of the rash
has been grven by Lapschutz ™ Thus artcle oontalng excelient Mlostcations.

The rash appears continuousty and not In a seties of crops so that the
definite number of spota is reached within one or two daya ™ The eruption be-
gins on the upper abdomen and chest then m rapid sacoesaon epreads to the back
and to the extremitses. The armpits and the inner surfaces of the upper arms
are the places to ook first foc spota.™®  The fully developed rush may be ex
tremely copious with the greatest density on the trunk  From the trunk to
the acra and to the face the denmty decreases on the whole with some accentue
tion o the dorsa pedum which 13 in contrast to the wcarcity of lesfone on the thighs
and Wower kegs.  Eruption on the palms and soles {s not the rule. The emnthem
starts with pale, ill-defined pinhead to lentilsuzed hardly palpablke often

Irreqular maculoe which as soon as they have reached a few millimeters In
size 1o longer fade completely under glass presanre  Confluence of nelghboning
fesons into {rregular and sightly raised spots occurs.  The color fs not bright
ted but has an mereasingly brownish tinge  This sndicates the kemorrhagic
component which mamifests itself 10 more or less numerous petechiae within and
between the spots  The purpurrc phenomena are a measure of the seventy of
the {nfection ™ Purpunc lesions are often found in the folds and on the back,
In the mature stage which is reached around the twelfth day the color 1# de
cidedly purplsh and a delieately blush marbled vascular pattern may be seen
between the tesions which s caxer to recognire from o short dustance In moder
ately beight hght. The old phywcians called this subcuticular mottling oc
mufberry rash (Buchanan and W Jenner after Blumler and Aschofi®)  Afgar
the tweifth day the exanth m fades leaving yellowish brown pigmentation whch
may pereist foc a while A shight branny desquamation which can he proveked
by ginl_\e rubbing twmkes p:.;a during and some days after the fading w
M up to 20 per tent of the casea  arylng with the ey
could be observed A macular erythema mm:;"lkm mmmtr;ﬂ
mucosy Tt precedes the cxanthem  Inithal conjunctivitis Is common, |
s rare  The nails often reguster the severe disease by a white mn,‘.a_.a[z:
I(::hn and Pletnew after Schittenheim ™) Pletnew 4 aqw Yongitudma) fyteg
The mcroparkology of the kemons has been studied b
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endothehal proliferation In the latima of the small artenes and precaprilaries.
These lesions form protruding intravaseular buds and may give rise to amall
thromb:  In the endothelial cells ricketisias have been found 1n small numbers
Furthermore there 13 a perivascular wifitration of lymphocytes plasma cells
and epithelioid celis which resemble adventitial histiocytes These changes are
found In the papillary veseels of the skin and especially throughout the brain
and heart

No speafic treatment 13 known A prophylactic vacane is avellshle

A mild vanety of typhus known as Brill s diseare endemic or murme
typhus with a mortality rate of less than 4 per cent 1s endemic In the east and
southeast of the United States and i1 many ocean harbors. The drsease s
harbored by rate and transmitted by rat fleas and mt lice ™ The exanthem waa
seen in 64 per cent of 115 cuses ¥* appering about the fifth day storting on the
trunk and spreading centrifugnily rarely reachwing the face and palms. There
often were only a few maculopapular lesions of 2 to S mm n diameter

Rocky MoUNTAIN Srotrep FEVER

\luch mare dangerous than endermic typhus is Rocky Mountamn spotted
fever  Appraximately 600 cases occur every year In the west and 200 additionnl
cases 1n the remainder of the United States The avernge mortality s 1214
per cent  Thm nickettmons 18 caused by Rickettsm rickettsii and tranamitted
by vartous ticke #* The climenl picture resembles typhus closely A mottied
tnitiel rash has often been seen to appear with the fever thus preceding the
exanthem™® which breaks out betwcen the second and sisth days of the iilness
It 18 rarely seen below the elbovs and knees or on the face ™

The ruther copious rash 1s ke the typhus eruption at first maculopapular
wnd red espectally in the evening later it is petechial and even frankly purpunc
especully 1n severe cases  The rash 15 follon ed by desquamation and plgmentn
tioa  The indivwdual leon measures 2 to 4 mm 1n dinmeter ¥ The rash mny
be extrenely penfuset? with hardly any normal skan left or 1t may be very
eparee and  en completely akwent It may appear i wuccessive crope '™
Hemorrhagic facters may caue the usually discrete kewons to coalesce mnto pur
purtc a ez which may involve the entire hody  Gargrene of the eoft ac
like the crotum or the soft palate may occur ®*®  In abundant eruptions
the kin: very tender  The dist tbution 1e a little different from typhus i that
the rash most often ®appears first o the flexor sy faces of the wsts M and ankles

UL U Micket wia | Fran beokodtehen bei hkmorrbaiebem Fiekfieber Cmopts kears
devh ch @16 A2 1031 Thi 1 T3
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wpreading centripetally from there within two dayw *® to the back, the arms the
legs and the chest, and finally to the abdornen where it 1 least pronounced
Palms soles and face are involved last '@  There {s some relief of the muscular
aches and pains after complete eruption

Fig. 75,

Fig 73 —Rocky Mountatn spot ~d frier  Rash | petechinl snd of centrifugal dirbution  Acwe
Ceurtery D G E Raker)
rie. 76— Mynum«mrpoudrm-r et greater drasl y toward the foot wil parpaThe spOte o
the thigh Arme  owrtesy Dr G E Baler)
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No speafic treatment has become recognized except hyperimmune rabbit
serum which 13 useful only dunng the first days. Early removal of the tick may
prevent Infecion A speaafic vacane from egg yolk culture 1s of prophylate
value ¥

FitvRF BOUTONNEUSE MARSEILLES FAVER OR FikvRR ExanTuéuatiQue
Escaxro-NoDULAIRE

Fitvre boutonneuse \larseilles fever or filvre exanthémauque escarro-
nodulaire 19 o rickettmoais of the Mediterranean areas. It ia transmitted by a
tick which feeds on dogs carmying the causative orgarmusm  Rickettsia cononn
The course resembles mild typhus the mortality rate being less than 3 per cent
The rash 1 more papular than in typhus* and later often purpuric. Cases
without eruption occur ¥ The rash starts on the trunk legs and arms and
involves the face last. The palmes and soles are commonly involved the
abdomen staying relatively free At the onset the tick bite s frequently
visible as a lentil-sized shallow ulcer with a black necrotic center  Thrs kesion
18 called tache norre ® It s of diagnostic importance but not always recognizable

TsuTsucauusnt Discase Jaranesr River FEVER ok Scavn Tyruus

Tsut hi diseare Jap nver fever or scrub typhus 1a a nckettalal
disease of the mest Pacific area. It 13 endemic in flooded areas and aloag rnivers,
The cause Rickettan orrentalis s transmitted by a mite which infests rodents,
especially rats and a field vole ™ According to Dyer ® the dircase takes a
typical typhus courre of about seventeen days durntion  The infecting bite
causes a necrotic or scab-covered uleer in about 75 per cent of the cnses.  The
primary keson 13 2 to 10 mm in dlameter with an indurated red nreola and Is
accompanied by a smooth tender nonsuppurative lymphaderutss which onh
rarely evtends beyond the portal area ® The mitinl eschar » of diagnostic
value The rash which appears on the fourth day 1s noticeable only in about
one-half of the cases*™ and  often preceded by a dusky fush on the face and
neck.™* It rerembles that of spotted fever although Dyer'™ emphasizes the
lack of hemorrhagic tendency Charactenstic eye ground changes and gener
alized peripheral lymphadenopathy are almost constant findings. The duease
was known to have a fatalhty rute of 15 per cent but 1n a recent serves of mxty {our
cascs only 1 5 per cent of the patrents died **  No speafic therapy and no vacane
have been deseloped

®Eolaet [ J and Duaan  Recherches noavedes serla fivrs szan bématiqoe d Ut orul mtdd-
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TreNc FEVER or WOLHYNIA FEVER

Trench fever or Wolhynia fever a benign recurrent fever common among
soldiers of World \War 1 is caused by o rickettma found in the eprthelral cells
of the stomach of the body louse.* The observations on the frequency of
macular micropapalar scarlatimform or petechial rashes and of erythematous
enanthems vary widely im-4a s

Carrion s Discase {Bartonellowis) Verruga Peruviana

In 1885 Daniel Carnén a Perovian medical student, imocutated humself
with blood and tsue from a lesron of vermiga peruviana an eruptive disease
occurming in certain South American valleys mamly in Peru, He died five weeks
inter of Oreya fever a chmaally very different syndrome. This expenment
strongly suggested the etiological rdentity of the two diseases which after much
controversy has become generally accepted  The cause of both forms which
may occur independently mmultaneously or successively *® is Bartonella baclll
formis a mmute rod-shaped paraste of the red blood cells. Culture (Battistinl
after Fox*™) and animal jnocnlatron®® have been succesaful # % The infection
is transmitted by the sandfly Phlebotomns serracarum the habitat of which
corresponds to the few areas of endemic Carrién s discase  Fifteen to forty
days after the infection the patent comes down wath irregular fever malaise
and anemia. [If the disease takes the course of Oroyn fever which has a mor
tality of 40 per cent the onset 1 sudden and the fever 1a at first continuous
later remittant. The main feature 1 an acute severs anemia wath a blood pigture
which resembles that of pernicious anernia The red count may fall as low as
500000 In addition there m a leukocytoss of aboat 20000 Fox™ rermarks
that there 15 probably no condition except hemorrhage wh ch can cause severe
anemia so Quickly The erythrocytes contain bartonellas in great numbery
Skin lestons are scanty  They are mare numerous In the benign form  called
verriga perwrtana which has the same incubation penod but in which the fever
and anemia are less severe
The Spankh word verrugn 15 used for all types of cutanecus excrescences
and it should not be taken as o ymonym for the dermatological term verruea
The characteristic lesions of the dsease are nodukes or tuberous masees which
vary from pinhead to apple size and from a few wsuaily lerge lesiona to inpumer
able small cflorescences One therefore speals of miliary and nodalar forms,
although there are many transitions. The rash comes on 1 crope and is itchy
especially when it heats. The duration of the cutaneous form s varfable on

" emgmann. P Dus woityseche Fieber Derdn 1919 Jathes Ypringee
Achiirabeim A Welh miches Mieher oder Flofagrieher Aandb d lou Medida, Vel 1
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the average from four to six months (Odriorola™”) The muliary verrugas
appear quite symmetricaily on the extensor sucfaces of the lmbs on the
ulnar aspects of the hands and forearms,*' and on the face  The body the paims
and soles and the genitalia osunlly remain free.® The individual lesron starts
as 2 flat red hemorrhapic papule. There are subcutaneous and cutnneous
lesions the depth expluning the varlations in color The nodule grows so
that at first a sessile and fater a pedunculated biuish-red conreal or hemisphenical
tumor on a base of ringhke pigmented folds results. The lesrons are firm at
first but eoften later Small lesions look lke senile hemangiomas ™ The
verrugas bleed easily I the verruga s at its height the surface is glossy a
httle molst and the color cherry red much like a fresh hemapgroma or granuloma
telangiectaticnm. The verruga has a marked spontaneous healing tendency It
may shrink or drop by atrophy of the base  Bleeding is and dacy
infection occurs. Leslons 1n the mouth the nose and the conjunctivae have
often been observed They have been found in the endre length of the
gastrointestinal tract and on the serous membranes. These lesions may canse
serious hemnorrhages #7

Very large intracutaneous and subcutnneous sarcodd wnfiltrations of irregular
shape may develop probably by coalescence of nodukes. Large ulcerated granun
Jomas are called mulas because the Peruvians believe that these big forms stem
from infected mules. Infantile cases are usually mild

The histological picture shows a sharply bordered vascular granuloma
which consists malnly of endothebal cells (verruga cells} and Inflammatory in
filtrotron.  There are many varianons some suggesting sarcoma angloma o
myxbma. "

Da Rocha Lima** and other authors found in the protoplasm of the
verruga cells inclusion bodies which were considered to be 2z adaptation of the
bartonellas to intracellalar life

The diagnoss rests on the umique dermatologrcal aspect the history of a
stay 10 a verrugn area the fever and blood pcture agglutination **and finally
on the biopsy  Leprosy and yaws must be ruled out.

"Odriomels, F La mealsdie de Oarrioa om la Verraqn Phrovieass, Fark, 1808, Carrd k and.
®ilowr C Oartion Dieser Arch [t Med 721 147 1033
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Mycoses

Fungus infections are among the most common skin diseases bat systemic
mycotic mfections are rare if one does not count the trichophytuds

CoccipIomaMyCosry

The name cocesdioldomycoss 1 preferable to cocadioldosis a term which
may easily be confused with the protozroonoam, coccudiosls. The disease 1
endernic in dry dusty arens of some western states, ™ especially the San Joaqum
\alley In Southern California 4* ®1 where from Decernber 1937 to May 1939
432 acute infecthions of San Joaquin Fever were registered There {s a peak
of incidence in the fall. It is to the great merit of Dickson® to have shown that
the acute respiratory infection known gs San Joaquin Valley fever is the primary
sage of cocodiosdomyvoms.  The danger of such an endemic focts 1 fHustrated
by the fact that during recent mulitary maneuvers in one of the endemic areas
probably far more than the known seventy five cuses occurred among several
thousand soldiers.®*

The cause s the fungus Cocttdioides {mmatir which has a saprophytic hyphae
phase and paramtic spherules or cvats which are double contounred refractile
bodien which bresk up into radially arranged segments (endospores) In the
nfected person o anmmal these spores develop new spherules  The infection
is mainly atr-borve and but rarely occurs through the skin.  The acute disense
does not seern to be contaglows from man to man as shown by the faflure to infect
even u bedfeflow

The alr borne parasite cuuses a primary lawg mfecton which probably
often remalns asymptomatic, but may mamfest itsell by severc chest pan
Irritating couzh sovere hendache prostration and fever The whole syndrome

bl & [nrare a primary kesion 3 found
In the akin® Ammtmmhrhlmlmlhhmbeenobsenrdin some
patents.
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Fig 79 —Er3 bema o fomm [l rash % 1y nemic cocridioldomyrovs (Ran Joaruta frier)  (Courtesy
Dr( E mih)
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Within the first three weels of the acute respiratory phase erythems nod
osum of typienl dstnibution along the abins about the knees and on the Jateral
surfaces of the thighs, or erythema multiforme on the arme and occasonally on
the face may break out. Goldsteln and Loufe™ found an incidence of 25 per
cent among infected soldiern all of whom probably were newcomers in the area
but other percentages are much lower about 4 per cent® Occuslonally a
morbilliform eruption has been noticed @R9RT4  Severe arthritic paina, some-
timea with swelling of the jownts,® have given rise to the term desert rheumatism.
Conjanctuvitia is sometimes a feature of this stage  Eoelnophilia is a frequent
findmg  Smuth® wtreemes the appearance of erythema nodosum at the tyme the
coccidioadin test becomes pomtive.

The prognoss of the primary acate febrile phase s good the mortahty
being less than 1 per cent  After recovering from an attack of San Joaquin
fever the patient ummlly remains in good health without further attacks. The
cocadwidin test remawms poartrye for a long tUme

The dugnosis of primary cocadiordomycosss ia hardly made from the

clinlcal picture alone althongh tuberculoss-lke X ruy changes m the Junge®?
with negative bacillary and allergic findings may suggest it. The history of
having Hved in an endemic ares the finding of spherules in the sputum and a
positive coccldiordin akin test secure the diagnoma. The cutaneous reaction
becomes positive two to seventren days after the onset of symptoms. In
abont 1 out of 1000 cases a progresave secondary granulomatoss develops
which s fatal 1n more than 50 per cent and may predamiantly wmvolve the
reapiratory tract the booes the central nervous sywtem and least often the
skin.  Coenstence of lung focl 1n cases which climcally seemed to be restricted
to the skin has been demonstrated at post mortem ®*  Several climcal varetres
of 0 severe dermatosis have been described.  Jacobeon® clamfies the lésons into
those of cutaneons subcutsneous and lymphademtic oddgm  The skin nodules
which in their further development may nvade the subcutm, are mamly found
on the face, about the neck, and on the distal parts of the extremities. The
nodulunmpa.{nhl,deepumd and pink to dusky red They octur 1n vanous
sizes and shapes ond fmnally ulcerate and exude a gravish yellow pus contauning
Cocadiodes smmitts  From these dermrc lessons, fungatmg papillomatous gran
ulomas may arse creating a picture resembling mycoss fungowdes. W idespread
cutanecus jeslons may heal with atrophsc scams.  Chroae sarcowd and lupus
mﬁkz pictures have been observed =2

SWIett, P A and Welm, A Sowthers Califoram  Report of Yew
Mh“hw‘lm(‘m‘n' Med 23 29 1 B
A and \{ Dooaks J B momary Cocchtiokloxrrronia 73 Caers,

“"Faber H K Amih O E amd T Arn  Corcidiaidomrcosty W Hh Xryitema
Tedowm: tn Chikiren (bax Jonauin Fever J Pwiiat 16 161171 3
F O Ci Axg Int Med 59 OTY 1WIT
"' Remrabery. Doclert 31 B amd 31 Cowcictinidal Arthr] i t saffected
by Malfanlemide and Mors genthberapy Ach | 3ed 08 K35-200 1
ie In Cocridickial Oramnman, Arrh,
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The appearance of acute milary pedunculated or sesmle dermic granulomas
usually on the face w of ominous slgnificance.®™ Their appearance is often pre-
ceded by symptoms of pulmonary or meningeal Involvement Such patients
usually succumb to the cocdldiosdal infection in from s to twelve woeks after
the appearance of the eruption  In some of these cases the fungus could be grown
from the blood

The course of the subcutaneous and lymphadenitic leslons is more chronic
and relatively more benlgn  The subcutanecus granulomas are frequently the
first cutancous manifestanons *®  They start as eoft frequently tender masees
anywhere on the body and may form Iarge flacad tumors cold abscesses and
sinuses  If the flacad tumor or abscers Is surrounded by an extensive inflamma
tory infiltrtte a hard gummalike lesson results  Finally just a8 1n tuberculoss
to which many clintcal parallels exist specifically involved superficial lymphatic
nodes may especially 1n the submaxillary regron create scrophuloderma like
lemons with abscensses ainuees and scars

The histopathology of the cocoddiodal lesions s that of an inflammatery
granuloma with marked tuberculold tendencles. There is edema and a diffuse
cellular infiltrate predominantly composed of lymphocytes epitheloid and
gant cells of the Langhans type These giant cells harbour the cocrrdrosdal
spheres which ha ‘e been demonstrated in the process of ruptunng and relenmng
the spores &40

The treatment is still onsatsfactory  Jacobson ©' who has had wide ex
perence with cocdddiodomycoers reviewed in 1939 the many methods of treat
ment Intruvenous injections of a 1 per cent solution of antimony and potassium
tartrate ® Intrnmuscolar injection of collordal copper orzl administration of
potasnum iodide arsenic or combinations of these agents and roentgen therapy
have oot given convinang results  Jacobson®™ now feels that Immuninng therapy
is supertor to the chemotherapy known so far and has had 20 per cent good re
sults (personzl communication) The patients are in wtervals of one to tao
weeks given intravenous injections of vacane starting with 005 ¢c and in
creawing by 005 c ¢ cich time A course consists of twelve Injections  Betwren
the courses 13 a rest period of siv to eight weeks &

TorULOSIS

Only a fen cases of systemic infection with the yeastlike funfus Torsla
kustolytico (Debaryomyces meoformans) are known  Tuberculosls re-embling
granulomas 1n the bran the lungs the gastrotntestinal tract and other organs
ts the outstanding feature of the disense  The comprehensine monograph of

ME ame X and Lt H A Corrkdloidal Irapaioots—50 Caes JA 14 83 1M1 (029
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Stoddard and Cutler™ emphaseed the lack of skin mamfestations  Since then
x few cases with dermadromes have been reported -0

Acnefform  pustules, granolomatous ulcers and deep-seated abecesses
nodules or plaques®™ varying from almond to hand sire without ulcerative tend
ency have been observed The hmtopathologic characterstis of cutaneous
torudosss fnclude tuberculoid granulomas with caseation and enormous numbers
of gant cells ing the doubl d oblong or spherold refractile
oqanisme.  There exists a close similarity between toruloss and cocadiondo-
TryooRs. &1

BrasTouYCOS1S

H Montgomery® complains about the loose use of the term biastomycosis.
He suggests that the word should be used only for the dmease described by
Gilchrist™ 1n 1896 and not for all nfections caused by yeastlike organiama,
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Y 33 — Biastomycvae  Primary brios of Bk restmabling  berruis vrrrares

The Amenican blastomycoals 1 caused by the yeastlike fungus Lymomema der
metitidly which can be demonstrated in L}npuorindmtummunm{w
double contoured budding ound organism often appearing in unequaf pairy.
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PLATE 1
1 Acute septicemia. Bidiows rash with bemarrhagic component 1 tal outcome
2 Acute septicemia.  Purpurk bullous mab
3 Lopos valgards plange. Mot brow ish spot under glase preveuire
4 Tubercular ukcer of the tongue | palmonury t bercukosds, (Caveof v | Goodmun )}
¥ Systemw blastomy coslv.  Progresdye sldn ledon.
¢  Systemic blastomycoms. I'rogremsive and stable ledons,
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Fig 30— Mlastomwyresls. Leg bwmon. Netu balgtag edge with emall abecemsms. 1 the pas of thew
ahaersees aoe Ja Hiody to find the yessts

Fig 6T — Blastomytosts  #mull siin Hukes i sysivade infrciion
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The organum grows well on the usual fungus media where 1t develops myeella
which are not found in the lesrons.

Blastomyrosis may occur 28 a prmary skan infection and 1 the majonity
of the cases 1t remalns a dermatoss. A fraction of the skin cases may become
systemic and involve other organs eetting up internal fod = hich may metastasize
and thus secondarily mnvolve the skin ™ The widely scattered subcutaneous
rather indolent nodules may develop slomly into cold abscesses w hich may reach
large size  The even and symmetric distributton of nodules and abscenses and
thewr frequent mvolvement of the covered parts in contrast to the ectogenous
lemons which favor the face arms and hands, indicate their hematogenous
pathogeness. The abscesses may form ulcers and minuses from whreh typlcal
blastemycotic skin lesions may arise

Fig 81— Rlssfomycas Gunimalk besm ograces won.

The primary skin lesion of bl ycous 13 a papulopustule wh ch stowly
grows peripherally  \Vithin a fewx months 1t foﬂnl"’ a omn-hnpcd thick, irm
elevated patch the surface of which s papillary or verrucous and often fissured
or lobulated The center becomes depreased as soon as the lesion has reached
the mze of about a half dollar  The most characteristic featare 13 the steeply
raised succulent red border in which many pin pownt to pinhead sized abscesees
are contained. By means of pressure and 2 magnifying glass they can easily
be made visible The small quanuty of pus which can be expressed from these
tiny abecesses 1s the best matenal for microscopre study and culture  These
leslons may by growth and coalescence attan large mze and even cover entire
regions  The center of such large keswons s often scarred but there are active
foci scattered throughout the scar tssue 1n varying densty  The active fod
in old lessons are often crusty ooang with serun and pu  and apt to bleed on the
slightest touch  The destructive power of such large bla tomyvotic granulomas

FOrmety O 5d Mentpossery 1 Dierass of the Kkit Philsdeiphin, 1913 Lra & Fridger
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is great. Promunent soft perts for example the scrotum ™ the alae nass and
the lids may suffer great damage. The polyeyelic bocder of old lemons remarna
more or less papillary often cordlike The scarring does not always keep pacs
with the extenson of the lemons so that large areas may remain thicky covered
with red beds of vegetating masses. 1o other cases the perrpheraily

bocder leaves In 1t wake a smooth red nlcerative area almost devord of any
heallng tendency

In 30 per cent of th systemic camea th first symptona g referabl
respirntory tract. The pucture moy rr-embklhato‘ncol.d:o“ fo the
inflzenza " In 4 per cent the primary leson followed an infury g 1y ok O
a skin lemon was noted first and In 23 per cent the eariwgt 19 per cent
cutancous nodule or abreess often on unexpored parta® Betides w & wab.
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of occasional organlc involvements the bones mostly the vetebrae and joints,
become infected in about 50 per cent of the systemic cases.

The histopathology reveals a granuloma with varying mixtures of leukocytes
lymphocytes plasma cells and Langhans type gant cells which often contawn
some fungus elements  Tubercle formatron 1s not marked.

Enormous acanthosis and millary abscesses throughout the hypertrophic
rete as well as the corium are charactenstic features.

The reservaur of the infecting fungus Is probably on certam plants, Infecton
from man to man occurs only under extraordinary drcumstances, The only
such case known is that of a phymdan who injured himself at the necropsy of a
case of systemic blastomycoas (Evans after Martin and Smith®)

The age incsdence has 1ts peak between 20 and 40 years.  Men are nine times
as often Infected as are women. The disease 1y far more common among the
poorer clasees ™

‘The prognoms of the systemlc cases Is almost invarnbly fatel  The bocalired
primary skin infectfon may take a chranic course but 1t will fnally heal unless it
becomes systemic, which is unusual

Clinjcal diagnosss from the akin lesions is often possible Other mycoses
tuberculoais verrucosa syphills and fungating granulomas must be ruled out
The detection of the organism 1n the pus of small abscesses microscopically or
by culture will wsually confirm the clinlcal diagnoms For the microscople
examination the matenal is covered with a drop of 40 per cent KOH and ex
amined 1n minimal Light after at least ten minutes. A vacrine from hent kdlled
fung® Is used 1n the diagnoss and treatment

Tremtment.—Exason of small leslons may occamonally errest the disease
Irritating substances such as caustics often make the condition worse  Potas-
sum rodsde tn huge doses up to 25 Gm. daily **4* has often healed and often
failed but it is nevertheless stifl the method of chosce Combination wath
X ray therapy and vactine may be judiciously used 1 binatson with potas-
sium fodide which loses its effect after prolonged admmmtration  Martin and
Srauth caution against the indscriminate use of potassium fodide m hypersensi
tive cases.  These cases should be desensitized by a serles of vaceine Inpections.

Bosh, J D Diartemycosk, Areh Dermat & Ryph, 435 485490, 1841



CHAPTER I

HELMINTHIC DISEASES

Trichinosis

It & now well established that trichi aa human Infection in the
United States. A great number of post mortem diaphragm exsxminations con
ducted in varous parts of the country™-*# have shown that 12 to 18 per cent of
the cadavers harbor tnchinae., The infection stems largely from wnadequately
cooked pork rarely from the meat of bears wild boars and some other large
animals. A main source of wfection of the swine 1s the practice of feeding them
gncooked scraps of pork while trichincus rats play a minor role.®  On ingestron
of tnchinous meat the dormant and encysted worms are freed by the gastric
julce. They propagate In the small intestine after one week.  The young worms
which are smaller than a red blood cell are carried by the drenhation to the
muscles  Here they grow and encapsulate and may Hve foc as many as thirty
years.

The clinical picture of human trichinoss depends on such factors as masmve
infection or small size of the patent tissies invaded genera! remstence and
concomltant pathological conditions.®T Many cases pass symptomless or un
dlagnosed. The clmical course cun be divided roughly Into three stages (Davaune
alter Beeson*®) bat {t most be emphamred that this cleacly defined sequence is
seldom obeerved in practice. There s an initial gastrointestinal phese starting
sametimes hours after the ingestion of trichinous meat. At the end of the first
week, it 1 followed by a stuge of dmeeminabon marked by prostration faclal
edema fever sweating and pain in the muscles of resplration mastication and
the eye  After six weeks the discase posses gradually mto the stage of encyst
ment of the worm in the muscles while the severe symptoms esse up and the
fever subssdes.  Edema, muscular puns and anemia may persist for a long tume
The average mortality which was very high in some German eprdemics of the
nineteenth century s probably jess than 5 per cent of the chnical cases In the
Unlted States.*®  Most deatha ocrur from the fourth to aixth week and are due to
myocardits or broachopneumoniz ®  There are mdrations that existing
infecthon protects agawnst reinfection &

1 M C and Collm B J  Hudies an Trickinosis, Tab. Health Rep, L 465400 1637
*Hall Al € Bisdis e Trickisesh. Pub Mlep.ﬂ SINSS1 193T B3 1472 1499, 1938
“herr K B Jacebs, L and Cuvilier Trichioose Dost-morten Exymineties o §.000

Diaphranms Frem Wmkingtan, D C mnnmmhmcuu.mnunxmn .
[TTNE T

Ol 8 £ Trickiscels, Apvinged, T, 1845, Charked C Thowse, Publlher

R E  Method for Contrel of Trickisesi n the U .4 JAMA 13 1381 13H 1948,
“hecsn P B M Manttemations Lamced 1941 3 67-00
Do O

Trickissss, Conmetdn 3 J 4 24317 1840
“Wyrree, RO THbmck, J L. and Mageth T B, Trickinema, J.A MA 117 420453, 1941
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The blood changes are characteristic. There may be severs anemia and
leukocytoms  Eosinophilia 18 an almost invanable sign in the second stage.
It may range from a few to 73 per cent*! and s consdered the most relable ding
nostic sign ¢ However eounophilia may be missed or disappear In severe
cases.

A d. ta] reaction with an allergen from digested
tnchinous meat has been developed by Bachman.® Besldes the immeduste
response which appears within thirty minutes a defayed reaction may occur after
two days. This test 1s supposed to become pomtive 1n the third week of ill
nese 164744 The reaction 18 about as rehable as the preapitin reaction which
becomes postive in the fourth week ** or as the complement fixation teat.®
Considering the frequency of trichinella infection a positive skin reaction is only
valuable if suppocted by other evidence of recent infection or if 1t has turned
poative while the disease has been observed ™ The test* may be negative in
very scvere cases. MW  Ip g]] tests group renctons agawst other common
worm infections must be borne In mind *®  For example Fulleborn®™ mentions a
case of a patient infected with echinococcus who gave o positive reactton to
echinococcus antigen as well as to antigen from Cysicercus temwicollss tnchinella
and strongyloides There 13 also a common antmgen 1n ascans and trichinellat™
and pinworm and trchinella.*  Murscle blopsy (gastrocnemius) 1s rarely neces-
rary The muscle specimen should be pressed between two glam alides and
examined at low power as 1 done 1n the testing of meat Trichinae an
occaslonally be centrifuged from the stools the bile the arterial blood®™ or the
cerebrospinal fluld ™

Dermadromes —The scarcity of cutaneous lemons 1810 agreement with the
rarity of the presence of trichinae mn the skin of experimentally infected mice ™

Edema of the syel:ds v the most common and 1n fact the only dermadrome
which s seen in the majonty of the cases. It 13 an early Impartant sign of mus-

*Tho alerren can be sbtained from the N tioaal Instit te of Heslth in Brthesds 2Md  kich aleo
dowe the precipitin tees 0a seram sent in foe this perposs
-rpul'D Jumes, E D and Restetter J W Trichinosis 33 Caws. Am J 3 8¢
"-\INMLJB Laboratory Procedures fer tbe Diagnosis of Trichineds, Am J OHn. Path
Tech Ract & 8703 1844
“Bachman G W An | tradermal Resction in Experimental Trichiokss, J Irev ed 3t

“I3\cNamgh J B Diaguosie of Trichtnorie, At J Trop Jed. 19 151 191, 1034,
““Ham A A Trikinsh Use of the Bachman I tradersml Nkis Tes Aoz Int 3ed 1hy
1044-1380, 1937
R E  Trichiuiae Clinica) Comtiderntions, Azxn [ t Med 18 1431 1460 1940,
G eame Trichinasis  Merocdiagmests W1 b Coopirtoent Flustion Mimchea Weknacks
9 4T74 1341

®3f Namght J D Aledical and Publio Tlealth Aspects of Trichinosts, Trmas 8iat J Med 331
233288 1942

®icMaeght. J B Neard R B nd Myws J D Diagooss of Trichisosls by Fiin sad Pre-
etpitin Tescs, Am J Clin Pa b 11 186201 1941

“yadsmoha. Die Immuwabickorie der flandb ¢ H Ok 1 41 1977
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The blood changes are charncterstic. There may be severe anemia and
leukocytoss.  Esnisophilia is an almost mvanable sgn 1n the second stage
It may range from a few to 73 per cent™ and s considered the most reliable diag
nostic sign ¥ However eomnophiha may be mimed or dsappest in severe
rasws

A cutaneons smmedsale wrivcarsal reaction with an allerpen from digested
trichinous meat has been developed by Bachman ** Besides the immediate
response which appears within thirty munutes a defayed reactson may ocrur after
two days. This test is supposed to become positive 1 the third week of it
nesy. B MY The reaction is about as reliable as the precwpitin reaction which
becomes positive in the fourth week % or as the complement footion test &
Cousidering the frequency of trichinella infectson 2 postive alan reactson is anly
valusble U wupported by other evidence of recent mfection or if it has turned
positive while the disease has been observed.®® The test may be negative m
very severe cases 1M o ol tests group reactions against other common
worm Infections must be borne 10 mind ®  For example Flllebom™ mentjons a
case of 8 patent infected with echinococcus who geve 2 pomtive reaction to
echinococcus antigen a» well as to antigen from Cyséicercus lexwicallis trichinetla
and strongyloides There is also 3 common antigen 1n ascars and trichinefa®
and puioworm and tnchinella ¥ Vuscle blopey (gastrocnenmuus) is rarely neces.
sary The muncle speamen should be preased betwesn two glass slides and
examitted at lox power an B done in the testiig of meat Trichinae an
occmanadly be centrifuged from the stools the Infe the artenal blood™ or the

cerebeospinal flurd &
Permadromen.—The scaraty of cutrnecus leajons la 10 agreement with the
ranty of the presence of trichinae 1n the skin of expenmentaily mfected mice
Edewa of the avelsds iy the most common and 1w fact the ooly dermadrome
which 12 seen in the majority of the cases. 1t an carly important sign of mus-
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AKCYLOSTOMIASIS 1m

Ancylostominsis (Hookworm Discese)

Ancylostomiams (Hookworm Discase) The hookworms™ for medical
purposes the genera ancylostoma and necator are duodenal human parasites
whoee larvae leave the bowel with the feces m great numbers. These larvae
are about 0.5 mm. long  They enter the body through the nnbroken akin espe-
dally the thin skin of the mstep area and are carried by the lymph and blood
to the lunge from where they follow the bronchotracheal tres into the larynx
pharynx, and finally the gustrointestinal canal (Looss after H Bruns) to
therr lrving and beeeding place the doodenum  The hookworms are found
chiefly 1n warmer climates. They have caused epidemua m warm countries
among barefooted workers on rice, tea, mulberry and similar plantations and 1n
colder climates among miners working 1n the warm and humid shaftn

The diseam is commaon n the southern section of the Umited Statrs and
especally in Puerto Rico  The mfection causes a severe often fatal progressive
aneous and involvement of many organs.

Decmadromes —\When the larvae penetrate the skin of the feet they
cause {tching veslcular dermatitin and powsibly secondary Infection. However
« controversial pont is to what extent hookwoem causes the ground lich of the
south or maramorra of Puerto Rico and Central Amence a common ecrematous
conditlan of the feet. Fllleborn™ demtes that the majority of the ground itch
cnses have anything to do with ancylostomuasis. It 18 claimed that Necator
americanns is move likely to cagse ground ltch than Amcylosioma dusdenals 0

If the hookworm infection has become fully developed prurtiny marked
dryners of the skin and hair reduced persplration on exertion and heat and
burming of the palms are reported to be troublesome symptoms (Ashford and
King after Fulleborn ®# The features arc reported to become blurred and
slightly puffy ahift of pigment takes place ™ and persistent acne may occur
A butterfly-shaped pigmentation over the bridge of the nose has at times been
Lhouxh:tobedhgnosd:c{ochmommm:hbutthuhmtn-ued.umwdnp&g
mentations oomr nho in other infections (bilbarziosn) and probably also in
varlous 1 di The d tic value of mmute black oc
brown spots on the sida of the tongue or on the Iips In patients with hookworm
is doubtful *T=*

Creapeng eruption caused by the larvae of ancylostoms brati/iense and other

des, It not slways restricted to the akin ™47 [t may ke other worm
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wnfestations and some bactersal infectrons be accompanfed by transent and
rugratory pulmenary infiltrations with fen or no symptoms, This Is known as
Loeffler s syndrome 1t

Ascariusls

Infestation with large roundworms has been held responsible foc a number
of dermatoses. It 1 certain that ascarides contamn a highly sensitising allergen
which may explain cases of urticana angroneurotic edema pruntus nam eps-
taxds, and eczema.  The same precaution as is used mn the evaluation of allergle
tests in other worm infections (see under trichinosis) must be used in the okin
tests for ascandes. ™ 4747 The possibility of anaphylactic shock with asthma
and urticario 10 repeated Intracutaneous tests with ascaris antigens s empha
ured by severn! guthas '™ Another difficulty Is that at least in some areas
for example the southeastern parts of the Appalachian range *¢ the mcidence
of a senmtimtion to ascans 13 so widespread among the populatron that the teat
loses 1ts diagnostic value ™* The pathogenesis of some skin lesions for instance
pruntus ani eceema of the hands 1tching of the nose and bullous or acneiform
eruptions ™ may be explaned by local reactlons to the worm aliergen 1n ova
cirrred and inoculated by the hands  Severnl observers have expressed the
thought that the itching and scratching of the nose In worm infestation which
is s0 common in the tropics s an important cause of the firnt infection with

Jeprosy

Oxyuriasis

Similar conditions of allergy combined with the mechanically caused jtehing
produced by the migmung worm exist In pinworm (Ewlerobiss or Oxywris
vermicularis) nfestatton  The worms*™ live in the bower fleum and cecum
but descend to the rectum for egg Laying  From there they may at night
reach the anus and occaslonally distant skin areas.  Scracchmg and inoculating
of the crushed worms or eggs may cause focal allergic reactjons ™' Neuroderma
titis which responded to anthelmmntic treatment and flared up on injection of
oxyusus extract has been described ™ Brting of the nails socking of the thumb
and picking at the now often con rdered suggestive of worm infection were
found no more frequently in miested persona than in control groups

®i¥cght D O sad jold K \I  Losler Fyndrome Asmock ed With Crerping Kraption,
JTAAA lﬂ o2 1062 1008
®pagei B Die Cutlrraction bel Ascaris | mbricokies, Intaabel ferirtya ( X 4 7578, 1937

I # aro
®  Aswrien ki od fla Arck f Dermat  Kyph 75 3470 1837
®Dal F and Schwomer P Allergie der omenechlichoa JTant gecre Awars Iembricokdes,

Arch { exper Fath  Phurmakol 183 L2
CRhits §  Meosinthen bel 11 kraakbed o wnd fwe Beandiuny Dermat Webackr 99
7 1923

ram £ B Oryarisss Am J Di CRId &5 549 1843
PR Mextrenk ioowserasche mi Heimtn Sraproctay s hel Kioders, Mongtacir

Newrodermitis durch Oryures Drrmat Wehaerhr 63 1053-1097 1539
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The diagmans rests on the finding of worms oc thelr ova  The latter are
best collected with a few energetic strokes in a peripheral directron from the
aous, with & cellophane (Scotch tape) tipped swab ™  The cellophare is then
exammed ou a slide moutened with water and covered with @ cover slip A
akin test with enterobims antigen may be helpful 4%  Brady and Wnght*®
were unable to find any typlcal cutaneous lessons in 200 controlled cases. Ina
senes of tests, Brady and Wright™ found that gentian violet grven by mouth
was saperior to other methods, The dosage of the drug for adults was two 32
mg tables three tunes 2 day before meals, and for children 10 mg o day for
each year of thedr apparent not actual age the total amount bewng drvided into
three dowes.

Filariasie

Wuchereria (Filana) bamcroffi s a nematode of the warm chmates. The
adult woem which Is as thick as a strong hair and several centimeters long
Lves 1n the human bymphatics and produces tremendons numbers of micro-
filarkne which are about 0.3 mm. long and no thicker than a red blood cell
These microscopic worms hve In the blood appesring in great numbers at night
{n the penpheral blood nnd retreating at day wnto the vmsceral arterses.  The
microfilariae pass part of their development In verrous mosquito vectors, but
they are brought back into man to complete thelr Ife cycle. According to
Manson Bahr *® Filleborn ® and other authorities on tropical mediane the
mxrofitanae in spite of their number have no pathogenic properties while
in & certatn proporton a( u:utﬂnu:l tha Dbttmctlon of lympauu caused by the
odult worm causes lymp lymp and elap 1. The
Monstrons ts of legs scrotum and other parts are well
known pictures of tropenl pathology  The lymph stasts Inflammatory reaction
scarring and calclfication caused by the adult worms may be permanent. The
leson s I'kely to become infected with hemolytic streptococts causing the re
peated erysipehitoid attacks which are the more immedmte cause of elephant
lasis *2#%  Other authors believe that elephantiasis may develop without acate
attacks.®™  Grace*® feels that there is no evidence that Wuckerena (Filarua)
bamcrefts plays any part in the production of the attacks of lymphangitia. Re-
cent observatsons oo military personnel in endemic areas* have shown that
scute lymphang tis of arms or legs and acute funiculitis or epididymitls with
fttle fever or general symptoms are the outstanding enrty clinical symptome.
Peculiar featares are a centrifugal lymphangitia which may work down from the

Al M C  Mindis sn Oxywrinss 1 Types of Apal $wihe and ScTapers, im J Trop
g T O Iatredermal Tt e Akl in Disgnosis of Eatsrobissie, J
FJ andWrigh W 0 Oiyerinsi 300 Csses, Am J M Ae 1081 M7-I7R 000
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Fie 87 —Microtlerie of L Joa lx blood Al (X1 700) Asctoal lewgth 166 microme The ool
ool preparetioos ety made from the blood takeq from  Calabar swelling ea the forearm fe the
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Fig 99 —Cslabar ewelllag. From O 7 W H. Cebes, 3 and Jacob, F M. Arch, Dermat 1913)
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upper arm to the waist and lymph nodes in nnusua] sites for example the tp
of the ileum the mkiarm and the regron of the serratus and teres muscles.
Centnipetal lymphangitls occurs also  In the chronle stages the alan mamifesta
tions are due malnly to the enormous lymphatsc vancosities and enlarged lymph
nodes which may cause dome-shaped pecudovesicles of the skin A pomtive
reaction to an intradermal smjecisen of 14000 filama ansgen ia coosldered dlag
nostic. ™ Other worm infections do not respond to a dilution higher than 1.2000
Filoria [oa an African species transmutted by a fly migrates i the connective
tisre, often near oc in the skan oc beneath the bulbar conjunctiva producing
the so-called Calabar seelfing these lemons appear on the focearms or less com-
manly gver the ankdes or on the face  They probably represent an allergic

f

l

mn»ru-n-dn.l-al)mmhm.hnnn Adult worm m&m!—hmﬁﬁmcdn
of  misslomery retermed from be Camerooes, Africs  Note the  aclsar siractures and the twhe at
becends vad (Frem G y W IT Coben 31, asd Jeceb, ¥ M Arch Dermat 1840)

reaction to the worm or its products The worm or culafied remnants of it
have been d: rated by roent 97 The swellings are usually rather
painless but sometimes itchy  They duappear after a few days or rarely after
weeks,® only to recur somewhere else.™ Scabres-like itching eruptons are
known as filanal prungo or  gale filarrenne "™ Begdes the mentioned akin
tests, comphkement fixation reactions in flarinsia have been developed. s
Eosinophilia may reach 24 per cent.*?

™Orvig £ D W  Flarhwi Caars of Cahinr Swelling With Radiolaric Obserrations,
Trop Med €1 1271 1340,
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An eomnophilic dsesse with nugratory edematous swellings which has
lately been observed in small epidemics in Palestine probably s related to
Calabar swelling ¢

Onchocerclasis

Onckoceres s» & nematode which resembles filana in moany respects  The
e cycle whnth » not fully understood is parth spent in fics of the genus
Simulum  The adult worms and great oumbers of microfilanae live 1n cystic
tumors (onchovercomas} of the wbcum. The majonty of the patlents with
onchocsroomas present no o 1oas  However
microfilariae have been found 1o great numbcn 1n apparently unaffected skin™
88 welf as in the blood The onchocerca nodules are pea to almond-sized and
occur roout frequently over the skull which they may perfornte atong the costal
arches and about the jonts where they may sunulate justa atcaler podes,
There s an Afrrcan tvpe caused by Oxchocerca rolvalus nond a Central Amencan
type caused by Owckoceres asecwsiens  The [ntter o restricted to parts of
Guatemals and Mexico  The Amencan onchoceraasis i of importance because
of the keratstis and mtm which accompany many coses and which may fead to
bhndoess (onchophthalmua) ¥ 4% Acute febnle eryspelatowd swellings of
the face and of the hmbta characterued by hardoess and o greenish hoe ond
transtons mto chroare edema ocour among patsents with onchoceren nodulkes
{Robles after Fislleborn®™)  1n both types of onchocertiams the skin may become
dry tchy mflirated  and coarsened  (oachodermatitis)  Thu  prunginous
phase may ook much like scabaes*  or neurodermatitin ** The microfilanae of
Onchocerca vofewins can be {ound in the altesated skin  {tching seems to be
caused by allergie phenomena rather thag by the active moving of the worms
since heavily mnfected skin was found wathout associated pruntus **

Dracunculissis or Drecontinsis (Guinea Worm)

The gusnea worm (Drocusculng medinexnsss or Fuellebornsus medinensts form
erly called Fugra medinensss) 10 its lanval stage a parsstte of some micro-
scopsc eristacen of the genua cyclops wh ch infeats man th ough drinkang water or
through direct entrance snto theskun  After one year the adult {erthaed female
which » one yard long and about as th ok as & thread appears under the skin
sormetimes preceded by fever and urtiana ¥* A dome-shaped blater later an
ulcer indbcates t end  The lewwm vares n dizmeter {om 2to 7 mm ™ On
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donching with cool water the worm wll often protrude from a small hote and
expell a flusd contaming thousands of embryos.

The premoaltory urticana and pruritus and also asthma and diarrhen are
probably caused by the same allergena in the mcreta which camse the blister and
uleer The microfilunae do not have the tonic or allergenic effeet of the adult
worm'™ which if injured or dead sometimes causes severe reactions. The
therapy consiats m cautious and patient extraction of the entire adult woom
which takes about two weeks This requres a certain technique which can
be found 1 the texthooks on tropical dmeases T4 T

Cynticerenats

Normally the adult tapeworm (usually Toema solinm) is a paramic of the
human deum  Its eggs must get into the stomach of the swine where the hatched
embryos travel to the points of encapsulaton  Occamonally man s the inter
mediate host Instead of the ;g Then he wall harbor the encapaulated larvae
most often in the brain and the eye ouly in 6 per cent of the cases in the sub-
cutanecus tissues. The subcutanecus or cataneous cysticerar are cyste of from
one to several centimeters 1n diemeter  They are round or oblong and are freely
wmovable in the subcutaneous tssue  The cysta are of elastic hardness and non
tender numbenng a few or scveral thousands. The Inflammatory reaction

ifcant. If they are d d they may help to explain other symptoms
caused by cysticercoms of internal ocgans '™  The prognosis of cysticercosls
of the skdn per s {s favorable. The cysts usually stay without change and same-
times disappesr spontaneously The huge ecktnococexs cywt is the larva of a
wnall tapeworm of the dog The dmesse 1 very rare in the United States.

An {ntrontaneous test with liquid from the cysts (Casonl test) and a complement
fixation test are relinble,

The larvae of some tropical cestodes (Spurgansm prolifersm) may cause
small acne ke cutaneous cysts bemdes severe involvement ® of almost the
enture system in some of the few studied cases. ™

Bilharxiasis

The adult worms of Sckistosoma kematobixm e In parain the portal system

of man producing eggs which appear in the feces and 1 the urine, n water
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they develop Into larvae (ceraanae) which are able to enter the human body
through the skin

Bilhardasis » predomunantly a urinary disease It 13 o public health
problem of great importance m Egypt, Japan Ching, and other countries, espe-
aally whert work in flooded rice fields brings about the exposure to Infection with
cercariae

Dermadromes.—The dermadromes are of little importance in comparmson
with the frequent and severe bladder involvement The skin In the neighbor
hood of the urinary fistulae may contain huge numbers of often calafied eggs.
The imitation from unne pus and infestation may give nse to papillomas of
the anal and gemital reglon which occasonally become malignant. Smderson™?
found 1n 20 per cent of the schistosomumns (hematobrum) cases that he obeerved
in Iraq a sometimes reticulated well-defined butterfly-shaped kyperpigmentation
aver the bridge of the nose and the cheeks. He belleves that it 1s caused by a
photoeensitization of the skin under the mfluence of the worms (see under ancy
lostomlanis)

The entenng cercariae of schutosoma hardly cause ® dermatita  while
the cercanae of otherwise innocuous trematodes have been held responsible for
many epidemics of stwesmmers sick

™iindeson, H C Amommly of Piment tion in Schirtowmniasts, Tr Roy boc Trop. Med 33
33634 1930,
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CHAPTER %\
TUBERCULOSIS

The elementary facts concerning the tubercle bacillus und the general path
ology of tuberculoass are so well known that it does not seem neceseary to dis-
cuss them except for some phenomena which are of special importance mn the
pathogeness of the cutaneous manifestations of internal tuberculosss

1f the skan of a wormal ™1 gunea pig 15 inoculeted with tubercle bacilll
the small wound heals primanty ~ After a week an inflammatory reaction sets fn
A papule develops which durmg the third week forms an ulcer  There 1 Iittle
tendency to heal and some ulcesution or mfiltration usually still exists when the
animal dies of generalired tuberculoais. During the second week lymphanpitis
and lymphadenits are marked The histologrcal picture shows at first, an
inflammatory reaction with many groupe of tubercle bacilll Dunag the third
week tuberculold structures start to form and the number of bacilli decreases
80 that only occasionally can suigle rods be found  Tuberculin skan tests start
to become positrve about ten days after the mfecthon  Withm four weela the
entire skin has become sensitized ™

1f the identscal inoculatwon of tubercle bacllli m done m the aldn of a gumen
pig which at least four weeks previondy had been imfectsd with tuberculoss, an
acute hemorrhagic edematous and sametimes necrotic reaction starts within
twenty four hours reaches its height on the second day and then subsides
rupidly  After about ten days a necrotic hemorrhagic crust is thrown off
After three to four werks the lemon 13 usually healed There is no additonal

lymphadenitis and no further ulcerntion  The histological exnmmation reveals
anacute nflammation The scab which contains the bulk of the bacilli comes off
the underlying erosion beals and s soon covered with normal epudermis.  Some
times tuberculord stroctures are formed earlier thap In the pnmary moculation
It must be emphasized that this sequenco of changes after primary and super
Infection known a  Kock s fusdamensal phexomenon is subject to many vanations
and that great skill and experience are required to produce it in complets clarity
Thus s particularly true™ of the expenimental hematogenous e, txiracardsal
fection of the guinea pig

Two weeks after the mtracardual fnpectron of tubercle bacilll normal animals
develop o mapulo-squamous rush and die from generalized tuberculosis after
four to five weeks. Tuberculous guinea pigs, however show during the second
day a follicular rash which benls quickly after a Latency of about two weeks
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180 TUBERCULOSLS

some papulocrustous lenons appear which beal spontaneonsly  The microscopic
picture of the hematogenous lewon in the first infected animal js thot of an m
flammatory reaction of nonspeaific character with abundant bacdlli  The hemato-
grnous lesions in superinfected animals are decidedly tubercular in structure con
aiating of epitheliowd and typical glant cells. There m perarteral necrosw but
hardly amy bacilh ean be detected  The lestons are often found in the folficular
plexus *  Simlar tuberculoid festons can be produced by the intracardial
mjection of kufled tubercie baatie,

The mterpretation of these expennments and many varations has been
formulated by J Jadassobn®™ and his pupils espedially Lewandowsky In a rule
which has been amply confirmed not only 10 tuberculosis but alse 1n many other
infectrons  Tho wso-calied Jow of J Jodassokx and Lswondowsky states that
unchecked growth of microbes causes pect jon  Where howey
microbes are locally and not too rapidly destroyed by the immunebiologic defen
aive reaction tuberculod structures develop  This faw apples to the products
of microurganumy

Koch s fundamenta! phenomenon has bees found valid in the human path
ology  If the thin of a person who kas mot kod txbercxloses before 1 smfected with
tubercle bactlit a lex on charncterized by  apid ulceranon lymphangitis snd
lymphadenstis nnd abscets formation develops n the course of one to two
weeks M ¥ This syndrome which u beat known from the cases of cwrcumasion
tuberculoss 7 "* bur aleo from other traumatic wnfections @ ™ 3 called the
prmary comples of tubercufons of the skan

The number of baeilli in the ulcer w large 5o that they can be found in the
direct smear  The tuberculin renction 1 negative in theenrly stages but becomes
positive three to eight weeks after the cutanecos mfection (E Lowenstein alter
E H Urbach ™) The tuberculous primary complex of the skan m much rarer
than its pulmonan countérpact the Ghon wbercle  Approumately ane out
of 750 eases of tuberculoms atarts 10 the skm @ ™2 7

Tubercle haailhi—for that matter also other wcrobes—sprend very ropidly
from a slan wfectsion Escuion of & poman skin wfectron does ot prevent
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systemic infection. Lowenstein was unable to prevent the generalization ol a
tuberculous infection from the hmndleg of a gmnea pig when he amputated the
fimb five minutes after the inoculation. A great number of similar observations
have been made™ showlng that a truly local skin infectron hardly exists. The
primary tuberculous complex of the skin s of httle practical, though of great
theoretical Importance. The majority of the tuberculous skan iwnfections differ
in two important polots, from the prmary complex. They occur In an already
tuberculous and allergic oganssm  and they are overwhelmingly sutogenous
and usnally hematogenous  These two facts help to explain many of the char
acteristias of the tuberculodermas

The greaf variety of clinjcal pictures of cutaneous tuberculos:s is caused by
the fact that neither the virulence of the tubercle bacllli por the defense mechan
1sms of the human organmsm are powerful enough to bring abont esther a complets
hesling or 2 fatal course.  The tuberculous Infection can be compared to 2 war of
position and attntion. J Jadamohn bebeved that superinfection is the most
Important factor 1n developing lupus from a toberculous infection  Tha has
been widely accepted though some wuthors at least 1n some cases have placed
more emphasis on the differences in the reactions of the infantile and adult
human skine.  Volk™ sees an analogy in the difference of the pnmary tuber
coloos akan infecton of the guines pig which almost always develops an uleer
ative and later generalired and fatal tuberculoss and the cutanecus infection
of the rabbit in which the skan infection resembles lupus, remains localured
and has a marked spontaneous healing tendency ™

The borixs typo of the tubercle bacillus causes about 13 per cent of all
cases of akin tuberculoars™ It has already been said that the twbercalin skim test
becomes positive from thres to eight weeks after the infection. The pomtive
resction ks enidencs of allergy against the tubercle bacillus and its produets
bat it does not indicate Immunity or remstance. The complete breakdown of
the resistance as encountered in muliary tubercubosis and cachena may be accom
panted by a breakdown of other systemic functions e.g the ability to resct
with inflammation to the tubercle bacillus. In other words the tuberculin
reaction may become negative  This phenomenon 1s called negatreaneryy  How
ever measkes influenza, and other infections, some forms of skan tuberculoss
and expecially the srroosds™ ™ ™ mygy prevent a pomtive reaction in an active
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182 TUBERCULOSIS

way by production of inhibiting substances which are called anticating,™ ™
This is called porstios amergy  In such cases the remstance to nfection eg
with the bacillus Calmette-Guénn may be very high ™ The conceptron of
positive anergy 13 based on the noncachectic cases with pomtive tubercnlosis
and one of the mentioned conditions especially the sarcosds, 1n which the tuber
culin reaction fs negative ™ B

‘The methods of skin testmg for tnberculin allergy are the same as those
used In testing other kands of allergic condrtrons

1 The intracutaneous injection ™ ™ This test is very accurate In J
Jadasechn s graded quantitative method which conasts of the srmultaneous
intradermal injections of 01 c.c. of dilutrons of old tuberculin—-Koch (OTK)
in concentratrons of 1 1000000 1100000 ! 16000 and 1n some cases { 100
and 1 10 and control saline wheals.™ Afore often punfied protein denvative
(PPD) 15 used  This 18 available in convenient tablets of two strengths which
have to be dissolved 1n 1 c.c. of diluent. Oune-tenth cubec cintimeter of fresh
first strength solution (0 000 or mg ) 18 injected first.  If no reaction within 48
hours occurs 0 1 c.c. of iresh eecond strength solotion (0 005 mg ) 18 injected Into
the other arm

2 The scratch or abrasion test (von Prquet)™ with OTK.

3 The noncton of a 50 per cent tuberculin lanolin salve ™

4. The patch test ™ 70

Fox the technique of these teats, the reader Iy referrad to textbooks of allgy end
berculoss for o to E. Friedman, 3 H Biackand A. L Eser
man, M. Salthergerand F Wie, #

The patch test is a convenient and suffictently reliable method for pre-
liminary wnformation  Urbach®?® advises following up a patch test which i
negative after one week with the more senmtive Vlendel-Mantoux test. In
all tests the reaction can be conmdered postive 1f an inflammatory papule of
at beast 5 mm 1n diameter develops. The papule reaches 1ts height in forty
eight to scventy two hours and then slowly fades  Immediate reactions are not
speafic
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A posite reaction in children nnder seven years 1s generally a sgn of active
tuberculosis. Beyumd seven years the positive test must be eorrelated with the
climeal picture  In adults & positive test does pot prove more than the well
known fact that almost everybody once 1n hus life becomes Infected wath
toberculosis. In the vast majonty of the cases the disease becomes arrested
after the primary stage leaving behind an allergy to tubercalin.

A megatis tubsronlin tast especially the Mendel Mantoux test must with the
mentioned exceptions, be interpreted as Indrcative of the absence of a tuberculous
nfection of more than B weeks.

Hematogenons Skin Tuberculosls

Skin tuberculosls may develop by ectogenous inoculation into the skin and
by endogenous infection The tuberculosis verrucosa cutis of the hands n
slaughterhouse workers the postmortem wart and the hupus of the buttocks
in amall children who sit on the floor of a tubercle bacilliinfected room are
examples of ectogenous tuberculous skan {nfection  The endogenous infectron
of the akin plays a more impartant part.  Endogenous lupus by contiguty from
underlying tuberculous lymph nodes especially of the neck 1s a common occar
rence 1 countries where slun tuberculosis 18 more frequent than in America.
The lymphogenous spread of lupus is known However compared with these
ways of infection the hematogenous tubercubous infection of the akin w far
more Important.  Fodl of tuberculous infection which are capable of refeasing
tabercle bacilli into the bloodstream are very common  Even old calafied lymph
nodes may still contan virnlent tubercle bacill: as has been shown 11 autopsies
of paticts who for many years suffered from hematogenous crops of lupus. It
1s more difficalt to explain why there is 20 little hematogenous skin tuberculosis
m view of the frequency of the foci and of the bacill in the blood than it Is to
give reasons for the hematogenous nature of many cases of cutaneous tuber
culosis. It can bo cousidered a fact that more than 50 per cent of the lupus
cases are caused by hematogencus infectron ™ mostly from pulmonary oc lym
phatie focl.™®

The ienshkip of pul y tubercwlosts to Tuberculosis has
been the subject of many investigations. Pulmonary tuberculosis has been
found existing mmultanecusly with skin tuberculoms, especially lupus vulgaris
in percentages differing as widely as 8 and 90 per cent. An analysis of 300
lupus cases 1n Minster Germany * showed 12 per cent more or kess active and
60 per cent nactive pulmonary tuberculoss while in a control group of about
5000 German umvermty students only 1 per cent active and 18 per cent inactive
lung cuses could be found. St. Epstein™ determined 16 per cent as the inc
dence of active pulmonary tuberculosie In 200 Iupus patients In 429 fstal
lupus cases visceral usually pulmonary tubercubosis was the canse of death In

Ank Bd 37 U 12,1031
S Rymecirloth J E w:ﬂt\-nh.m Derzat. & Ayph 19 M’;tu.
30

Ly
Tuberculons CGraxsiomn Amainre sad Lapes
Krythemmiemns, Arch Dermmi & Syph €231 10, 1840 s



184 TUBERCULOSIS

48 per cent.™  From these and many other statrstics 1t can be concluded that
the incidence of lung tuberculoss 1n lupus is a high one  On the other hand the
percentages of slan tuberculosis in very large groups of tuberculous patients has
always been found low 0.2 per cent ™7 1 per cent in 27,540 cases ¥ less than
2 per cent 1n 18 000 cases ™ Tho compares well with many older statistics™
and seems to bear out the old rule that lupus patlents often become consump-
tive but that consumptives rarely develop lupus  While the figures eeem to
be very low the incidence of skin tuberculosis is still about 2 to 3 times higher
mn patents with pulmonary tuberculoms than in a comparable normal group

Sumilar tendencles as 1o the relanonship of lupes and pulmonary disease pre-
vail 1n its relation to surgical tuberculoss  Among 275 lupus cases were 16 per
cent with bone or joint tuberculosis while among 371 cases with tuberculoms
of the bones and jointa only 5 per cent had luopus.™ The Isolation of tubercle
bacilly from the &lood erther by animal inoculation or by culture with the Léwen

stein method has recently been more often successful than was held possible
before It 18 true that many observers could not obtain the same results as
Lowensteln ™ The positive findings however carry more weight than the
negative ones  Kren®™ could ahow that if blood eulture of patients with lupus
vulgans erythema induratum and lupus erythematosus wus done move than
seven hmes positive cultures could be found in all cases. The frequently nega

tive blood cultures are most likely due to technical difficulties to unfavorable
time of teating and to the t0o amall numbers of the investigatons. In Kren o™
series the blood speaamens up to mineteen different oces from one patient were
sent to Lowenstein without diagnoms. It 1 beleved, that the iregulanty of

the showers of bacilli appearing 1n the blood is responsible for the inconstant

findings However with or without confirmatton™ of all of Lbwenstelns
findings the frequent ocrurrence of tubercle bacilli in the blood of patents
with skan toberculoss 1s a fact. ¥t m-13s
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The start of cutaneous tuberculosts In the Inuma of velns was demonstrated
& Joug tume ago ™ The distrfbution of the kesions in the cases of post-exanthe
matxc lupus™ hardly allows any other explanation than general spread by the
circulation with selective toke i some siten and failure to take mn others
{see chapter on hematogenous skan infection)

Blood borne infection may lead to all of the well-known pictures of skin
tuberculosis. While hematogenous infection s the cause of the papalonecrotic
and indurative types of tuberculosts and of the majority of the lupus vulgans
cases, 1t B much less common 1o scrofuloderma and only few Instances have
become known 1n tuberculosts verrucosa cutis.

Cotancous Tubervulosis

The pdmary lesion of Iupus valgans regardiess whether of endogerous or
ectogenous orfgin Is the Jupus sodwle as it m called though it 1s usually only a
macule  In i{ts easrly and uncomplicated stage this s a pinhead to lentil-sized
red or copper-colored amooth spot.  Under glass pressure the spot does not fade
and the blanching of tbe surrounding skin makes it stand out more clearly 1n
& red brownush or dark yellow color In surtable light it 1 strikingly trans-

Fis 83 —Lupem veiguris { wmices) Cowrtesy Dr 3 Jesamer )

parent which s responsible for the often used comparmon with apple butter
If one gently tries to penetrate the surface with a fine bulbous probe ope s
surprised how casily the instrument mnks into the soft timsue at a degree of
pressure which » ould not be sufficent to pleres normal skiz  Such eardy lupas
nodules are most commonly seen on the face particola ly on and around the
nose The great variety of pictures which may be encountered during the
course of lupus vulgaris can be exphined by a number of factors the domunant
role of any one being able to arvate & clnlcal vanety lummnemuumher.d
coalescence of the spots may lead to extremely chronic patches of flar | o
which may be as gmall a8 pea o7 cover entire reglona. Sdthhrgeﬂuku::,
™ Arteem, A1 memmmmm'mmlm
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48 per cent.™  From these and many other statutics 1t can be concluded that
the nadence of lung tuberculoais in lupus is a high one  On the other hand the
percentages of skin tuberculons in very large groups of tuberculous patients has
always been found low 0.2 per cent ™' 1 per cent 1n 27,540 Cases ™4 less than
2 per cent in 18 000 cases.™ This comperes well with many older stanstics™
and seems to bear out the old rule that lupus patients often become consnmp-
tive but that consumptives rarely develop lupus,  While the figures seem to
be very low the inexdence of skin tuberculosm s still about 2 to 3 times higher
in patents with pulmonary tuberculoels than In o comparable normal group
Similar tendencies as in the relationship of lupus and pulmonary disease pre-
vail {n 1ts relaton to surgical tuberculosss  Among 275 lupus cases were 16 per
cent with bone or jont tuberculoss, while among 371 cases with tuberculoss
of the bones and jounts only 3 per cent had lopus.™  The isolation of tubercle
bacilli from the dood either by animal inoculation or by calture with the Liwen
stemn method has recently been more often successful than was beld possible
before It 1 true that many obeervers could not obtain the same results as
Lowenstemn ™ The poeitive findings however curry more weight than the
negative oner.  hren® could show that if blood culture of patients with lupus
vulgaris erythema mdumtum and lupus erythematosus was done more than
seven times positive cultures could be found in all cases. The frequently mega
tive blood cultures are most hkely due to technren! difficultes to unfavorable
time of testing and to the too small numbers of the investigations. In Kren o®
serles the blood specamens, up to nineteen different ones from one patient were
sent to LOwenstein without diagnoss. It 3 beleved, that the yrregulanty of
the showers of baalli appearing 1n the blood 1 responsible for the nconstant
findings. However with or without confirmation™ of all of Liwenstelns
findings, the frequent occurrence of tubercle bacllh in the blood of patients
with skin tuberculosis 18 a fact %3-u¢ -1
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are often scaly so that they may resemble psoriasis this la still more likely if the
outlines are crainate  The tuberculons tuwus may grow above the skin level
and form elevated hypertrophic and even fungating or tumorifie granulations
Lupus kypertropkicss lupus tumsdus and other terms describe this varlety
which usually fnvolves the nose the lips and the lobe of the ear

Fiz 90 —Lapus valguria  (Courtesy Dr 31 Jrwmer )

Ulceration and crust formatson are more often a feature of the hypertrophic
than of the flat forms. In the latter the ulceration is usually shallow and more
marled along the edges. The healing tendency and scar formaton van
though healing s rarely complete The lupus may spread with an active
serpipimons edge over large arens leaving 1n ity woke a scar which usually con
tains some lupus nodubes.  Such annalar or gyrate lesions may resemble syphilis
or ringworm  The face may gradually become scarred shrunken and im
movable and the conjunctiva and finally the eye itself may be destroyed
‘The mouth may be reduced to a small rigfid hole  Such terminal stages may
equal leprosy 1n dreadfulness. Cancer 15 not an uncommon comphcation
The suffering of such patients is beyond description ~ Such cases are fortunately
rare especially in Amenca but they can be seen 1n numbers in all the European
lupus hospital  This tragic outcome however | an exception  In the vast
majonty of the cases the lesions are stationary or slowly progressive and often
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amenable to treatment. Recurrences are very common  Spontnfecis regres-
mon occurs but is rarely complete.

The kistalogy of the [upus nodule shows a conglomeration of typical tubercies
with epithelioid cells gmnt cells lymphocytes and central necroals, the hatter
often not particularly marked The same factors which by therr dosninance
deade the clinical picture also produce a great histologwal varrety

T 100 Lepes yolarks  (Courtasr Df Oarratt Cosmer )

It iy now almost generally accepted that lupus sy the expresrion
tuberculons supeninfection with own or other tubercle badill, E:ﬁznmumu
culoss shapes o tuberculons ifection of the skin Into lupus thyy makzj tuber
mantfesiation of ax tajerxal diseaze  Lupus vulgars starts in 55 per ng it 4
cases duning the first two decades of Ife™ a fact which i not errr, 00 O the
Serofuloderma and chikiren « diseascs | ke measles may play a pacg " PR
vincing coses are pot very common the postevanthematic lupg, :Muhm,-,
ample of hematogenous lupus ™ It 1 not too mrely geen to L good g
after or even dunng the mensles and albso after other acute mnltart v
postexanthematic lupus w often dmeminated and appears g thetns, The
several or many spots  Artom™ sugpests that the anergy darin neously
the development of postexanthematic lupus.  The prognoals h‘%h"‘h
wnce the seeded lesions usualty remain inacti = @ "’hﬁvdy oo

Flieker § _ Primary Appeerance # Chrvas Kibu Disrtss al Vuris
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Lupus miliares disseminalins (Lupus folllculans Tilbury Fox 1878) Is a
follicular form of lupus which almost always affects the face only It hasa
great mmilarity toamme and rosacea.  In fact moat cases go under these diagnoses
fora long time  Aftér an imitial stage of erythema has pamsed follicular papules
develop often with scales a yellow center erythema and subcutaneous nodules.
The lew:ons are distnbuted over the nose the cheeks the chin and though lers
pronounced the forchead and other parts of the body On close drascoprc
anspection the apparently pustular efflorescences show typical lupus tissue
The lemons appear 1n crops do not coalesce do not contain pis and have a
marked healing tendency  The hustological preture is that of typreal tubercu
losis. The dustribution 1 the penfollicular vascular plexus and other his-
tological findings prove the hematogenous character Tubercde bacilll have
rarely been found in the leslons Pulmonary and other wvisceral tuberculoss
has been found 1n @ conssdernble number of the cases but the tubertulin reaction
isoften weak. The prognoss of the condition 1tsel{™ is favomble and it responds
well to peeling with strong ultraviolet light

Fig 161  Tubrruloss errocess cwthe  Ceartery thafat Dy W A Fusey from Raiton and Futton
Dfwwses of the Sl The C ¥ MMeshy Company )

Tubercwlosis verrucosa cxhis starts as a firm promnant nodule differing
from lupus by the lack of transparency and the great resistance to the piercing
probe  The papules increase peripheralls  coalesce bat littke  become hyper
keratotic and Liter verrucous  Follicular abscesses are common  especully
in lemons which have reached more than con sire and greater thickness.
The patches may reach great mze  They are frequently scen over the bony
prominences of the hands and feet  The right hand is most often aflected ™
The knuckles and the ankle areas are affected only octasionally  The lesion
are mostly single of few 1n number but hematogenous des<emmuination with many

s Dermat & Ayph 150 $43553 1619
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lesions has beent scenn There 13 & deaded preponderance of the male mex because
the disease Is often an occupational infection of alanghterhouse workers who are
wsnally males bat occasionally the diseare also occurs in other persons who have
coatact with tuberculous materal The occupational character accounts foc
the common distribution dn the hands and feet. 1t also occurs as an autogencous

Fig 103 —screpisioderam  (Comrtrey Divisken of Dvrmat,
pos : ology Department of Medicios U frersity

supennfection with the sputum of mtents with pul

pulmonary tuberculosis  The
\:o\'hetypeo{thetuberclebaallmhubum[mmdln&ﬂperccntcrmcteafthe
cuses, and bovine mfection Is probably responeible in all Laughterhouse cases.

Volk states that no explanation could be given why i one case tubercutosie
verrucosa and 0 other cases lupus results from supeninfection  Probably 1
spite of exceptions, the terrain of the hands nd feet which has o greater keratotic
tendency than other parts ks on of the influenang f ctors  This is illustrated
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by cases of hemay ty d ted skin tuberculosis with tuberculosns
cutis verrucosa on the acra and lupus on the face ™ ™

The close similarity of tuberculoss verrucosa cutis and some phases of blas-
tomycosis must be emphanzed \ errucous tuberculoss has a greater tendency
to heal than lupus vulgans and the response to treatment s more complete
The mlcroscopic picture s that of tuberculoss but combined with parakeratoss
and hyperkeratosis Lymphangitis s a frequent complication

T

Fix 163 Toberrulods e b colbquatl  (sropkmlodermas)  (Courteny Dr A1 Jesorer )

Tubercwloss collignatita (scrofuloderma) 1 a cold abscess of the skan most
frequently onginating 1n a subcutaneous tuberculous focys uswally a lymph
node or bone It starts as n wubcutaneous nodule which becomes ndherent
to the skin and forma an abscess oc sinus without acute symptoms. Several
such lesions may coalesce nto a network of sinus ahscestes wenrs and ulcery
not wnlrequently surrounded by lupus  The most common site of scrofuloderma
s the neck with 1ts great number of camly infected lymphatic nodes.  Tuber
cubous of the termum and of the ribs are other starting points for colliquative
tuberculosis of the skin  Children and young adults are most often affected
Serofuloderma occurs occamonally mostly 1n young chuldren 1n a hematogenous
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distrlbutien  without connection with underlyng structures  These cases
closely resemble the corresponding phases of sporotrichoens blastomycosia and
coccldioddomycoss.  The prognoss of scrofuloderma and the therapeutic re
spoase B uwsually good though the process may kst several years

Ulceratire txberculonss of the orifices 1n pulmonary or gemitounnary tuber
culoss produces characterutic kestons most often found on the tongue and around
the anus but also on the lips the ears and the glans penm.  On the tongue the
lesons may appear as shallow Jagged oblong round or rhagadiform ulcers
the papular pnmary stage of which is seldom seen  The floor of the ulcer 18
granubited and yellowish the edge shightly undermined  The leson progresses
by a coalescence with mimute pustular lesxons 10 the surroundings. Therw =
little induration and sometunes surprnisingly litthe sometunes surprisingly severe
pun.  Perfanal ulcerative tuberculosis occurs 10 S to 10 per cent of patients with
pulmonary tuberculosis.  All abecesses and fistulae in such patients must be
cx1dered suspects.™ ™

N

Fie 101 —Tubercalous \oer of the towsse in palmasary tubrrralovis

Thu ulcerative type of lemon contmna more tubercle bacilli than the other
forms  In line with this f ct = the frequent abseace of typical tubercular strue
tures and the dowmin nce of nonspecific inflammaton  Uleerat + tuberculosrs

the tongue 1 more [requently scen in men than n women

Tuberculous ulcers of the onfices re important nd cators of visceral
especially pulmonary  tubercukmnis ™™
—1
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While the forms of cutaneous tuberculosss so far mentioned start pre-
dormnantly from single lesions the following varieties have in commoen 2n

o UL

Fix 101  Liches wrofwlomorsm  berewlovis licbesaides) I | pos pa bt (Coacteey D 3
Sroumer

exanthematec though not alnays comous distribution  Number and distribu
ton have more importance than the features of the indi ndual kearons which are

usually amall and not destructs <
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Afilary tubsreufosus of the skin s almost excinsively seen In infants and
yousg chikirer ™™ In adalts the mibary foct are numerous in the sabcutls
but do not reach the skin -~ The rosh conswts of pinhead sured hardly prominent,
often hemorrhagre and slightly umbikcated papules. Theee lesions are quite
dense in some areas. They may heal spontanconsaly lenving o shghtly depregoed
pgmented spot.  The exanthem 18 inconspicuous and may easily be overlooked il
Thbe dragnoals 1 rarely made without blopsy The histologac structure b not
30 much tuberculowd as Inflammatory n character  There are tremendous num
bersof baall  Small vesschs are sometimes solidly packed with bacillary emboli™
and surrounded by necrosis, but there b a vast miproportion between the namber
of baath and tisne defense ™ The tubercutin reaction i sometimes negatve ™
Hoyle and Valzey™ list about 16 per cent tnbertulons skan mandestations in
their wecies of 120 cases of widhary tuberculosn.  The prognosia is bopeless,

" €

Pz 04 —Lichea scrofulomxam  Comstery Dt Erich Urbaeh )

In tubercudons lickewerdes or fichen scrofulosorum large numbers of meero-
papular mostly follicutar often conical and keratotic skan colored or pink to
yellowbsh brown lestora are grouped in round obloag or utegular patches
They are mostly found on the back, particularh in the lumbosacral regoa
and on the abdomen  The lemons de wlop skmly and patches may persst
for years (Mdet lewons often have 2 smle and fd:cym,ndrd
very closcly together in old plaques, a large desquamanng surface may grve a
n:::: ;mmm-o«nmwmmm Thokow Atk £ ek Ases
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peorlasiform appenmance  Usually the center of such plaques 13 less scaly than
the edges but more grater or chagreen leather like  In some cases some or all
of the papules bear a hard sharp horny Lttle spine  The microscopic picture
shows almoet invariably tuberculoid structures without or with very few badilli

e

i

N1 .u\t

[y
v ¢
\
"
K

t

of tedicine
07 Papubsoeretic ober Josts  aurtesy Dbiien of Drrma sloay Deparireea
et i U1 redyef hicaxs



CUTANKOUS TUBERCULOSLS 197

Phiycteoukar conjunctivitis Is a frequent accompantment. The dermatosls
of great © symptomatic significance. It indicates, almaost alwuyy the exstence
of internal fuberculosis, wsually of o more bengn type. The dermadrome is
rare in adults more common 1 children Tt frequently makes its appearance
after measles and other acute infections. However there are great geographic
differences.  Tuberculoas cutes lichenoxdes Is o common sight in the European
skin clinics while n North Amencn and particularly in the tropicy and sub-
tropies st Is like all types of skun tuberculosts mther rare or nonexustent™ ™™
(Putey after Volk™)

Tubsrexlasts papulonscrosica  This variety of cutaneous hematogenoms
tuberculosss has been described under a ecore of names™ ™ among which the
odd terms follicls and acnith are still bemg used because they were grven by
the first describer T Barthélerny The term tuberculid la also often applied

The evoluthon of the lesion w simple and charactenstic, A cutaneous
nodule of Unseed aire grows within about {oar weeks ta 1ta maximal wre which
does not exceed that of a cherry stone znd becomes 3 movable firm  well
defined slighthy ramed dusky blush red or brown papule. The center of the
fully developed papule shows o yellow head which however does not contain
pus as one might expect, but a rather toegh necrotic core which may come out
by iteelf leaving @ small punched-out ulcer  More often a deep necrotic scab
ts foemed which comes off after two to four weeks, produang a emall crater
shaped scar with sharp steep pgmented edges  The scars are often more char
actersstic than the acthe lemons.  Papulanecrotic tuberculoss is usually frurly
evenly dmeeminated over the arms hands, and kgs, and ocenslooally the trunk,
The extensor surfaces the skin about the jonts and the buttocks are more
often affected  but o area s immune.

Genltal lesdons may suggest secondary syphilis.™  Barthélemy called
acnitis o deeper mtuated acneiform papulonecrotic tuberculoss of the face,
This cond tion s cdosely related to lupus mlarm facer.  The lesons of papulo-
necrotic tuberculoss appear In crops and have 2 much more marked spontancous
beafing tendency than other forms of skon tuberculosts. Thia type of skin
tuberculosls is fess responsive 1o tuberculin than bs Jupus.™ The mucroscoplc
structure is tuberculodd  Tubercle baalli are scarce but have quite often been
found particularly in children ™

Combination with pulmonary and other forms of tuberculoels including
slan fubercuions is the rule

Tuberculosts sndwratrra (Erythema indumnttm Baxin s disease) 13 a rather
rare dermatoms ch rized by or #ubx nodules or plaques
of mueh Lirger size than in the papulonecrotic lemons.  There are uwally ooy
a few lemons scattered over both legs especially the calves and rarely also over
the postenor aspects of the thighs the buttocks, the forcarma or the face  The
start as indolent nodules, which grow within several weeks, to almond or ;

even
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palm mze  Such fully developed lesions are visible as a punk or lavender smooth
erythema resembhing the lilac ring of scleroderma  Palpation reveals an in
durated plaque of varying depth which 1 sometimes connected with cordlike
phlebitic changes. The infiltrate 13 movable with the skin and usually is not
tender  In larger lesions the center fs depressed or it may though rarely become
ulcernted and then resemble a syphiibc gumma The plaques heal sport

Fie. 100

g 108 T induraul 4 (Conrtesy Dt M Jewarr )
Fig 109 Tubmrilons Ind ratl  (er3thema induratar  (Coartrsy D 31 Jewnrr)

taneously but the courrc may take many weeks months or even years If ukcera
tion occurs  The oral mucosa s occasonally invelved ™ ™ The dermadrome
is many tumes moce common n the female than in the male sex  New croprare
wsually oteerned dunng the winter nd pring ™  The tuberculin reactson 33
strongly postive  Tubercle baciili are rmrely found in the lessons The struc

Tachidachl ] Erylhesm trdmra m Arch ¢ Dermm & Ayph 941371 1804
T™Fermer A Lrytsama Induratum, Arch f Drrmat  Hyph 163 90 1937
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ture is decidedly tuberculond  Combination with visceral tnberculrais and wath
other forms of cutancons tuberculosia is not rare.™

Rosacea-lite Tuberadons  Lewandowsky™ deacribed thuis form of skan
tuberculoms which in the majority of cases is scen 1n womer(™ ™ ™ of 30 to 60
years of age. The dsorder develops gradually The typical case shows o
great number of papules, mostly follicular wcattered symmetrically over the
cheeks and forehend often leaving the nose and chin free,  The papules are small
to medium sired with & decided yellowisk brown tinge and do not completely

g 110 — 100 mors dist[ort
uwmm«cmmmru—xbmtmnmnmdudtmvmud
Chbeaga)

fade under the pressure of glass. The diascope does not however show the

transparent appie jelly colored lupis nodule as in lupes millans which it re-

scbles.  There may be some pustulation cynnotie erythemsa and a certamn

amount of tekingiectass but not as marked as in rosacea Scaling b sometimes

present "=
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‘The microecopic structure 18 tuberculoid.  No bacillh seem to have been
found In the leslons so far The patents are usually though not always ™
highly sensitive to tubercnlin which is in contrast to the reaction in lupus miharms.
Visceral or other cutaneous tuberculosis, mosetly of benign character was found
in a fraction of the casea  Though still rare rosacen hike tuberculosis 1s a rela
tvely frequent form In Amenca ™



CHAPTER X1

DERMATOQSES WITH CLAIMED BUT STILL
CONTROVERSIAL TUBERCULOUS ETIOLOGY

Erythemsa Nodosnm

Erythema nodosum s a uniform syndrome charactenred by an acute
eruptron of cutaneous and subcutmneous nodules together with wystemic
symptoms, especsally fever  The nodules are mostly found 1n the tibial areas,
s often on the extensor surfaces of the forearms and rarely on the face ™
They are not very numerpis from a few to about thrty varying from pes to
walnut size sometimes moderately ralsed above the skin level  They are quute
plunful to the touch  The more superficial lesians are pink to red and undergo
a change of colors which resembles briaes (erythems contumforme) There s
little tendency to coalesce  The nodules appesr 1 several crops ench of which
takes about 134 to 2 weeks to heal  The entoe attack may last from three to
six wreeks or looger  Recurrences occur frequently

The cutbreak bs often preceded and accompenred by fever respiatory and
gastrantestinal symptoms and pams 1n the muscles and joints which are some-
times ewollen  The prognoms of the dermatoms, as such ia favomable

The incidence shoxs a marked preponderance of cktldres and adofescents
over the adult and of the adult femals cwr the male™ Erythems nodosum =
scen more frequently in the co/d seasom. There seems to be & high suscepti
bibty of the nordw maces.

There are many ressons to relate erythema nodosum with o tuberculous
infectlon.

Tuberde bacslli have htely been detected more frequently In the leslons
mrely and pot™ ™ 8 padaputedly 1 nucroscopic sectons but more often by

uccesaful moculation into the guinen pig ™ ™ ™ Debr¢ Mignon Mallet™
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found tubercle bacilli in the lesions in 3 adults and 3 children  These authors
were unable to detect any pulmonary changes

The ixbercwin reactions 1n children and young adults were positive In over
90 per cent and more strongly poeitive than in control groups ™  There are
series of many hundreds of obeervations available.™-™ In a number of in
stances the test was known to have been negative before the outbreak of erythema
nodasum and was observed to become positive ™™

The provocation of erythemn nodosum ** or at kenst of n w lesions by
tubercuhn tests has been reported by Kropatchey and Verzner ™ W allgrens®
saw erythema nodosum after Calmette-Guénn vaccipation  Yet it should be
emphastzed that 1n large series™ 3 to 8 per cent of the cases have been definltely
declared tuberculin negative

Simullaneons mamifestations of tuberculosis have been discovered in many
nstances  Prag™ saw roentgenologic pulmonary changes 1o 91 per cent of his
157 cases other authocs in about 50 per cent ™#8-3#  Few writers found the
lungs nvolved in only a minonty of thet® cases %3

The pulmonary involvement was usually interpreted as recent o primary ™

A dense and enhirged hilus tracheobronchial lymphadenopathy peri
bronchal infiltratron pleural exudate or frank hyperplastic tuberculosis are the
usual findings  The lymph node enlargement was more often bilateral than un:
laternl and the pulmonary infiltration was unilateral in aboat 50 per cent of
the affected cases.t? The relatively benign character of the hilar reaction is
sometimes shown by its complete disappearance 1z a short time *
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Fig. 111 — Erytherss nodosem.
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The lang changes bave quite frequently been interpreted as 8 pamary com
plex.*® This 15 in lme wath the fact that fresh pulmonary changes are mostly
encountered In young individuals It 1s of specual Interest that young adults
who by their negative tuberculin tests show that they have 80 far escaped tuber
culous wnfection are more likely to get erythema nodosum on exposure to tubercn
loun Infection than are controls. Thess persons usually become tuberculm pomtive
in the course of the discase This has been demonstrated 10 student nurses®*
and newly inducted eoldiers.® Such and eimilar cases'™ carry much welght
against the argument that e pomtive tuberculin reaction does not neceseanly
have to be related to erythema nodosum.™ If {t 1s true that erythema nodosum
18 rare in lung sanitariums ths could be explained by the fact that most cases
m these mstitutions are no longer in the early stages. Erythema nodosum
has been seen to appesr in the presence of extrapulmonary tuberculoss e g
a cold abscese of the neck,® or of the breast @ or after the surgical severlng of
pleural adhesons. ™*

Tubercle baclli in the dood of patients with erythema nodosum have been
demonstrated quite frequenthy ™ ®¢®* (125 per cent Saenz and Brom after
Millan apd Brodier™ L Nék&m Jr 1o & case of so-called typhobacillosis)
They do not prove conclusively the tuberculous etiology of the skin leston since
baallemia 1 frequent 1n tuberculosls but they are a valuable support of a hem
atogenous pathogenenrs.

Tubercle baalll have been demonstrated m the pasinc fusce especually of
children with erythema nodosum *-2-2% and also in the urme (Ramel after
Mihan and Brodier™) To these findings applies what has been mid of the
etiologic value of the bacillemia.
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ERTTIEMA NODUSUM 205

While the prognosms of the dermatosis itself s good serere and even fatal
uberculasis hay in 2 minodty of the cares been seen (27 per cent,™ 17 per cent,™
14 per cent™) to follow erythema nodosum

Tuberculoos menlngitss,™ € miliary tubercnlosis and flocrd puimonary
phthms™ have been reported ocramonally The most expenenced observers
agree that cvery case of erythema nodosum should be watched until the retum
of normal temperature and normal sedimentation rate

The Scandinavian writers have often emphatized the public health aspect
of erythema nodosum %% They regard erythema nodosum espedially
1 school children as an indicator of an open source of tuberculosia m the
surroundings A school mate ™ a family member or a coworker has time and
agaln been found to spread tobercle badilll which may account for the tuber
cutous infection by which erythema nodosum seems to be caused  After ery
thema nodosum children should remain in bed for severn! weeks and shoukd be
kept fro  school until all danger of acute tuberculos:s can be safely disregarded ©

Small eprdemmcs of erythemn nodosum in hospital wards boarding schools
and farmiles™ have been observed several imes ond the source of the tuberculoos
infection has often been found ™ =7

After the remarkable evidence which has been produced parteularly by
the Scandinavian authors 1t muat be accepted that a varymg and often large

poctron of the erylhema nodosum eruptions 1 due to tuberculosis in the early
stages particularly in joveniles at the time of the development of sk allergy =
‘The allergic pathogenesss finds fresh support 1n the paralledl and more dear-cut
cases of erytherna nodosum in coccidioidomycoms (nhich wee) Here the condsdons
are lem complicated because most of the patients have never been wnfected
and do not come {rom infected surroundings.  In cocerd oidomy cosis the ery
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206 DERMATOSES WITTL CLAIMED TUBERCULOUS XTIOLOGY

thema nodosum appears after the pnmary lung infection has produced altergy

The term  autogenous tubercutn reaction % well expresses the pathogenchic
theory  Some authors call erythema nodosum the exanthem of tuberculoes.
‘This, too regards the eruption In the light of the general obenution that the
beginnmng of the sccondary phase of an infectious disease 13 often marked by an
exanthem. The histologric findings sometimes shon tuberculoid structure bat
more often nonspecific inflammation especially around the veins. The lack of
eoeinophiles 1 an argument against an allermie pathogenewms.®™  The scaraty
or the lack of tubercle bacilli in the lesions cannot be used as an argument against
a tuberculous etiology since 1t may be explained by the satrong defense which
has developed and for which the pomtive tuberculm tests are proof  \While
especiallv In children and 1n cooler cimates the important part which tuberculoas
plays seems certnin it needs to be emphanzed that erythema nodowum has been
seen 10 a great number of other infections ¥ e g ulcus molle *7 ymphogranuloma
inguinalke Bocck s sarcord  cocadiosdomycoss, tnchophytosls ulcus vulvae
acutum (Popoff 1938 after Pautrier®®) (Samek and Fiacher after Poutrser and
Woringer*®) syphiln leprosv measkes ond rheumatic fever as well as a drug
eruption and bnally without any apparent cause  The know ledge of the varied
etiology of erythema nodosum mvalidates an argument against a purely tuber

culous etiology namely the cases which are pumerous in some semes m which
by no method even by autopsm in some wmstances coukd tuberculous mfection
be found.**

The ranations in the annlyees are remarkable Poppel and \lelamed*®
found 10 a New York series oaly 4 out of 88 cares assocuted with tuberculosis,
Ramel*" believes that tdiopathic erythema nodosum ls alwavs, in the child
as well as in the adult the cutaneous manifestation of a tuberculous bacillemia
Tt seems beet to regard erythema nodosum as a drarcal rather than an etiologreal
entity however the important role of tuberculomns especually in children cannot
he denred

Erythema evudativam multifornie has been suggested to be caused by
hematogencus tuberculous infection 4 *  Engluh investigators®® 7 were un
able to duplicate the guinea pug imoculations. The idea cannot be conmdered
established except pomubly for some cases of the Landouzy type of tuberculous
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ERYTHEMA NODOSUM 207

baciliemia. % Erythema multiforme and other exanthematic erythemas have
beert seeq In zssocation with erythema nodosum (Debré after Millkan and
Brodier™)

Fig 1 3 —Severe, paniy balloos erythems rundativans maltiforme whh typical erythrne nodomm ca
Uhe lepu  Toositith erwts polarthrits  Recurren  (1acks in sprimg.

Initial Exanthems.—In infantile tuberculosrs ephemeral and inconspicurous
mocbilliform roseolar ortxnnal or erythema mo{tforme-like exanthems on the
arms and kegs ha ¢ been obsenved occaswaally by some authors and quite
frequently by others. They may appear at the transition of the pre-allermic
into the allergic phase of pulmonary tuberculosis W% ;& about two months
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208 DERMATOSES WITH CLAIMECD TUBERCULOUS ETIOLOGY

after the infection  These exanthems being connected with the early allergic
phases have been seen mostly n children  They are explained akmg the same
hnea as erythema nodosum

- —_—e e

Fig 114 ~Erythema exodit! am mutiforme  (Cowrtray Dr 31 Jrower)

Lichen nitidus™ consists of pinhead sized glosey light colored superircial
papules which most often occur on the penile skin. The lestons develop slowly
and without any characteristic changes. They may stay for years. The micro-
scopic prcture 1 that of an almost too typrcal tubercle just below the epidermis
with many Langhans cells and little necross.  In a number of cases colnodence
with pulmonary or cutancous tuberculosss has been observed * but the tuber
culous nature of the dermatosts 16 still controversial

Granuloma ann lare (Radcliffe ( rocker) is charactenzed by hard yeliow
white almost flat papules arranged 1n comn-sired or larger nngs most often on
the dorst of the hands  arely on the arms or elsew here on the body  The couree
o slow and may become arrested at any stage  There are no comphaitions
or other changes than pontaneou regression sometimes after many yeirs
The microscopic prcture hew o deep-seated granuloma with central necroels
rarely * with a marked tubercuk id tructure ®*

Pialus P {eter ¢ine meme Lootchenformiee 1avteraption  Licken ) kime Arch ( Dersat
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} Jadassohn® and iater bis pupils (Martenstein and hooll™) were unpreseed
by the frequently negatiye tuberculin reactions in granuloma avavkre 0 spite
of many facts which pointed toward & connection with tubaoulosis.  They felt
that granwoma annulare shoudd be grouped with other  pomthve anerpie
tuberculous conditions especally Boecks sarcoid  Alichael™ reviewed 86
cases {rom the hieratuce and found & definitely lower perrentage of positive
reactwons than u found i the populadon at large  Tubercle bacill have maly
exceedingly wekdom been found In the lesons # the guinea g moculations
bemng yost ms unsuccemiol ar the microscopic cxaminations  Combinations
with pulmonary and other tuberculosis has heen seen only i 16 to 20 per cont. ™
Tubercuhn has had n healing effect In o number of crees and has occamonally
provoked ksona®  The strongest argument aganst 3 tubercufous etwlogy 1
fusnsshed By o number of casen v early culkdhood without tubercutoms and
with negative tuberculin reactrone. ™ ®  Granuloma annulare s probably a
clinical reactron common to different agents of which the tubercie baciflus ix
only one  Some authors beheve in @ toxic etiology ™

Doeck ¢ Sarcold (Benign Miliary Lapold)

Boeck ¢ sarcoid 18 o rare avstemic diwase involving predomuncatly the
skan the lungs, ond the booes

The troublke usally starts wnsidionsly and takes an extremely chrosue and
anusnally bemgn course  The onginal deseniption of Boeck distnguuhed three
types characterized by small dowesunated cutaneows nodubes or papules by
larger and move grouped nodes, and by diffuse somenmes very extenmve in
filtrated plagues  With the greater number of cuses published tranetional
and other varieties hiave become known and cases withont slan involversent
have been r d It m new bel ddmttbclkinpnnmpamonjym
about half of the cases (Vosbein and Bonoevre after Lestnersw)

The chmea) feature which connects the nodomties of varping mre and
shape o the duscoprc appesrance of smail yellowish spots which resemble lupus
lexions hut 2re unalier and less tansparent These  tuposd  spots, Whach are
respe n thle for the name bengn milnry lupowd may coalesce 1nto farger areqs
The smail nodules a ¢ usually aanmerous grang the impresason of an exanthem
white the large nodules occur w smaller numbers  The lesloas which are present
smuluneandy are novanou  tages of development  In some the akin may
#6ill be of normal color while i others defimte lupord red o brownisy decolora
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210 DERMATOSES WITH CLAIMED TUBERCULOUS ETIOLOGY

Fig 113 —Borck surcoid  Ring-staped bewiom hh  tropiic cemter  Courtesy Divisdon of Drrraa.
tolowy  Department of Medieise U frerety of Chicaro )
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oo Courtesy i bion of Drrma-
Departien of \irdk ipe, Laiveratty of Chirago )

Fig. 116 —Dork  smrrold  Lapold ppeamance oher law
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tion bas already developed  On the face such matore effiorescences are oftes
biulsh red with & yellow border @ ®  (ther nodules may be regressing deavmg
a depressed atrophic scaly scar in the center while the peniphery i still actre
red o beown sometines telangwectatic, and infiltrated.  Such ring-shaped or
crremante figures sorrounding 2 ton senr are particulorly chamcterisue oo the
forchead and other parts of the face Cther types! though fess common

mites are the shoulders xad the extensor sucfaces of the arms accabonally the
hands and feet where the nng form is usmaily s marked beczuse the center
s more apt to sty plgmented.  The scalp may also become affected  Uleera

tron does not oceur

The lamgs are frequently affected in Boeck & sarcond ™ 90 5% The y5ovnd
jewdons int the lunys are smafl and dosemuated monby over the middie and brwer
party. A diffuse fibrosis with etringy rather dense shadews radiating from the
fiilus toward the periphery ™ u often notcenble A dgnosls of Boeck 5 sarcort
based on the fung picture alone s hardly powsible.  1n cases without skm ks
» diagnoms of milrry ar fihrotie tubercufosis of caranomatons oc of ke epeatc
changes »ilt probubly be dered A ch ristie of e pul 3 chasye
1s the ch onic course and the Abeotic teadency nhxdxutbeamhg)a{u,em
of the skip femony, ln;phco(mdemrmdmddcmedmngug(u.,mvw
syptoms are aauatly onty shght,

This w also troe of the dome wvalvement ** hrkm”h;n&'mmg
waven of Boeck s saroold aver many yexrs  He and meny other autlry !auz
the small bones cypecially the termunci phalanges, most MDDl afectat
Sarcoid paronvehia may precede the bone dease. ™ The courm g5 o
and complete regreson of leoons could be demonstrated  The Sensony a7 :‘:
round embole foct of granulaton tamre w bich replace the bone angd [T ple
like X ray potwre  Pathological f acty s ocrur occrsonatly g g ;m
heavily affected the su rounding soft tames may become nollen il
the pleture of dactylitrs or wmna ventose  Bane lesions 124 o
dermud omes ocver m about 20 per cent of the casex, 7 smu‘,bvyvf =
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212 DERMATOSES WITTI CLAIMED TUBERCULOUS ETIOLOGY

have been seen in some Instances of lupm vulgans (F koch'®)  The different
appenrnce of tuberculoms of the bones Is emphamzred by Naegeli ¢

Lymphadenopathy v & common feature. The peripheral as well as the vis-
ceral f[ymph nodes especially thoee at the hilus are frequently enlarged  Schau
mann® found specific sarcold tisaue In the tonsils in all of his cases, and there
1 enough autoptic evidence that practically all organs may become the site of
hematogenous metastases ®* Marked monocytosis sometimes as high os
40 per cent 13 @ frequent though not Invanable mgn which Pinner™ believes to
be the hematological manifestntion of a monocytc proliferation which also leads
to the epithelioid grmnubomata

It eeerma that sarcold is relatively frequent in the American Negro

Fix 117 —Boeck’s marcald  (Courtesy Dr 3 Jramer )

The microscopic structure of the lestons 18 better characterired by the term
noncaseating tuberculoss™ than by the mther vogue word sarcoxd  Dense
foar of epithelsond cell tubercles are separuted by areas of connectlve thste.
There 18 no caseatson and Lttle or no lymphocytic infiltmtion surrounding the
kesions 2o that the apt term  naked tubercle has been used  Giant cells may
be found
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According to Pinner tubercle bacilh have been found w the lewons 25
nmes. Thiv w a small percentage but condering the law of Jadsssohn and
Lewandowsky the scarcity of microorganiwns tust be expected m tuberculokd
structures and cannot be mierpreted agamnst the etology in queation  The
fact that m & considerable number of watancea tubercle bacillk have been demon

ua Dorck mrrwid  wmrteey Dr 3 Jessmer

strat-d nothe bewon ¢ u good arkusient for the tuberculous trdomy of Bosck w
wrcond Ry e ™ duswed that dunng th fiesc day of  crop of typread Boeck »
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214 DERMATOSES WITH CLAIMED TUBRRCULOUS ETIOLOGY

On the thirty-sixth day the typical sarcord structure with epithelioid cell tuber
cles and giant cells was fully developed but no bacilh could be found  In the
early stages the blood too contamned tubercle baall¥ (see also Leltner )

The tuberculin reaction 18 negative often even to 1 mg of tuberculin or
oaly slightly positive in the grent majoaty of the cuses. This amergy is much
too frequent to be explained by freedom of tuberculoms infectson Negative
tuberculin reactions have even been found in cases of Boech o sarcoxd with frank
tuberculoss. ™ ™ 837 Zieler ™ however observed that the tuberculin reaction
which had been negative i e case of lupus pernio became positive with the

Fig 119 ~Borch  mreodd  (Conrttey Dr 31 Jesmner)

outbreak of pulmonary tuberculosis. Lupus pernro fs closely refated to Boeck s
mrcord  Pinner™ cnll anergy an essental feature of the deease  Reactivity
inhibiting substances 1 the serum so-called anticutins could be demonstrated in
four out of eleven patients with sarcoldoms which Is dess often than anergy ™
but probably more frequent than 1n normal or tubercukous patients In several
animals eg rats dogs cats foxes and horsea tuberculosis takes much more
often than o man a marcod like course with epitheliold cell tubercles absence

TMtrtemsiel 1l Kariod Horek xad Lapos prosie Arch { Dersat Amlnmm!
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of caseation anergy and anticuting in the serum.  This fact furnishes a paraflel
which can also be used in favor of a tuberenlous characier of Boeck s sarcmd
Finally combinaten with and transition into frank tuberculosss has frequently
been observed. St Epstein™ found progressive pulmonary tubercutoss in about
12 per cent and bess active forme i & sill higher percentage ™ sometimes with
dmappearance of the sarcord lewons  Appearance of the first lesion at the site
of traTma ™+t does not necesanly mean ectogenous infection ance the trauma
may ower the kocal resotance and atirect the bactena from the bloodstream
In this connection it may be mentioned that subcutaneous Injections of many

Fiy 130 —Borck sureokd  (Cowrtesy Dr Melamed )

substances especlally ofls may cause reacthe changes of great similar
sarcold.  The majority of the authors now seem m(uvnrntu.bernulomeu:)l'ogl;
of Boeck s sarcoid  while dusenting writers, amoag them Kissmeyer ® sho has
wide expenence with this rather rare discase hold that the dmorder w o apecific
nosological and etiological entity Rmmeyert® bases his opinion oa the too
rare and m ks opnfon not alwayw valid finduwigs of acd-fast badlli on the
T Roochres F Sarrold amd Tubecalose—Case Wi Attapry Arch Dermat & Byph 48
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benign course on a refatation of J Jadassohn s theory of postive anergy and
other reasons * Some wniters believe that the disease has the characteristics
of a chronic bacillary granuloma with features relating 1t to tuberculoms syphilis
and zlso to leprosy #™ %4 yhile Rabello Jr * thinks that tubercukosis, leprosy
and perhaps still another dmsease may produce Boecks sarcoid  Arsenic has
a distinct therapeutic influence  Thus fact has been used as an argument agalnst
the tuberculous etiology

Lupus Pernlo.—Lupus pernio 1s closely related to Boeck s sarcord ™1 ¥
It manifests Itaelf as fll-defined cyanotic, cutaneous and subcutaneous nonulcern
tive plaques most frequently found on the nose and cheeks with marked sym
metnic tendency On glass pressure lupus-like spots can be demonstrated
This rare and chronic disorder affects mestly adults and 18 combined with bone
alterntions which resemble those found in Boeck s sarcoid Histology and
marked positive anergy to tuberculin are further links to that disease and thus
to tuberculosts 3 T4 W-aTT.0m

Erythrodermix Exfoliativa (Pityriasis Rubra of Hebra)—Unversal red
ness Infiltration and scaling accompansed by lymphadenopathy may be a phaee
i many d eg leuk arsenic pol peoriasis ecrema and many
others. Jadassohn %7 1n an analyss of 18 cases revealed that in at least eght
pulmonary and other forms of active tubercnlosls were present.  Since then many
such cases have been described ™

Purpura Hemorrhagica —The whole syndrome of hersorrhagic purpura,
even purpura fulminans (Gaede et al *®) may be produced by tuberculous
mnfection  Milary tuberculoms of the apleen scerns to be expecially predisposing
particularly in children ™ ®  Cases with a fulminating course of less than one
day have been obeerved The number of cases of mild and severe purpura
occurning in many types of viscernl tuberculosis fs considernble so that coind
dence 13 unlikely Some purpuric spots could be shown to possess tubercular
structure ™ This corresponds to experiences with other purpunic Infectious
efflorescences e the nckettsoses and bacterial menwgites.  An old repost of
a finding of tubercle baailli i purpunc skin lesions (Beirsemde and River 1906
after \ olk*™) does not seem to have been confirmed maore recently
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Scrofulosls (Serofula) —Scrofuloss 13 a syndrome of nontuberculous in
flammatory alterations 1 a child wth tubercutosla predominantly of the lym
phatic nodes of the neck and of the bones.™™  The characterstic combination
of swollen or abscessed submaxiltary or cervical lymph nodes, eczema especully

Fic 1) Erythrderma phrtisia rsbea)  (Comrtrsy Dr 3 Jemmer)

around the mouth blepharitis phivetenvles conjunctivitls o
rhinitis used to be a most common sight 10 the pedatric cun,
Scrofulos 18 today rare in America™ and has also dccrtncdmm"
Land: ¢ bebeves that scrofula 1 an infectson with the bovine type of u:“’“”’“
taclhes. He explain  the disappearance of scrofuls with the g tubercle
milk. The tubercul n reactrons i scrofulous children are m’;"ud‘; of

% 1 n Tuberculets —Human inlections with toberculogs of paitive.
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semblance to all known types of buman tuberculosis but do not quite fit Into the
familinr plctures Thus aphthous nnd septicemic, sarcoid gummatous and
ulcerative forms have been descibed % wi-sa

The dlagnoss will rest on the chicken expenment the pomtive nvian tuber
culin test and the bactenological culture  The casesseem toberate However
the dlagnosis is Important since speafic tuberzulin treatment has been effective In
the cure of such patients (Lwenstein and Joannovic quoted by Urbach®)

Lupus Erythematosus Chronlcus

The term Jupus erythematosus (érythemateux) wns coined in 1851 by
Cazenave In a clear differentiation from other forms of lupus as many destructive
dermatoses were called  Carenave (after the French text given by Paul Rich

e . d

]

ot
Ty

Fix 173 —Lapus erythematosas discoides

ter®") describes this form of lupus as one which destroys superfically and which
does not develop tubercies (which 1n Cazenave s time meant uleernting nodules)
The relationship of the disease which we now call lupus vulgans to tuberculols
was then of courve not yet understood becaure our present conception of tuber
culous which 1 based on the presence of the tubercle bacillus or jts derivatives
did not yet exist  In 1883 Robert hoch demonatrated by culture and animal
experiment the tuberele Iacillus 1n lupus vulgaris. After hoch the term lupus
became definitely associated with tuberculoss  Despite the fact that hoch dealt
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with lupus vulgarts only his work had the effect of sumulating research to
prove the hypothesits of a tuberculoas nature of lupus erythematosus also

The French dermatologiis under Besnler s Influence generally adopted
the tuberculous enology of lipus erythematosus while the mayonty of the
German authors concerned with the queston rejected this theary for a long ume.
Later o0 the Germans gradually and very reluctantly became more mclined to
ackrow ledge the fmportance of tuberculoss in the etlology of lupua erythematosua.

Flx 172 - Lapus erythenmlems chroncrs

In the e lons of lupus erythematosus the (wbercls dactlixs has rurely been
demonstrated with the Ziehl-Neelsen stain ™ % [n smveral instances acd fast
bacilli closely resembling the tubercle bacillus have been found in the sediment
from tissues destroved w th antiformin. The etwological significance of these
find ngs must be considered doubtful because such para  tubercle baglll have
Leen found in many media and the antiformin method does not permit the difier
entintson of bacilli ongfnating from the surface from those from the depth.
In spite of negative control tests in normal skin™* these antiformin findings have
not been acknowledged as an etiologic prool ™= =

As far back as 1906 Gougerot succeeded in demonstrating the presence of the

tubercle bacillas in the keswons of lupus erythematosos by means of an mal inocy
lation  These findings have been confrmed meveral times™ * though a great
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sembfance to all known types of human tuberculosis but do not quite fit into the
familiar plctures  Thus aphthous and septicemic sarcoxd gummatous and
ulcerntive forms have been described W 334

The diagnosws will rest on the chicken expeniment the positive avian tuber
cubin test and the bacteriological culture  The casesseem tobe rare However
the dagnoms 18 important sunce specific tuberculin trentment has been effective in
the cure of such patients (Lowenstein and Joannovic quoted by Urbach®™)

Lupus Erythematosus Chronlcus

The term lupus erythematosus (érythemateuy) wns cowred In 1851 by
Cazenave 1n a clear differentiation from other forms of lupus s many destructive
dermatoses were called  Carenave (after the French text glven by Paul Rich

P r——
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¥is 172 —Lapes erythamatoscs discokdes

1er™1) descnibes this form of fapus as one which destroys superfichally and which
does not de elop tubercles (which in Carenave s time meant uleerating nodules)
The relationship of the disense which we now call lupus vitlgans to tuberculoss
was then of course not yet understood becatse our present conception of tuber
cnloss which 13 based on the presence of the tubercle hacillus or 1ts denvatives
did not yet exust  In 1884 Robert hoch demoastrated by eulture and animal
experiment the tubercle bacillus :n lupus vulgans. After Koch the term lupus
became defimitely amociated with tuberculosds  Deapate the fact that Koch dealt
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observations carry as littke werght in the discumion of the tuberculous etrology of
lupus erythematosus as the succemful treatment with tubercubn  One should
also remember that nonspeafic focal reactrons have been seen after injections
of many substances, e.g gold mik and other foreign proteins sulphur etc.

It 1s Important In the disceession of the tuberculous origin of hupus erythema
tosus to consider whether or not this condition I8 more freguently found su tubercs
loxs tham 18 montubsrewons individuals  The opinions oa thia are extremely contra
dictory Goeckerman® denres that lupus erythemstosus 1x substantially more
frequently associated with tuberculoss (36 per cent) than other dermatoees
(32 per cent)  The number of authors who believe that hupus erythematosus v e
disenre of persons with tuberculosis especilly pulmoosry and glendular 1
large Ehrmann and Falkenstein® clam that toberculosis could be demon
strated in about 50 per cent of the acute caxes of lupus erythematosus 1n about
80 per cent of the chronic cases of lupus erythematosus with acute exacerbation
and In 98 per cent of chronic tupus erythematosus.  Oro ™! figures run mmitarly
high Pautrer and Schaaff® gi e 72 per cent  The most recent survey s
that of St Epstein ® who examined 200 cuses of lupus ervthematosus 1n
7 1 per cent of which active tubercubosis of the lungs coald be demonstrated by
X my Thie s much less than in cutaneous tuberculosws (16 1 per cent) but much
hrgher than 1n the controls (3 7 per cent) which were taken of the syphilinc pa
tients in the hoapital

On the other hand 10 a great number of cases it has been 1mpossible to
peoduce any evidence of tuberculosds either dunng life or post martem Of
course the value of such negative findings 3 always im ted because small foct
can easlly be o erlooked The complement fixation tests with the antigens of
Bearedkn  Calmette Ponndorf and others did not corroborate the tuberculous
ongin of lupus erythematosus.™  Combimation wih skin Ixbercxlonts such as
lupus vulgarls scrofuloderma ex the so-called tuberculids has quite often been
reported  Lewandowsky ™ wrote mn 1916 that the reports about the combina
tion of lupus erythematosus and tuberculids had lately become too numerowy
to be esplined by cownadence  Since then there reports have multiptied
Practrcally every tvpe of skin tuberculosi has been seen In combinatson with
lupus erythematosus. Lupas erythematosus as well as slun tuberculoss being
tare drseascs, the number of reported combnnations seem to exceed by far the
tote of pure comcdence U bach™ saw lesons of lupus erythematosus the
dugnosis of which he secured by hitological exammatson develop in the neigh
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bochood of a tuberculous fistula.  Stithmer*? saw true lupas nodules 1n the scar
of lupus erythematosus, The ranty of such cbeervations in Amenca may be ex
plained by the fact that cuses of elin tuberculosis are only about one-tenth as
frequent In North Amenca as they are in Central Europe. As mentioned
before lupus erythematosus 18 about ns common in Amene 28 1t Is In Europe
Ths lack of parallelism seems to indicate that lupus erythematoeus, in spite of
many relatrons to tuberculosis s governed by another law than true tuberculoss
of the skin

Without goeng 1nto detail it may be mentioned that evidence of dmilar char
acter as that 1n favor of a tuberculous etwlogy has been produced in support of
other bacterin syphilis mechanical trauma cold light and other agents.

Thus 1n spite of the great efforts which have been made the role of tuber
culosls 1n the etiology of lupus erythematosus chronicus remasus controeersial

Lupus Erythematosus Acutus

The most important systemic relationship of fupus erythematosus exists
10 the rare cases In which the dermatoms either starts with an acute dissernination
or where an apparently chronie lupus erythematosus changes its character and
becomes acuie (Lupus ervihemalosus acutus and Inpus erythematosns chrowicus
cum exacerbatione acuit)

Transitional cates betneen all types of lupus erythematosus have been dem
onstrated  They prove the close relationship of the varous types.

The acute form of lupus erythemutosus eeerms to occur in afl ages but the
majonty of the patients are thoee in the third and fourth decade

The sex distnbution of the acute forms has the ratio of three females to
one male Ths ratso 18 based on a review of 100 cazes published in the lart
twenty years

Many factors can change the character of chromic lupus erythematosus into
the acute form  Known to have provoked acute lupus erythematosus are ex
postre to sun and to strong artificaal hght™*=*2 bee stings applied for the treat
ment of arthntis ® mosquito bites gold therapy trivial infectrons like otitis
media®* or such following tooth extraction ™ Iymphangitis * polyarthntis™
and physical and mental strain " In many cases however the disease appar
ently begins without any such factors.
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Fig 120 —Lapes erytbematomes soutas

(Cotrtray Dr 11 Jemmsr)
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The onset may be sudden with chills high temperature and all the symptoms
of an acute infectsion However there are cases starting with relatively mild
attacks of ekin eruptions even without fever  Excesmive fatigue s an outstand
ing complaint.

The most constant early cutaneous lesion 1s the appearance of sharply out
lined red patches on the face These erythemas are often arranged In butterfly
or bat shape coverning the nose and the malar promunences the ears especially
the upper parts of the helix the chin and the neck.  Hese the erythema ia often
limited to the lower antenor part the nech ¥ which partrcutacly in women
is exposed to the light. The erythema is often but not always edematous or
vesiculous especially in severe cases. The rash can mmulate erympelas but the
symmetry the development from a number of small individual erythematous
lesions the comparative stability and the course will soon differentiate the two
In the edema the follicles appear more open crenting an crange-pee! like turface

IS AP

P LA Lopes erytbematews, acute diwemination afier fre proloasrd expomre  sun | spring
Scalp brwiom ith Tom of balr and &1 opem follickey

The » multaneous appearance of lemons of the scalp and fingers 1s very charac
ten tic  The so-called erythema perstans of the face may remain throughout the
whole course of the disease It may disappear and recur  The erythernatous
eruptions may spread over large areas even over the whole body surface.  Exuda
tive features like vescles blisters and crusts sometimes create an eczematous
impetiginous or even pemphigord appearance  Hemorrhagic kesions mostly of
small size have often been obeerved

In some cases the skin kwions have a maore exanthem like appearance de-
scribed @ a roseola or as a morbilliform msh  Often the skin lesions appear
in crops which fade or heal and recur often after mtervals of indefinite kength
It 13 a definite characterustic of the dermatosis to  center” about the nose and
neck. Here the lemons are redder more deeply mfiltrated more constanth
observed and healing with atrophy | moee frequent than in other mtes
More of kv acute wal and tonwllir infection are not uncommon
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{n acute lupus erythematosus the cutaneous eruption ls mot the most 1m
portant part of the picture. It is the syndrome of a severe systemic infection or
tode reaction which determunes the picture and the course.  Contmuous high
fever is an almost regular symptom  General malalse and Inter on prostration
and exhaostion are frequent.

g 117

T 157 — Lapus erythemstons sruter  (Fn bw of Dr  Rosewthal
Fi 13 Lups eythematesms acwine  Dvtall of face X0l open follictes  Pathent of Dr 8
Hows ml)

Vi 135 Lapes mryihemsiovs sratew  Effavhes capiBoram diring pretenerd frocde diecass  (Pat
Wx of DT A Kosrmthal )

Lympkadenitis  rthrihis and more often arthralgin without true arthritis
are other septic symptoms. The joint pains {requently accompany the acute
ewcerbations.  The spleen is often enlarged.
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Nephritis often with a high albumin content of the urine Is one of the
most constant and often early complications. Retinitls albominurica has been
scen pevern! times.  Jemaloporpkyrix In the urine 18 a irequent finding in acute
lupus erythematosus especlally in the severe cases. The photosensitimng effect
of hematoporphynin is well established ® Colttss and enteritis often not only
cause diarrhea but severe abdominal pam which has caused unneceseary ap-
pendectomres In several instances.™ Exdocarduts myocarditts and broxcho-
puewmonic are common and together with renzl failore frequently the immediate
cause of death

Fx 130 Lapwa erytbeomtemy acwt N0t ermter” fre<hin meck \ wea,  Cosriqy D3
Jewmer )

The Wood cxlixres done 1n 2 great number of cases of acute lupus erythe-
matosus have umally been negative  Occamonally streptococes were found™
= # and very rarely staphylococas and bacterium coll  These and some other
fintings probably are termimal or inaidental The lasgely negative blood cultuses
wmdicate toxemua rather than bacteremun

Leukocytos:s of 15 20 000 or more has been obeerved severnl tinies but it is
the exception  VMuch mor {requently the mhtte coxwt 15 low even as extremely
low as 800 It has been emphanred™ that even complications like pneumonia
pleurisy nephntm and endocarditrs faiked to rare the kow white count. The
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granulocytes are the elements which suffer most while the lymphocytes prove
to be more resistant so that a relative lymphocytosis may result.  Aneosmophilia
1« another frequent and unfavorable occurrence The reappearance of the eosno-
phikes often accompanies improvement and remistons.  Purpurc spots pete-
chin! showers and thrombocytopenia are recognized features of the syndrome ¥
\Vendt emphasires that his patients with leakopenia thrombopenia and purpurn
had not recerved gold trentment, which cn cause mmilar lesions.

Secondary anema Ia frequent.  The sedimentation rate fa often increased.

Py 131 Treechia {n [opay eryUsrontenom acatos

Acute lupus erythematosus i a very dangervus disease 10 both its forms
though the acute exacerbxition of a pre-eaisting chronic discod lupas erythe-
matosas has a better chance to heal or to return to the chronic stage than bave
the pnmariy acute cases.®™ Out of 100 cases publshed from 1920 to IO
at least 76 ended fatnlly  Recovery bong rare only o few cases of the tramaition

of true acate lupus erythematosus into the chronic dwscold form have been
observed ™

‘The gross pathalogic findings conust of a vanety of septic, renal pul
and | er changes splenic infarcts and muscular and vabvolar heart lesfons. ™

In 111 autopsies 1n acute lupus erythematosus (Gawnlovska™) tuberculons
was the sole find ng 1n somewhat more than 50 per cent. In less than 50 per
cent there were no traces of tuberculoss, but ustally another bacterml mfection
way preseat  Other experwences were mmilar
Ann iR Diase
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It 13 likely that the twenty cases of erythema with visceral lesions described
by Wilkam Ogler*™ in 1904 included cases of lupus erythematosus acutus. The
outstanding lesons were purpurn erythema cohc nephntw and arthrits
There 18 little chinical or post mortem evidence of endocardits

The Libman-Sacks syndrome®  consats of o peculiar verrncous endocar
ditis differiug from that in rheumatic fever mamly by the absence of Aschoff
bodies. The patients are mostly young females  Six out of eleven had lupus
erythematosus three moce oaly erythema. Purpurle symptomms were common
Leukoperua and thrombocytopena oocurred  Pericarditls arthritis and nephritis
were found in almost every case

It bas been polnted out that all the symptoms of lupus erythematosus acutus
are rather flactuating It 18 lkely though not yet certam that the Osler™
erythema group and the Libman Sacks®* syndrome and acute lupus erythema
tosus form an entity which often but not always develops typical dermadromes
The fundamental and common pathology of the group can possibly be seen in the
widespread vascular lesions of the finer ramificntons described by Baechr Klem
perer and Schifin * Theae lexons conalsting in capillary dilation endothella!
peolferntion a pecuhar hyaline degeneration thrombosis and extravasation were
found 1n all viscera In about 25 per cent of the cases but they were most frequent
in the sk and 1n the lndneys. Glomerular changes of this kind make the thick
ened capillary wall appear nigid  as f made of heavy wire.  These ‘wire loop
lestons which were present in more than 50 per cent of the cases and which have
been often confirmed™ ™ ™ gre very striking The authors emphasize that
they have not seen them 1n any other human disease except perhaps In ectampaia
Similar lesions were found 1n horses which had been immunized by frequently
repented intravenoms injections of hive bacterla especlally of the pneumococcus-
streptococcus group

More recently™ a new conception based on observations of phvskcochermical
alterations 1n the fibers and ground substance of the connective tissue has been

developed
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LEPROSY*

History

Lepcosy has been known n the near and far Orient from time immemaorial
The Bible 1 replete with mentionungs and ruthless laws of quarantine dealing
with o disenes called ramnath Uterally unclesnliness or contermnation in the
Hebrew: origmal and translated by the sages of the Septuaginta wath the Greek
word lepa.  Though there is still some doubt about the identity of zaraath
and leprosy the majotity of the medical archeologists believe m 1t.  From the
stern biblical law stems the general fear and the cruel treatment of the lepeny
throughout the Chrlstian era almost up to our hmes  The numerous kepers of
medieval Europe were completely outlamed and excluded from alt relavons with
their fellon men  They Lived us beggars, compelled to announce their approach
and presence by loud ratties bells or horns and to take the alms, oa which they
exuted In bags on a long stick. It m a great merit of the Christan church
to have tred to ease the fate of the kepers in many ways especially by the [ounda
tiwo of many leprosara throughout the western workl. ™

‘The modern history of keprosy starts with the discovery of the leprosy bacillus
by Armauer Hansen (1873) an accomplshment to which Albert Nefwer coo
tributed In many ways.

Geography —At present the number of lepers 1o the wodd amotnts to
about 3 muillon  {Vhile the majonty of them hve in the three main centers of
Eastern Asha Indin and Africa smalker endemic fod exmt in many other countres
mainly the troplas but also io the United States the Mediterranean Norway
the Baltic and Ruseia.  Occamonal cuses appear in the grent centers of ynmigr
tion and world trafic  In the Un ted States the dmcase has probably been in
troduced by Negro slives and other immigrants. A smalt epsdemic of about one
hundred coses wus discovered amoag the Scandinavian immugrants in Minnesots
Leprosy 15 now to a refatrvely small extent endemic along the gulf coast, About
four hundred lepers many of them Jorelgn boen live in the modern Natkona)
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Leprosarium in Carville Loumana 8 Great numbets of lepers live in the
Phibppines and in Hawan where under American admumstration important
sclentific observations have been made The leper wland of Culion in the
Philippines and the Kalihi hospital of the United States Public Health Service
in Honolulu have 1 many ways become model mstitutions Some authors
think that leprosy exsted in Amenca before the voyage of Columbus.

Etiology Contagion —Leprosy Is caused by the Hansen Newsser baalles,
an acid fast rod which in many ways 1s related to the tubercle bacilles. It stamns
best with the Ziehl Neelsen method but 1t # a httke stouter and strarghter
more angular if bent and usnally more numerous and more apt to form bundles
than the tubercle baallus

Culture as well as progressive infection of animals, has not yet been accom
plshed 1n an entirely sansfactory and corroborated wny  Though this has
hampered eluadabon of many phenomena the etwlogic roke of the Haneen
Netseer bacillus has been sufficently demonstrated by Its conatant presence in
almost all leprous lesons 1n the blood 1n the majority of the organs 1n about
50 per cent of the cases and In all secretions, as well as by ita absence 10 other
diseases and 1n healthy individuals from leprosy free surroundings

Leprosy 18 a modemntely contagious disease The epldemiclogy 1s still
contradictory  Most individuals according to Muwir ** nine out of ten scem
to possess a high degree of restsiance  This 18 demonstrated by many fatanees of
persony who remained healthy in spite of exposure to masmve infection over a
long persod of ame  These were mostly farmily membem who lived together »ith
contaglous lepers  Conjugal leprosy is not common and contagwon by intercourse
occurs rarely  Nurses and physiaans canng for lepers have not very often become
lepers It is hard to decide how much credit must be glven to sanitary measures
and avoiding contact.

True congenital leprosy 18 mre  Rodnguez™ did not find a single care n
871 children born of lepers 1 the Culion colony Many children 1n leprous
surroundings become infected early In Iife but many stay healthy ® Breast
feeding Is not an Important factor in the transmumsion of leprosy from mother to
child ™ Contact with contagious lepers in closa living quarters seems the main
wny of tramsmmsion but even under such eonditlons contagion does mot 1n
vanably occur The author saw a keper covered with tuberous lesions who
lved for 16 years in one room with his famuly all members of which remaned
healthy
Though expertenced leprolognta bebeve that the lepcowy baclllus does not
five long outmde the human body many authors are convinced that the discase
can be carried by insects especally bedbugs and acari and a variety of fomites

*llopiine R ad Famet O Il Receat Treodsof Leprosy tatho L A A JA M A 138 977
"E;m E Importaay o X tond Redwaoes o Leprory T Far East A Trsp et 3 431
Wit £ Leprosy—Resimtance awd Trplag of his Lestors Leprosy Kev 10 211 213 1994
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amoag which bedding plays a major role  Awrborne droplets from coughing and
sneenng may carry the microbes ¥ but the importance of this way of transmuseion
13 controverslal. The infection of the nose with the fingernails » important
Leprosy 15 mostly o disense of the underprivileged classes intmately connected
with dirt poor housmg poor diet and other unsanutary cooditons.

Incubatlon Gerreral Course, Types—The incnbation period is extremely
varlable, the observations ranging from one week to as long as 32 yearm, The
average may be one or a few years  Rodriguez ™ in obeervatrons of children of
lepers fn Culion found it to be three years nine months. The course of the
manifest disease itself Is extremely varrable with regard to seventty of symptoms
type of prevailing lestons arute attacks remiesons complications and final
ontcome. I spite of all vanatioas and transmtions three definite chnkal types

tand ouy

Lepra lepromatasa (tuberous, cutaneous keprosy L type)

Lapra mervosa (anesthetic, neutral Jeprosy N type)

Lspra micta (L plus N type)

Lepra maculosa Is not & type but rather a stage which may be encountered
1 any of the three types. One or the other type s wsually predomurant In an
area e.g neural Jeprosy in China. The general rnle that the neural type b
more comunon fn the tropies and the lepromatous vanety in the temperate
climates has many exceptions.

The Qinleal E pecially Cutaneou Symptoma of Leprosy

The Early Stages. The primary skin kesion 18 & round pink tan copper
colored or whitmh smooth usually mngle macula of about 1 em. which grows
slowly up to se eral cent meters m mze and may remam sttionary over a boag
time The surf ce is glossy and the edge shghtly raised Later when the perd
phery groxs the center appears depressed or even atrophic.  Frequently there
is a deplgmented areola.  Dep more p d {n the coloced slan
v often the most noticeable element.™  Sooner or later mervous signs and symp-
toms in the affected aren start. A period of hyperestbesia or numbness™ may
precede the anesthema  While the sense of temperature is most often the first
to be disturbed after a short time touch and paln and later the smeat secretion
become equally impared The pamary leslon & rarely an abject of medical
attention It » hardly ever seen in the keprosarium In Carville La.  (Personal
communication to the author) The best observations of Inital manifestatrons
were obtaned bv Rodriguez™ among the children of lepers in Calion 1 the
Phippines The pamary kesions may book very tnvial especully in the colored
skin which becomes easlh dep gimented after scratches and banal pyogenic
infection  However the detection of anesthesla estgblishes the dagnosis of
leprovy  Bacllli are not very numerous in the pamary kesious. Rodriguez™
foand that th commonest in tral sites were the buttocks, the cheeks, the poatenor

nd Literal surfaces of the thighs nd the loins  The experiences of other ob-
scrvers are similar % The priman ks0n was never seen on the chest or the
abdomen a frequent shte of kiter keswans.
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The primary sore 1s often found on the maral mucosa  Here it may appear
as an uloer of the antenor septum causing eplatans which Is a well known earhy
symptom  Badilli may usually be found early in the nasal mucus. Mouth and
tonsils are other portals of entry

Some authors believe that leprosy may develop without a primary lesion
In other cases nervous manufestations may be the first signals of the Infection

Since the pnmary lesion Is frequently mconsprcuous and without subjective
symptoms the diagmosis of leprosy 1s wsnally made after sts gemeralszatson which
occurs through the bloodstrenm and the lymphatics.

Fig 132 —Leprosy  Early plqmen «d aad deplacsented maculor  (Comrtesy U 8 Startes Torpl af
Carville La)

The following types of lestons any of which may be noticed first represent
the most characteristic elements of ear/y generalized leprosy

1 Erythemalons maculae of blulsh oc pinkish hue which in ther carly
stages fade on pressure  The red spots start as small round lesions of les than
1 cm in dlameter but they grom multiply coalesce and form gymate patterns.
The later appeanng lesions grow quickly  The individoal leston may dappenr
without any sequelac or may leave the kin pigmented or depigmented  Depin
mented areolae and shift of pigrmentation make them resemble pnmary lesions
especually when greater activity causes mfiltration  The red spots are found on
the face on the ears buttocks, the extensor surfaces of the extremities and some-
times on the back. A fine dusty desquamatron may be reen on the carly ma
culae ™

2. Pigmented maculae which may be primnny or develop from erythematous
macules. At first they book like frechles or chloasma later they mav grow (o
Moo &I Hall Fhipeee Mleal & fery 3t 8 7 1931
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hand sm. Thelr distibuteon 18 that of the red wpots. Sometimes they form
gymate or vuriegated patterns. There i neither Infiltraton nor desqmamation
In their usually extremely chronic course they kead to nervous leprosy

3 Depagmsnted macalas (\White epots) which have no ar only shghtly in
filtrated edges. They are not completely devold of plgment but relatively light,

espectally 1 the colored skan  The earzest white spots are perifollicutar with
ight follicnlar kerntoses They are 1 to 10 cmL in diameter sometimes nu
merous andarrangedin large network like patterns, thus resembling tinea versicélor
or vitlhgo  Vitiligo however has more dutinct borders and the depgmentation
1s more pronounced  Soouer or later anesthesta loes of hair anidrosis and other
symptoms of nervous leprosy become manifest. The leslons may acquire an
mfiltrated achve margan Soreetimes they become the site of vemcles oc bullae.
They may heal with scars.

4 Local smellsngs inflirations and modwles 1n enrly leprosy are often first
notlced on the alae nasl the ear loben the elbows and the kneex. They wsually
develop 1n or close to the red spots and may become large plaques  They may
be few m nomber or abundant. The cutaneous nodules vary from pinhead to
walnut mze. At first the surface s greasy and smooth hter dry and scaly
resembling psonams. They often appear in crops accompanied by fever and
other general symptoms.  They grow fast but their growth may become arrested
in any stoge ond there may be no change for years. New nodules may appear
aronnd the old ones which may heal with a scar  Same nodules or deep pamful
wieers espeaially under unsanitary conditions occur on the exposed arens of the
skin  The ulcers may destroy tendons and muscle and the scars may lead to
sertous contructures and deformties and o strictures of the upper afr passages.

Anesthesia at first only for best and paln later for touch s common in
the nodales. The bacilli are numerous.

5 Blhsers and bullae of all mres may appear on white or red macules
or on the normal skan and may form torpid ukeers  The bluters are rare as early
symptoma,  Early microvescular eruptions which microscopically proved to
be lepra were acen in the Philippines in 16 of 40 children ™7

6  Nercoxs disorders especully disturbances of sensiti Iy may occur
earty ond are ol restricted fo the vindle lestons  Numbness, a keather glove
feeling itching and other paresthesias especally along the extrem tes, may be-
come very annoylng ™ [lyperesthena may make the patients move skowly to
avosd any touch  They may be unable to tar a key becnuse the presaure of the
key againet the fingers causes severe pain  This phenomenon has been called
the mgn of the key by 2 leprous doctor who discovered 1t in himsell

Patn o perewssion of the bones, especally the clavicles the olecranon and
the skull i3 often carly and pronounced  The deep  tructures of the foot may be
very painful on extenwon of the anlle joint.

Amesthesta a most {mportant ngn may develop 1n connection with visible
lemons or independently 1 apparently normal skan  Radriguez™ found Jeprous
anesthesa fickle and  anable and he failed to find  nesthesa in cutaneous kemons
in 16 per cent of the cases. The ke, dorea of the feet forcarma, hands and
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fingers 1n the order named are the most frequent sites of anesthema ™ Frazler®t
emphasres the peculiar dissociation of the elements of senmtbon The per
ception of temperature disappenrs first. Then follows anesthesia for pan and
finally for touch ™ Anesthes:a of the httle finger especially of the left httls
finger has often been mentioned s an early symptom  Early anesthetic areaa
are often found on the ulnar aspects of the forearms and handa and on the latern!
surfaces of the lower legs and feet. The nervous dmorder may appear on all
kinds of macules and trophic ulcers may develop in all anesthetic areas. The
superficial nerves most often the ulnar nerve the peroneal and the aurculana
magnus may early become thickened and palpable. Atrophy of the musculi
Interossel and of the hypothenar eminences are further early nervous symptoms,

7 Amdrosis espeanlly of the finger tips 1 an early symptom and may
precede anesthesta. Some dsturbance of the sweat secretion can be demon
strated 1n 70 per cent of the cases (Degotte after Fellner™t ®4)

8  Duscoloration of the skin The shon often becomes gray or brownish
This 18 especinlly consprcuous in the white race The colored skan has a tendency
to became highter  The skin sometimes takes on a sentke and wrinkled appearance

9 General sympioms  Chills fever anemia nausen weakness muscular
pams, and other general symptoms of bacteremia and tovemu are very common
The fever may be accompanied by profuse sweating durlng which the patient
may notice that parts of his body remain dry

Lepromatous Leprosy —In the lepromatous form the maculae show an
early tendency to become Infiltrated or nodular  Nodules may appear In varying
numbers and mres often on apparently normal skin without any infllmmatory
halo The first stage may look like an acne papule then the lesson becomes firm
shotty rmised and glossy often with small telangiectaman  The coloc = pink
n the early stages later purple brown copper or broare  If regression occurs
the epwderms of the lesions may peel. The lepromas are often warmer to the
touch than the surrounding aren  Hyperesthesia and anesthesa are obeerved
in almost all cases but the time of appearance and the site vary  If cut the
patsent may feel the touch of the knife butno pain  The lestons may coalesce and
form plaques. Such large or small infiltratrons may remain statonary for a long
time and then resume their growth or undergo regression or ulceratron which
may partly by secondary infectron reach a great depth and width especally In
troprcal countries The ulcers may finally heal with scars w hich reflect the dgree
of destruction Al stages—mfiltration  single and coalescent nodules ulcera
tron and scarmng—may be encountered 1 the same patrent at the same time 20
that an e ceedingly multtform picture results  The face fa the maln site of the
nodular changes The forehead the cyebrom regron the no<e the chin the
lobes of the ears and finally the entire face may become involved  The develop-
ment of the kpromas on the face 13 determined by the fibrous and muscular
strictures. The fibrou strands crowd the infiltrates togrether into bulging tumors

®™rpader € X Leproy Ej ad N wnal Oistory JAJM A 333 68 190),
Leprosy — Resew of Ll ersture for 1 19, Dermatologhes 88 136134, 1841
Mpeliner M Leprosy Derma ologies B4 123-124 199
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and divide them by deep creases. Thus the Lion face the facles leowsma of ad
vanced tuberous leprosy results. Patwnts in this stage have an amanng umil
anty It may be difficult to tell from the face, whether the patient is young oc
old men or woman or even % hether he is colored or white smcee the colored skin
olten becomes hghter and the white akin darker The nose becomes swollen
partly by speafic involvement of the nasal mucosa which may lead to complete
destruction of the septum with subsequent collapee of the nose. [t is surprialng
that the wense of smell reaists destructan for a long time. Corresponding
textons appear in the mouth the pharynx and the larynx. There are uffiltrations
ulcerations and scars wrth resultant deformations and strictures The syes
become involved in nine out of ten fully developed cases. Thescalp and Scarpa s
triangle often remain free and the trunk generally is not as heavily involved
an the face. The buttocks are common mtes of large nodular plaques.

Fix 13 —Lrprome oms leprowy  (COATUMY Divisoo of Dermaickgy Departwswnt of Mecdicion
Taiversiay of Cicamo )

1 ohement of the Iymphatics causes elephantiastic changes, especially of
the lower begs with all the complications of the wyndrome such as recurrent
ervupely and fever ulcerations and finally mutilations.  The external genutalia
are commonly affected  E erv internal organ may take part m the procese
though with great arlation In some cases the gastrointestina symptoms
dommate the picture in othery respimtory or urinary complieations domnste.
The on se usually tretches over many years even 2 or 3 decades although
acute cases with enanth eruptions of lepx oa almost the entire skin
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severe prostration of typhoid type and rupid fatnl outcome are known The
chronic course is more or ess often interrupted by acute febrile eprsodes the
lepca reactwons or acwts atiacks which contrast strangely to the otherwise ex
tremely chromc course If the reactions are long and relapeing they may
precipitate the outbreak of lepromas and aggravate the course. Om the other

-3

Fig 131 —Leprom  Lepromatous erwpiton Coartey U A 3lariee losphal. Canvlibe La.)

band however short reactions may exert a healing influsnce  Urticaria perstans-
Tike lesions of comparatively transitory charncter have often been seen to appear
during the lepra reaction  Existing lemons may become edematous erysipelod
or veslcular indicating a emvere focal rewction  Remutting fever arthritic paims
and general swelling and tenderness of the lymph nodes may accompany the
reaction The redimentatson rate 1 increased The lepromin reaction (s
below) ks negative
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Fly 133 —Leprowy papular exsatbem. (Coariesy U 8 Marins Heapiia] Ourvilie La)
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J Jadassohn®® was the first to Interpret the depra reaction as a phenomenon
of allergy to the leprosy bauilus. This opinion is today wadely accepted.™
Between the attacks perods of refative well beng and regresson of the lepromas
may set in making the patents hopeful and belleving that they are en the road
torecovery Thishope s however too often deceptive  Suddenly fever hernlds

Fig 137 —Advanced lepromatous beproay  (Coartesy L B Mariss Hospitad Canviie La)

a new ontbreak, with the appearance of new or the enlargement of old nodules
If the patient hives long enough the healing tendency becomes mare pronounced
and gradual tranmtion wnto atrophy and ecarnng may reach an arrested stafe
which amounts to heal ng  Actual spontaneous and relatively sudden healing
with regression of all kepromas occurs occastonally  In such favorable cases the
baalli dsappear from the nose and after long observation such a patient may be
conndered healed according to our present knowledge  The neurnl form s more
Likely to become rrested than the kepromatous vanety but arrest or healing is
the exception in both types.  Ordmarily the patient 1s condemned to a long period
of increasing suffering The involvement of the air pawsages and the eyes the foss
of vorce the general mduration and mhAltration of the skin the nervous dls-
turbances the pan  the effort cnanected with the slightest movement the
terrific odor diarthea and muny other afflictions among which the mental sul
fering of being an outen t e not the least must make death apper as a sbvation
Puimonary fxbercwloses 1 2 frequent complicition and cause of death 1n ad
\vanced lepromatous feprosy

MParde-Caatele | ad Tao F R Lepraay Correls ow of 1t Clinial Tatbologie Tmewe-
sotoric aad Nartericiogtc Arperts. J A X A 121 138¢118e 1963
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N 1 rosy —Lepem nervosy peneraily takes on & etill more chronic
councet‘lxn: t}mfpt\ﬁx:rwsform Cases of 60 years duration are on record and
Jong perods of apparent arrest may occur

Fever and other general peodromes berald the cutaneous eruptions more
frequently than In tuberous leprosy

P I8 \ewrwl bprowy | ownite DX fvom of par o Metictne Unhortly
of Cdengs )

fn the ex 1y stoges the appearance of all three types of maculne the red
spots the pgrnented spot and the nhite spots dominates the pecture with a
shwence of infil ond noduks. The dstributon s osually

fairly symrmetric but vaniog m wze and shape  Symmetrc erythema nodosum-
like eruption occur  The spots become anesthetic within a few days.  Bluters
are common and may predominate 3o that a pemphigus-like pwtwre resufts.
Honever Nikobky a sgn & aegative The bullae may increase permpherally
ded tn 2a mft vesesly  areola. Large bultae may {oem
destructive foul ulcers whach beal dlowly  The uleers are pruniess.  In some
cases 1o actual bullae develop Lut the epederms forme & diy sty ormt of
yellownhi-brown color  The predominantly bullous and ukertve type of
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leprosy Is called Jasartns leprosy  The content of the blmters contalns many
bacilif but the tissues are able to destroy them quickly o that they cannot be
found 1n sections.  The lepromin reactron 18 pemtive indicating good defense
The prognaus 1 relatively good ™

Puresthesas hyperesthesin and anesthema are the common complaints of
begraning neuntis muscular atrophy paralyas and trophic ulcers follow later
Some of the nervous complientions which predomunate in lepra nervosa have
already been described

Fig. 13 —Lanarioe leprosy  (Coartewy U B Marine Hospital, Carvifte La )

‘The afiected nerves often become thick spundie or rosary Like so that they
an be palpated Sometimes only a relatively small area of the skin becomes
anesthetic, and the whole process may become arrested at this stage and stay
0 for a long time with no other symptoms until new similac crops continue the
development

Anesthema the most charnctenstic phenomenon of nervous leprosy Jeads
to ulcers and to mutilation. The feet lower legs, hands and forearms are most
commonly affected  Beginning at the Lttle finger the anesthesla may involve
the whole arm 10 similar fashron a leg may become anesthetic.  Later on sym
metry fs pronounced It muat be stressed that anesthetic areas are not sharply
bordered and that they do not exactly correspond to the nerve supply

The succemsive impurment of the senses of heat cold pain touch and
pressure has been mentioned earlier  Deep muscular and joint perception re-
malns intact  The mucosal surfoces may become anesthetic too. The scalp
b seldom involved

VMuscular atrophy usually starts in the small muscles of the hands, leading
to a clanlike controcted hand shich can hardly be moved  Simifar sequelae
develop in the feet  After an imitial increase the reflexes dmappear  Neuralgic
pains m the trigerinus area are common  \While total paralysis of the facial
nerve s rare the muscles w hich close the eyes are frequently paralyzed  Lagoph
thalmus ectroprum boss of eyelashes  nd drymess of the conjunctivae finally bead
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to the characteristic rotundites ocnlorum  which mnce the middle sages has been
known to be chamcteristic of the leper  The empty stare of such eyes, together
with partial or total immobdlity of the face, creates the typical facles antonsaa

The skm as already mentioned genernlly becomes wrmkled ashen or
plgmented  Gradually the scbaceous glands dusappear  The nafls may par
thally or totally atrophy and dusppear

JO7 SOOI S

Fig 40 Leprowy altPs ea  Cosrtesy T 8 Merise Hospita! Carville La)

Afntilatrens [ollow anesthema. The destrictive process may start with
abecess or trophic uker Resorption of bones especially of the fingers m;;
be & factor The muddle phalint may dsmppear fimt so that by contraction

teod to the complete Joss of fingers toes hands, feet and even whole extremiies,
It 18 not surprinng that mutilatios and all the ather sequets of the Rervoms
involvement finally lead 1o cachesia. It o however moat amaring that fife
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frequently continues for long years In spite of such destructson and suffering In
which the body is dead before the patient dies (Danselssen after Rlingmuller) ¢

Lepra muxia combines features of both typea. It s In some regions more
tommen than the tuberous or nervous forms.

- e~ — -

’

2
Fa. 1L —Leprowr M Matkin, (Coartesy Dt E. R hellerherger )

Tubereuloid Leprosy (J Jadassohn**) —Bemdes the lexions of lepromatous
and neural lep-osy one may encounter round or gyrate flat smooth eligl tly
ducolored skin leszons which may be large or sfrall  The center is vsually de-
pressed and the edge slightly rused  Often espeaially 1n the edge amall lupod
eoft nodules can be demonstrated which under the premsure of glaas leave a
yellowlsh spot. These show little resistance to plerang with a bulbous probe
Anesthesia 18 not very marked but some authors found tuberculord lesions  very
frequently 1n the neural type (Lowe et al after Wilcocks™ Ota and Sato
after Klingmuller®”)  Some of these coses have mrcoidal fentures.™ It seems
to be quite certain that tuberculowd leprosy does not ocrur together with lep-
romas, " ot least this combination must be very rare  Tuberculoid leprosy is
of greater theoretical than clinjeal importance becate 1ts tuberculoid structure
and paucity of bacilli demonstrate the so-called law of J Jadassohn and Lew
andowaky according to which tuberculold structures are apt tc appear where
microorganisms or their products are destrayed by the local immune-blologic
reactions (ree page 180) In other words the immune-biologic defenses
in tuberculord leprosy are excellent which 18 in line with its relatively bengn
course (see also lepromin reaction)

These cares are generally rare though quite frequent 1n some small localities.
They are more often seen tn the Negro *®

enalihermrr S reviond formalatien  HN otolmion of Be word rapidly sinee reiatively shew de
strection seow Duely  prodece  berrulold strweteees

" wicocks C cumary of Mecrn Abstract (Lepeory) Trop Dia Dell ¢41 so-Als, 196

pacetr ¥ ABec Rescthms | Tuhercalodl Leprosy Kl Websacks 151 $95-307 1910




CLINICAL SYMFTOMS 243

Afwcosal Manifestalions —

The mucoae of the upper ar passiges are 1n almost all cases mrvolved
though in widely varying degree ¢ The wose though rarely affected in nearal
leprosy has been foand involved 1 the lepromatous varjety in 33 to 96 per cent
wccording to a great number of authory from many countries. The nasal mucosa
s often the first mte of lepromatous lestons and becill can often be found 1n the
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Fix 112 Tuherrolold kpeowy  Comrtg U A fariss Noapital, Carmille La )

nasal discharge when no other symptoms exist  The vestibule which may be
filled with crusts which ha = formed over ulcerating lepromas In the nasil mucosa
proper is often the site of the same reqoence of changes which takes place on the
siin Le nflammation infiltmton  ulceration and scarring  The infiltrates
appear as tough yellommh-pink pinhead to cherry stone sized granulations
which eoften and ulcerate quicker than the corresponding skan lesions. The
place to look for the kesbons is the cartilagmous septum the vestibule and the
lower turlunates  Perforation of the nasal septum occurs in about 40 per cent
of all types.
Oral infiltrations conmsting of grouped small  yellowish pink nodakes
are often found on the pafate  The pharyngeal reflex w lacking in 60 per cent

=Plalecton F I Leproay of Upper Replatary Tract T fees Larymg
AT Ok Rux. 4314



244 LEPROSY

of the neural cases (BeJowrdon after Khngmdiler™”) Scarring results 1 devia
tione of the uvulz. The gumu, the tonsils and the labial mucosa are ess often
involved  The lips become more often affected mn the sian and yermilon parts
than in the mucosa proper
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Fig 18 —Leprosy  Leproos of the palst (Courtray U % Alarine lowpital, Carvifi, 1)

On the longue lepromatous lesrons occur as flat yellowmsh or mivery glossy
or tendinous discosd polygonal or streaky nodules or as diffuse infiltrations of
the base of the tongue  Generzily the toogue ressts the kepromatous involvement
longer than other parts of the mouth The incidence of leprosy of the tongue
@iven 1n vanous statistics from different countries varies from § to 50 per cent
The same type of conglomerntidns of yellowh plnk granulzbons as are found
in the oral cavity occurs on the epiglottis and in the arytenoid area while the
voea! cord uvaually reusts for @ loag time  The trachea b rarely affected and if
50 mn the uppermost part.

The Ixngs may become lepromatous but thrs s relatively rare

The eve ls very often aflfected In Norway in alimost 100 per cent of the
lepromatous and 1n 60 per cent of the neurn} cases  The percentages of other
countries are smaller but st il conedernble  Lepromatous involvement of the
ds madarons speafic conpunctinate ectropion  keratitis it eprocierat Jep-
romas lagophthalmus 2ad its sequelar muscular disorders atrophm bulbi and
many other lemon are wefl known ™

The axricle espectally the eirlobe 18 a common mte of lepromas while the
ear duct usually stays free  The mternal ear b hardly ever affected

The sebes cons glind reem t be more active o that the skin over the fkep-
coma motlter thun pormal O ths phenomenoa was bawed the medieval “water
teat I the shun did not become wet from water the patient was awumed to

be a leper
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Persprration may within the affected areas be mcreased in the early stages
and then paralyzed  The los of perspiration may be due to specific destruction
of the sweat glands or to nervous disturbance,

Tha kot of the body and the beard may early become dry bnttle and thun
The early loss of the lateral third of the eytbrows has often been emphasired
The halr of the head is a8 a rule surpnaingly resistant even mn advanced cuses,
but is lost 10 the affected arens.

Heller ™ in hs monograph on the demeases of the mals reports thinnmg
Wagitudinal grooves and sheddi Oceasionally the nails with d the advance
of the dieare surprsingly well so that normal nalls can be seen on severely
affected fingers of mutlated hands, Complete and permanent ks, o redaction
of the naiis to tny horny cones are chamctensik of the tecminal stages.

Pathological Histology —There are three types of pathologlcal changes
caused by the leprosy baallus the infective granuloma the nonspecific miam-
maton and the tuberculoid structures (L dowsky after KIi ler) **
Furtherrsoce the Hansen bacillus may be found in taues without causing any
changes. The lepromatons changes start most often 1n the walls of the vascular
plexus surrounding the folhcles, the arrectores pilorum the sweat glands the
central vessels of the paplllae and the artaneous nerves. These early locall
mations are indientive of » hematogencus infectton. The infective granuboma
conmsts of lymphocytes, plasma cells epitheliord cells and giant cells,  Usually
the tepromas contain great pumbers of bacilli arranged m bundles oc Joose
groups between the cells In the caplllaries of the pepillae in the lymphatics
ond 1n round dense intracellular conglomerations 1n the cells which are known
as globi  Glob1 often contain more badllary granula than rods and may become
brge enough to be macroscopicnlly visible  The mtracellalar bacllh are mostly
found fn the lepm cells whach are large polynuciear cella with & foamy protoplasm.
The kepra cells stem from histiocytes and as such they are part of the reticulo-
endothelal wystern  Their protoplasm is nch in hpide, Before the leproma
invades the epsdermin, It stays for a certain period separated from it by a char
actertstic leprosy [ree ayer of tsee a phenontenon which A Nelaser had ob-
served

Aewral leprosy w charactenized by interstitial neuritis.  Absence of granuloma
formation f¢ strikmg  The histology of tubercwlofd liprosy resembles that of
Boeck sarcodd The lemons consist of sharply bordered perivascular grona-
Jomas sometimes with a pecrotic caseating center  Flasma cells are searce,
emtheliond cells abundant  Giant celbs of the Langhans type complete the tuber
culodd preture Franer™ says that the most typecnl tuberches of the skin are
found ot in tuberculosia but in leprosy

The invasion of the nenves may bemeumm:mdhcnutogcuous or con
trguous from the skin ~ The latter 15 very and explains the pred:
of very penpheral neural changes in sensory nerves over motor paralyses.

Test and DI gnosis.—Allergac and serologle reactions have not becosre

as important n the dugnosis of leprosy as in other direases. In advanced
cases the Wasecrmann and hahn reactions are often positive.  While mamy

©
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beheve that these are ponspecific reactions some more recent investigntors
(Cundersen Ole Berner after Fellner™ ™) belweve that o positive \\ assermann
in a leper means syphilis

Rubino 5™ reaction based on the sedunentation and agglutination of pre-
pared mutton erythrocytes with the test serum s negative m nonlcpers ™
often positrve in lepers espeaally 1o the tubercus form

Some lepers react to inberculsn probably without belng tuberculoes. The
serum of noatuberculous lepers may give a positive complement fixation test for
tuberculoals. These oceasonal difficultses are further Incremsed by the frequent
tuberculous infection of advanced lepers*™ ™ (Babes after ] Jadasschn'®)

The serum of lepers 1a highly toxic to growing young planis ** ip contrast to
the serum of patients with syphills or tuberculosw.

Allergic skin reactioms with allergens derived from lepromas have become
important.’™ "™ Silent lon in leprous surroundi and anergy
must be conmdered i the interpretation

The Afsisuda®™ reactron is not so much used to establish the diagnosis
of leprosy as to teat the immune-bwlogic defense of a patient 1n order to gamn a
basm for prognoss  The test connats of the intracutaneous inyection of 01 c.c.
of lepromun an extract from lepromas ™ If the reaction is pomtive a papule
develops 1o the second week. It reaches ita acme n the fourth week with a
nodule ¢ — 1 cm 10 diameter which eventuoally may ulcernte and slowly heal
The papule hos & tuberculod structure The test » often positive in healthy
persons from leprous surroundings and m tuberculold leprosy 1t Is often
negative n lepromatous leprosy and doubtful in cases with histologically non
specific Inflammatory lemons. The negative lepromin reaction m lepromatous
kepra with abundant bacilh is explained by a lack of defense to the Infection
and s therefore considered a bad prognostic sign.  The positive reaction is con
sudered as an indication of vigorous defense and relatively favorable prognoes
{pee tuberculosd leprosy and law of Jadaesohn and Lewandowsk: pp 180 and 242)

Febrite and focal reactions to 02 to 30 grams of pofassiwm fodide or to
intravenous injections of sodium rodde occur frequently in lepers and have
dmgnostic valee The eerologic reactrons may become activated and the
increased nasal secretion may lead to the detection of keprosy bacith in smears

*Rabioe 3 O  Are-diagsostic de M Fpre par ‘it iso-stdimentation des globales rowgrs
s mouten farmoits, Bull Acad de méd  Furis 106 $00-903 1931 aleo Axm [ov  Pavear 47 147
172, 1031

®lgpine P Sarkimnos, and Papayoasnod. A Valw peathpos de 1a résction de Rubiso pos
Ie strodiamostic de Is Hpre, Hull bor path rrot T8 843 1012 Xid 43 402
"Hombris M Zam serologtecken Stediam dec Lepea, Actsa dermo-sf 39 183-200 1932 Xbl

"aromtsfics, I Diagnostbecier Wert der B bino-schen Rraktion bl Lepa. Actea dermo-clf
a8 141197 1922 N 1 B0
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which nere previoushy negatne  Biogsy of the skin or nasal wucosy tesung
of the serum of bluters produced by carbon-dwaide snow and puncture of lym
phatic nodes Are some of the laboratory methods successfully awed to find bocilll
For the preparnuon of wasal smears the mucosn should be gently scraped without
caoing bleeding

Chnrcal simitanty to a great number of dermatoses may develop in one o
the other stages of this chronic discuse  Peorass ichthyosis mycosds {ungodes
leakemin blastormycosts syphilis lupus erythematosus, vitlige and a number
of other siun dueases may occamanally be suggested by atypeent Jeprows

The course the occurrence of keprosy in the surrounding regon macules and
lepromas biopsy and above all anesthesa will usunlly decide the question  If
the cooperation of the patvent in testing of the sensory functions Is lackung the
kistawtxe faxf may peove valuable  The won i peicked with o needle through o
drop of histamine zalt sotution 1 — 1000 In paralyws of the sensitive nerve
endings & whea! wppesrs a5 1 the normal skin but st acke the red areola which
is normally seen  This is called n negative histamine test  Pardo-Camtello
and Tlant™ found this test negative i the cutaneous benons of leprosy  The
moat difficult problems howerer may arse from nervous dsesses and porticy
farh { om synngomiehn  Here the anesthene » more sharply bocdered and
the muscular atrophy (which m leprosy i usualh restricted ¢ the anesthetic
parts of the hands) affects the arms and shoulders.  Scofiowms bulbar symptores
pathobogscal fracty ex of the long bones ptaxia central un'hteml fucial parolysia
tremor  spasmae—in short ceniral logic sy e more
sippesthe of synnpomyeha.  The neural phenomena of kpmsy are unaily of
peripheral character

Tremtmmut —No specific therapy s known  The denvatives of the
chautmoogra oils which are obtaned from severnl topical wees are 9o far the

most effectine druge  Recemtly promun @ sulfore devyvative has given en
mnmzma resuita '@

"ruﬂﬂum Sodmomes Disen I F Trejenn B X Kecia,
mvmmumi\humnuﬂn ™ 74 W and co



CaarTER MIIT
DERMADROMES OF INTOXICATIONS

A powson may cause o dermatossm by external contact without systemic
interference (discolocations by dyes necroses by causties) or by damaging the
skin as part of the damage to the entrre system  In the latter case one must
separate the intoxiamtions n the strict sense from the allergic reactions. In
smtorications the causative agent s toaic to all individuaks 1f it {s absorbed In a
certam dose  the damage it produces depends on the nature the amount
and concentration of the powon and also on the length of time 1t acta excesive
doses being lethal. The powson can be excreted and antidotes may reveree the
process. There » no Incubation persod and the agent may be found in the trsues
by chemicnl analysls These are some of the features characterizing intoxication
1n contrast to allergy (Tranck after R L. Mayer®™)

Thallium alopecia and argyria are examples of thrs, sometimes called cla
sical type of toxidermua.

In the case of allergic reactions & speafic alterntion 1n the capadity to react
acquired by previous exposure to the agent '™ 1 the dominant pathogenetic
factor though the nature and dose of the poison (allergen) shoukd not be under
rated The allergic dermatoses have been the subpect of eevernl recent mono-
grapha'™ *® and their character as a manifestntion of internal disorders 13 not
yet chearly enough understood to warrant more than a short mention in this
book. The dermatoses caused by metabolic and bacterinl toxins are being dealt
with in other chapters  Thus only the skin {f e {ons of systemic poi.
in the strict sense of the term shall be drscuseed in the following chapter

Arsenicals

Arsenicn]l posoning occurs 1n a great varety of crcumstances. It fan
industnal hazard in the mining and smelting of many ores especully gold and
copper  The gases from the copper furnaces, the commercial metal sulfides
as well as sulfunc acd are often contaminated with arsenic. Lead arsenite
cakum arsemite and Pars green are mt poisons and agricultural insectickdes
used on such important crops as cotton tobaceo apples grapes and vegetablen "™
Several arsenites sulfides of armenic and other compounds are beght colored pig
ments which in spite of modern paints and kggshtion have been and probably
wtill are 1n accamonal use 1n wall paints wall papers toys and colored papers

\edical administration of arsenicabs m & common cause of arsenkism
Suicdal and homicidal attempts and laboratory and Industnal accidents are

"uan Totk'odﬂnbr\lludbdﬂ Gk 4 7 137 1931
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refatively rare by comparmon  Mass poisonings affectiog many thousands of
people and remalning mnexplaned for a long time have occurred m & grest
number of mstan-es. Such a so-called eprdenuc terrified Pards n the 1830s.
About 40 000 persons became victims of a disease then called acrodynia which
later was dentibed as arsemc p ing In later demics the cause wus
estoblahed by menns of modern chemistry  There were several mass porsonings
by wine from vineyards where arsenitals bad been veed for spraying  The
Iast one oceurred on ocean hiners in 193277 ™

In 1900 sulfunc acsd containing arsenic, used in converting cane sugar wto
1nvert sugar for beer brewng in England, caused oae of the greatest mass pomon
ings In hwtory  Drinlong water contans arsenic in toxme amounts (more than
02 mg per 1000 c.c.) in many foclities (Rathe after R. L. Mayer™)  Chromic
akin mamfestations are likely to be found among the inhabitants as was shown
mn the descripuon of the dnnking water epidemic in the little Silesan muning
town of Relchenstein

The descriptsons of these epxdemics (partly grven by such masters of derma
tology as Vida! Barth&lemy and A Nebsecr and therr achools) laxd the foundations
of our present knowledge of arsenical intoxicatton which Is one of the best studswed
of all haman powoninge

Acute areenrcal posoning i charactenized by severe gastrointestnal symp-
toms which resemble cholera and may cause death in a short tme often after
a few hours. Excessrve lienmaton and salivation are early mandestations.

Within a few days or a week polyneuritls with multiple paralyses may de-
-elop together wath cutaneous symptows and may last a long time  Formica
tlon pruritus numbness, wrist drop and tabes-like syndromes are charatterutic
neurologle symptoms  There exist & great wmriety of clinical pictures, eg
peychoses and agranulocytoss, but nervous and cutaneous symptoms are eignifi
cant if not the dominating features of the subacute and chronic casen.

The diagwords of arsenic possoning™ depends on the history clinical appear
ance and the presence of arsensc in the unne or hair mm an amount which s de-
cadedly above o a multiple of the volue which may occur under normal con
dittons  Geographic locntion drinking water peculiarities of the sofl or a dret
rch in seafood which may contain as much as 8 mg per Lilogram are factors
which must be considered  Representative normal figures have been stated as
97 mg per hundred grams substance for the har and skin 17.2 mg for the
nails and 104 mg for the unne ™ Wilcox™ and Ayres and Anderson®™ rec

ommend the Guthzelt test for vninany analysis which o a relatively mmple color
test *®

A propos d'Lse lmoviration celletiTe par Fureinke, ARn de dermat. et
Utbwer vine Mamenvergift of Bach Welngrawm an Bord Dewtach, mad, Webmarty
D¢ In rorer sevmale en arseade dase b corpe umats Tetret

MWBeor W Acwt Arwakon) Pedmming. T Med Log %ot lowd 33 5182 1630
A tearieth, W Detrctimm of Falone, «d 4 Piideights. 918, ' Bladiscos fam & C
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Sometimes it Is possible to demonstrate arsenic In the biopsy specimen of
skin lesions.'®* A progressive dimmution of amenic in the nrne with clinjeal
improvement under sodum thiosulfate therapy and the recurrence of symptoms
on exposure to arsenic would be further proof A positive patch test would show
that there has been enough exposure to arsenic to produce sensitization

Dermadromes —The earhiest skin manifestation of arserucal porsoning fs
prurtixs which in some cases Is restricted to the palms and soles. Conjunctivits
corym and puffiness of the eyelids are also early wamning sgnals which are ob-
served more often in the course of prolonged armenical treatment than after acute
pomonngs with one large dose. Other frequent and early symptoms are dis-

g 14 foilo Ing arerslo poboniog  (Cewrtesy Dr Garrett
Caoper )

tinctly bordered palmar and plaxtar erythemas  Their diagnostic importance fs
great because of the ease with which they can be noticed in ambulatory patients
under continual arsenic treatment. The accumulation i the sw eat glands which
concentrate and elimmate the arsenic (Hutchinson after Ullman®) as well as
the arsenophile kerntotic eprdermrs are responsible for the site of the erythemas
Palmar planta swegtixg 18 kn ywn as an early symptom.™

E D Jlrrockemical Stodies of Arsenio {n Arsenk Deram Ith Arch Dermat, 4
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\Videspread or even truly generallzed raskes following the Intake of arsenicals
may be scen together with or following the palmar-plantar erythemas.

Scarlasmiform morbilliform and erysipeiowi erythemas are also known. Of
greatest mportance are the scamatosd erephons which If further intake of arsen
scals i not halted may rapudly develop Into genernlired exolative dermautis
which s such o great harard i the use of the arsphenamines (see there) while
1t Is rarely provoked by the inorganic arsenicals.

Genernlized rashes may abo be urtcanal vesicular or bulleus. &K Ul
mann®7 emphasires the sequence of pruritus urtscaria and edema followed by
clrcumscribed and later generalized erytheman.

The generalixed exantherns may also appear as large or small scaly patches
in some nwtances rezembling priyriass rosea or parapsoriarns  Older leelons of
this ond may have a heavier covermg with scales and thus ymitate psorasns
closely The arserucal erythema may abo surround and accentuste pre-eusting
peaniatic lesioas.*”

The eruptions sometumes smuiafe ltcken plaxxs  This is a remarkable fact
with regurd to the grent efficncy of areenc i Iwchen planus, No generally
accepted explination for thw clinxnl comncldence has been offered and cannot
be expected before more about the etology of lichen planus s known

Sclerederma, as a probable artenical sequel ¥ #% ™ hag heen observed 1n a

ideruble number of i Genenlized poskrloderma as o permanent
damage after arvenical dermatites, 18 also oa the bong List of rare arsenrcal arephen
amine reactions ™ Recently nine cases of acrodermatitis ckremsca atrophicans
have been observed in a group of wine growers affected with occupational ar
seniclam ™

Edema is a common symptom 1 artenical eruptions.  There may be on!
light puffmess of the eyelids and cheeks, but generalited edemsa is hardly ever
absent in the severe forms of dermatitis.

Petechme and other kemorrhapic symptoms are of rather grove prognostc
sgnlficance.®  Herpes soster is reported to occur in 18 ™ 8" or even 10 to
20 per cent™ of the carex.  The high incdenco of herpes roster 1n the Engligh
Leer epademic was oae of the facts which pounted to arsenic as the causatrve factor

Pustules, nlcers, necroses and perfocations of the masal 1epiam are caused by
the local external caustic effect of the arvenic

The oral mxcosa may particapate earfy n the tousc syndrome with pharyn
gitls and ginglvits. Ulcerative stomatits or glossitss may occur in severe Cases.
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The katr 1s almost always diffusely shed  The alopeaia 1s complete in severe
cases of arsenical dermatitss.

The natls usually record severe dermatitis as well as acute especally single-
dose powonings by crose furrows (Beaus lines) or with white™ or gray cross
lines. The latter have become known as Mees bands™ ™ and are often aseo-
cated with polyneuritis arsenicomn. They are dull glistening bands extending
acroes the breadth of each finger nail The bands appear at the lunula about
eght weeks after the pooning  If one adds 10 daye for every 11 — 1.2 mm
of the distance from the proximal border of the lunula to the dista] border of a
band one can determine the approumate date of the poisoning The arsemc
content of a band has been found to be 10 times higher than m the imduscoloced
parts of the nafls.™

The condition w apparently Jdentical or mmilar to the lenkonychn strata
which was obeerved 1n many instances duning the English beer epidemic and n
other instances of arsenical powoning The nails may be sbed after zevere
arsenical dermatitls

Arsenical dermatitis of all types heals with kyperpigmentation of varying
mtensity which may even develop without preceding noticeable inflammation

The dustribution depth and duration of the hyperpigmentation vary within
wide limita. The areas which have a natoral tendency to darken such as the
genitals, grolns umbllicus and mammillne as well as scars healing skm lewons
and pressure and frichon points are often highly pigmented **

The 1d} ndunl tendency to pigment has a much greater influence on the
melanoss than the size of the doees of arsenic.  Melanosis may appear as early
as 12 days after the onset of arsenical medicntion and after small doses. On the
other hand mevere polsonmg may fail to produce it. This 1s well demonstrated
by the fact that In powsonung from dnnking water with generally equal supply
to the populatron only some persons develop marked melanosts. The discolora
tion may start insidiously and reach any even the severest degree "7

The diffuse type of arsenical melanoms is so smilar to the appearance of
Addison s disease that duning the great beer epidemic In England most cnres
were 30 diagnosed until the autopsmes falled to reveal adrenal changes. 1 The
covered parts of the skin seem to darken more than the open ones *™ although
the face s frequently affected In & minority of the caser a dense regularly
retrculated or dappled pattern of pigmentation and depigmentation may cover
wrde arcas especially the back.  This type of arsemcal melanosis has been called

raindrop prgmentation becaure of 1ts resemblance to a wndow pane covered
with mindrope.  This characteristic type of arsenical pigmentation Is often found
n chronic arsenicsm due to dnnking water or prolonged admmutration of
norganic arsenlcals
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Tig 145 Areenical rerlanos mfsdrop appmraace. (Cewrtesy Dirisom of Dermmtebory Dvpart
mrat of Medxcioe Tud eraity of Chicage.)
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Arserucal melanoss has alwo been seen to follow the pattern of underlying
large vewns *7

The depigmenting tendency after arsenical dermatits 1s best observed
Negroes ™

In rare instances the oral mucoss participates In the pigmentatson although
the [ack of orul pigmentation has often been emphasized as a differentlal,criterion
against Addisons disense The arsenical melanosis may vanmh rapldly with
the other symptoms of the intaxication but more often it perausts much longer or
even permanently

The arsenical plgment 13 melanin®® and as such is fron free [t can be dis-
tinguished from arsenic crystals™ which he mostly between the cells.

Fig 147 —Arsmical Leratosst of palme afier Indbwriztioate o of Fouler solwtion ta paorissls

Keratases are the most common and characteristic and the most easily
detectable of all skin mamfestations of chronic arsenic posoning

The keratoscs may appear within a few weeks after the start of arsenic
intake or as Lite a8 many years after the medication or other exposure has been
atopped ™ An erythema may or may not precede thelr appearance

The characteristic sites of the hyperkeratoses are the palms and soles with
thelr pecular affin ty for arsenic  The areas of fnction and pressure which
normally tend to callus formati m are especially apt to develop arsencal hyper

*Casnom A P amd Earell L M 11 Vitiies Frocs Arsphemamine Dermsathle and Frem
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s
o ouigomers 11 Arsemic as an Etiokude Apen In Crrtaln Types of Epitbeiioma, Arch.
Derma 4 8yph T DEIM 1913
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keratoses. Thus the plantar arch and the center of the palms remaimn relatively
free from circumscript Jessons but they are not immune agamst diffuse keratons.
Occamonally arcumscribed keratoses may appear on the back on the chest on
the extensor surfaces of the elbows and knees, on the heels, or oa the dorsa of the
hands and feet i#e4m

Hyperkeratoees may be difiuse and cover the entire palms and soles.  Much
more characteristic, however are the drcumscribed lemons. They are often
called warts but they are less arcumscribed and vascubir than ordinary warts
They are cornlike accumulatrons of borny tisue and becaate of therr completety
epidermal structure they are more transparent than warts or corns.  Thelr color
Is uszally pale yellow bat thicker layers may take on a dirty gray or even slate
or brown hue. The openmng of a sweat gland Is sometimes vmible at the top
of 2 small keslon  The flre vanes from that of 2 millet sced to a praor evenan
almond  Hypendrosis is a frequent annoying accompanumtent which may even
be the presenting symptom in cates of arrenical keratosia,

=0y
2
Py 4 Tramsd bem of arenical beratosh s cuncer

There exat onh a ey rough panaliel between the appearan f
keratoses and the dose and kength of time of arsenkeal exposure. E.::u;hu;
extens e keratoses after wmall amount of arsentic and complete kack of kerat
after huge doses are w 1l known ** o

Chronic Intoucation with norgame arenical m especally
Leratoses while they are rarely «een among the tremendoys numl:l:': ;peopkum
treated w th arsphenamines  The arcumscribed keratowes usually disappear

MK L 3 ichile mupdiomatos Werbryaern »af el e
Hart T 131 040, 193
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PLATE II
1 Lupus erythematosn scutos. Rapedly { tal case.
2 Arseracal Lerntosls  th caronome
3  Leall ganeunnam of the bdomnal sort  Gla ¢t ecchymoses
4 Hypertendon Chronwe nephrits.  Pronginoa ereption
5\ gabond <lm
6 Erythema palmere  3Mitral imuffickenc)









ARSENICALS 257

gradually with the elimination of the arsenic. Sometrmes however they are
permanent. If they are removed they grow back rapldly Such keratoses
of many years standing are precaxcerons lemons.

M. Y% saw eprikel develop in 20 per cent of hin 85 cases of
arsenical keratosls but the percentage b lkely to be smaller {n less preselected
material than 18 encountered at the Alayo Clnic.

The cancers are usaally of the squamoun cell type. Some amsume features of
Bowen s disease by the formation of grouped or dranate lenticular crusty oc
scaly papules. But it has not been wufficiently proved that Bowen s dmsease
and superficial epithelromatoss generally ars due to arenic as had been sug
gested *®  Arvenical epithehiomas may also appear independently of keratoses.
They may occasionally look like superficial epitheliomatosts forming thin saaly
plagoes which however often lack the thin threadlike pearly border of this vanety
of skin cancer ™

Fig % — Arsenical Lecatos reembilng Borsen's disses

Basal celt epithelsora ts ery rare Thedcgreeofmahznancyhrehdwly
low metastases occurnng very late  Arsenkal cancers of the urethra biadder
and bronchi ha e been observed 1n rare mstunces. ™

The cancers are not very malignant They metnstasize late and are seldom
and only after a long time destructive They respond well to radiatio and
even the examon of relatively Jarre cancers may be succemfal, In all cases of

"o isderson, ¥ P Pewem  Preceacersen Dermatoss,
Drmtlmu;m;|m l-:nwlm-ln-.m
O »d Wiheim.L F X Armaic os Camse
Arch Decmmt & S7oh 415 61101 194 04 Canee of Cancer of 31 wcoms Mombranne,
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Fig 150 — Large arsenica) cancer over Ackilles trodos.  Indieriminat = of Fowler's solytion amatast
Porisale

Fle 11 Swpericial epitbctomatosts Ia patkeut with grecubcal kerslows ol history of isdn-
crtminat g of Fewhr mintion,



ARSENICALS 259

multiple eprthellomas of the akin the possibility of an arsenical etrology should
be considered 1ot

Arsenical keratoses should be treated by any superfically destructrve measure
such as dry ko fulguration etc. The ure of keratolytic salves gives oaly tem
porary results. The value of sodium thiosulfats medication either by the
intravenous injection of 1 gram daily or by mouth s controvermal

Arrenical epitheliomas should be treated like other akin cancers.

Arsphenaminzs.—The dermatoses due to the use of arsphenamines are
either arsenical in character or they are speafic allergic phenomena 1#%

‘The amgiomexrotic syndreme oc nitritod reaction occurs immedutely after
an intravenous mjection of any one of the arsphenamines particularly If the
Injection has been glven at a fast rate

Itching may be the first symptom of this reaction but it v quickly foltowed
by a feeling of great congestion and preesare in the head dyspoea palpitation and
anuiety There i acute redpess of the face as of the patient had inhaled amy!
nitrdte The face may become acutely swolken Soon the bright erythema
becomes cyanotic and In severe cases the patient may become unconscous and
the breathing stertorous. The ternfying eplsode B umnlly over after a few
munutes, especally if adrenalin is injected Death has rarely occurred ' An
exceedingly slow mte of infection change of the type of arsphenamine and lowering
of the dose are the best means of preveniton

Urttcaemal or in mare [nstances bulloes rashes appearng in the same dite
immedlately or shortly after the injection are called fixed arsphenamine eruptions

The severest m'.nncuu- drsease following the ldmi.nhtru!}ou of any one
member of the arsph group s ¢ liged exfol; hift
dangerous dermadrome usoally -uruanerml in}ections have been given o
not infrequently a few weeks after the series of injections hns been finished

Fever anorexa and alight erythema olten precede the main rash which
appears first on the extensor aspects of the knees and elbows as a morbilliforn
or ecarlatiniform eruption.  Within a week it develops into genernlired acute
erythroderma  There is usually widesprend or even generalired weeping edema
fever albuminuria and hepatitis.  Septic symptoms especially multiple bouls
and focy of cellufitis and necrosis are a prominent feature.  This may last for
many weeks. Gradually the skin dres up and is exfoliated in large sheets espe-
clally about the hands and feet. \elanosh of moderate degree follows frequently
There b alwavs diffaso efﬂm’l’um of the halr and often the entlre halr falls out.
The nals may als beshed  The prognosds s most dublous. Death from sepals
occurs frequently

A Lirge recent Amerkcan merics grves the incidence of severs crustaceous
dermatith as 07 per 1000 fnjectlons.  The patscats were not prevously treated
with arspbenamine *® This seems much higher than other observations

T Rrabiym, lahv-:-:udh—m der Mant, T §3 97 108 1006

a
"SW weh. J R nd MBevich, E. Frvers Resctions te A
Trevioway Cutrra od Yem s Inéorm T 308.5H 1940, 089 Facient
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Allergy to arsphenamines 1n cases of dermatitis hae often been demonstrated by
positive patch tests.'*  \Women were tuice as often affected ns men 1™

The treatment requires daily Infectlons of 1 gram of sodium thiasulfate and
best nursing care.  Penidillin is probebly helpful m combating pyogenic infectron
Liver extract has often been recommended

Convalescents should not be subjected to any further arsenical treatment.

Early acute arsemcal erythema or erythema of the minth day s a febole
multiform rash of unknown etlology occurring in ebout 3 per ceht of the patients
treated for the first time with trivalent arsenicals :#7 The rash fs described as
generalired and composed of irregularty macular or morbilliform lestons clear
ing up after 2days  Arsenicnl treatment may be continued with extreme cntion
oaly but s better replaced by peniaiilin *

Other rare eruptions following the use of arsphenamines include lichen
planus and Heken spimulosus 1" Jasndics Is a frequent after-effect of arsphena
me treatment. There 1 no whether arsph ine alone allergy
syphilis, another infection or a combinatian of factors are responsible for the
frequent cases of hepatic disease 1n the course of antisyphilitic treatment with
necarsphenamine 18

Gold

Gold poisoning 1s almost exclusively due to medication gold-sodium thro-
sulfate (sanocrysin) bemg the most widely used compound  The general symp-
toms follow the pattern of other heavy metal intosications including arsenic.
There may be nephritis, enteritis hepatitm and a depression of the hematopoietic
system i severe cases ending 1n agrunulocytosts oc aplestic anemua.

1l effects mostly of a mild nature were eatimated to occur in about 10 per
cent of 1400 tuberculous patients treated with gold compounds!®!  They were
much mere common in the early days of gold therapy when high doses were
advocated

Dermadromes —The skin Is most often aflected 2 The inpection of 2
gold mlt even in small quantity may cause immeduate or early wi/riiowd reactions
with a flushed face and a sensatlon of giddiness sometimes with severe cervient
pain  Such reactions occurred most frequently after sodium thiomalate (myo-
chrysin) F14%  They are very rare after gold sodium thiosuifate of it 13 injected
slowly into the vein

egchoch. A G The Putch Test amd be Eersmt of Syrioge Contamination fn Armphesssiss
Somalticstion Decmaritts, J 4 M A #1387 1933
W¥Ceftmres, O and Themes I W Early Acw  Arseolesl Erytbemas, Arch Derma 8554
n 7 159
" Laifer W Deager of Couttoard Arsenctherapy ln Cass of Erytbema of Niath Day Am S
2L Se. 210; 458, 15
uTolaTuek. W Aelless Aulvarmoechlden Drrma Wbk 1§ 409410 1013
'.'mur M Dermatitis asd Icterne Folesiag Arspbenamine asd Dimsw b Theraps of

Tw
HEFeilser M Dis Ookltherapie In der DecoatoV arrenioge S 41 33 (912
WOlits, R M Toue Reactions Wik Oold fal  (a Tres meat of uunsarcid Arthrd le, J Lsb
&CH Med 38 1630-16H  M!
iXicatas, J Lebeul Foasd Mallard J1 Sur qeeques acriienis (aidits de la chrymolhérmpe
(une criae afirflokie) A de BouvrOve foralMations | berruieoam, [l Koc frasc d dermat of PR
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All the familiar types of toaic exanthems have been observed.  Mocbilliform
and scarlatimform rashes are relatrvely common  multiform and bullous erup-
tsons are Are,

Some exanthems resemble pitynasis roses but they lack the primary lesion.

Ttching may be the first symptom of all these rmahes and should be reason to
dscontinue the treatment.

Fig 11T Acuts sereTa, ccrrma sld eraption provehed by peld Lherapy of chresic Inpos erythewmtowms

IMemorrkagic eruptions seem to occur more frequently than o arsenical
posoning ™ The tuberrulosis or syphils of the pateents treated with gold
may hav some importanes in the pathogenesis of the purpurfc ® mostly
petechial mshes  These eruptions are frequently accompanted by other hernor
thagic phenomena espeaally bemoturie. Naturally all hemorrhagic mani
festations ore potentmlly senows Gemeralized exfoluaiirs dermatins with loss
of harr and maits though rarely with a fatal outcome ™ has been observed 1 ®

Licken plamus-itke erxpiions scem to be a feature of the gold dermatoses. !
They may be subacute with violent itchmg vesscles and blsters or even turn
into generalired exfoliat] e dermatitis.  \lore commonly they conast of refatively

"Owle U J aad Cosrvile € J  Phyrias-Ross-Liks Dermaat! W Following Therapy Wk
Myecheysine Arth Derm & 8rph 413 1031112 1844,

" Cale.Wel F  nd Demsser J Lot Hate Mmaomhaghqun post-auriqen Bang § 522639
1.3

FOomarret. I nd Niwm, P Aymirome hiwerriugiess diciaacdé (ardivenent par tor Bt
For frane dederma et oyDh W ETTATE 18T,
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1 1m0
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large flat papules which have a tendency to coalesce 1nto large plaques of the lichen
corneus type.!™

There are two kinds of slan discoloration known to follow the administratron
of gold. One is caused by depomts of meows in the upper cutls. This type
corresponds to the more common arsenical melanocsls and B reversible. It
frequently develops after gold rashes ™ but it may also be primary and occor
after amalil doses 1%

The second type Is of greater and more practical interest, The Injected
ealt 13 reduced to metalic gold and deposited in the lower cutis In the subcutis
in the kidneys and In all parts of the ret:culo-endothelial system

The vislble discoloration Is restricted to the skin exposed to light. No
difference in the gold content between dmcolored and apparently normal skin can
be found by means of spectroscopic or histologlc analyss.t®¢  WVith the alit lamp
gold particles can be demonstrated in the cornea,

The darkenmg 18 diffuse and slate to gmphite gray in color ~ Most observers
emphamze a blush or purplsh hue 1 The dyschromia seems to be permanent.
Lorenzen'™ found that none of his tuberculous patients who had recelved more
than a total of 0 15 Gm. of sodium aurothicsulfate per kg body weght escaped
chrymass but none of those with a total of less than 0 05 Gm per kg devrloped
it. The trouble becomes visible one to three years after the treatment. Mikd
cases of chrysiasis as this discoloration caused by gold depomts is called do
not as a rule constitute a very conspicuous disfigurement.

With the commonly used doses of up to 50 mg per injection the danger of
producing chrysmasis 13 remote

Hyperkeratoses and diffiuse heratoderma after gold treatment are very
rare. min

Oral symploms of gold eruptions have frequently been described.  Dryness
and metallie taste are often the first symptoms of gold intolerance. Sumple
erythematous or vescular stomatitls may occur with edema and ulceration
of the tongue in severe cases.  Gold stomatitis has been seen to precede rashes.!'®!
Cliically and hustologically typical ol lhchen planus almost always without
accompanying cutanecus lichen planus has been noticed relatively often®™ & 13
as a sequel of gold intolerance. The lesions are white irregular thin or alightly

™ Gongerot, Tial and Neam  Lichen ou pririge verraquens brtense ot trés étendu, Ball Sor
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papular keratoses of the buceal snd labal mucoeae!®™  They may dsappear
after discontinuation of the gold treatment,

A peculiarity of goid Is its activating effect on chroskc inflammations and
Infechons, especially tubercolous fod. The appearance of papulonecrotic
tubercalosds under gold treatment has been reported (Medina after Throne
et al1*)

Silyer

While there m fittle known about arute tomdermia caumed by silver this
metal 3 more Hkely to cause permanent deposits and discolorationa than any other
metal The dytckromia from silver 15 called argyns argyrmsis of argyrissm.

Oceapational argyria has been seen 1n the chemical industry and among
workers who blow a siver nitrate solution into glass beads or Christmas tree
decorations to sitver the inner surface.  After many years in this trade such crafis-
ren sometimes become deep black with a metallic sheen P48 Of much greater
{mportance, though rarely reaching the same degree of discoloration s the argyria
caused by the use of sitver compounds in medical therapy

Silver nitrate pills for peptic ukcer tabes or epllepry have gone out of fashion
but the profonged uee of silver mitrate mild slver protein or colloidal slver 1
nose drops'™® ofnl sprays or paints, and m genitourmary douches or inst{llations
have produced a great number of caves of generabzed argyna  Some cares were
obeerved after mpections of miver arsphenammes now obsolete,!™  Gaul and
Staud %7 gtate that after the injection of a total of 8 Gm. of sitver arsphenamine
argyrsa becomes clinlenlly apparent.

The first darkening of the skan may appesr an early s six months or as kate
as fifteen years after the inltial use of the allver drog but two to three years have
been found as the average in 68 cases of the Vayo Clinle ™

[t s remarknble that women cutnumbered the makes 74 In thus senea

Argyna appears as a slate to blubh gray sometimes bronzed "™ rorely
black difiuse dmcoloraton predomunantly of the skin expoeed to light. **  Thus
the forehead face nech and the dorm of the hands are the main mtes of the
trouble but in severo cases the entire body surface may be Involved The con
junctivae may be stippled and the caruncles of the inner canth: the gums and the
palate have often been found slate colored
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large flat papules which have a tendency to coakesce into large plaques of the hichen
corneus type.!*®

There are two kinds of skun discoloration known to follow the admunistration
of gold. One 1 caused by depomts of melamn 1n the upper cutis. This type
corresponds to the more common arsenical melinoss and 18 reversible. It
frequently develops after gold rashes ! but 1t may also be primary and occur
after small doees.}™

The second type m of greater and more practical Interest. The injected
salt 18 reduced to mefalhic gold and deposited 1n the lower cutls In the subcutls,
1 the kxdneys and m all parts of the reticitlo-endothelial system

The wisible discoloration 13 restnicted ta the skin exposed to light. No
difference 1n the gold content between discoloced and apparently normal skin can
be found by means of spectroscopic or histologic analyss 1%¢  \With the sht lamp
gold particles can be demonstrated 1o the cornea.

The darkeming s diffuse and slate to graphite gray in color  AMlost observers
emphasize a blulsh or parplsh hue 1 The dyschromm seems to be permanent.
Lorenzen'™ found that none of hls tuberculous patients who had recelved moce
than a total of 015 Gm of sodium aurothiosulfate per kg body weight escaped
chrysiams but none of those with a total of lesa than 005 Gm per kg developed
it. The trouble becomes visible one to three years after the treatment. Mild
canes of chrysiasts as this dwcolorntion caused by gold deposits s calied do
not as a rule constitute a very conspicuous disfigurement.

With the commonly used doses of up to 50 mg per wnjection the daoger of
producing chrysiass Is remote

Hyperkeratoses and diffuse keratoderma after gold treatment are very
mre_lm,.lu'l

Oral symploms of guld eruptions have frequently been described  Dryness
and metallic taste are often the first symptoms of gold intolerance Simple
erythematous or vemcular stomatitls may ocenr with edema and ulceration
of the tongue 1n severe cases.  Gold stomatitis has been seen to precede rashes 120
Clinically and histologrenily typical oral lichen planus almost always without
accompanying cutaneous lichen planus, has been noticed refatively oftent¢ 167 &4
as a sequel of gold intolerance. The leslons are white uregular thin or alightly

S Gouprrot, Vil and Nelam  Licken o prarigo Torrmqesa [mtenee of tris fewd  Dell Roc

A Horowitx. 4 asd Soqliard, J  Pigmeentation e nappes of ecad cormts coastontirrs
lmemhmmnun Roc framc d dermiat ef gyph. 40 16181619 1630,
od Therapy With  Gald Compousd

A::th-n &uyphua:mnxna
Eochs A Chryiaata, Arch f Dersat  Ayph, 179 333-330 1919
Pt radd nlL Chrysiscis, Arch Derms & Byph 41 418453 1911
P Loremsen, J N Utber das A Mrwten vom Chryslagie bel friber mit X triuoasrotblossifer
1031

ifohrmana B I U Lickea plass der pack Dermal.
Wehnechr 9 1373-1376 1534



BT 265

of argyria but falls to do so in other metallic discolorations e g  that cansed by
bimuth  This method of treatment has not yet found generzl acceptance
malinly because it ia qurte painful *'  Argyria ia an almost permanent trouble.
Only ocraslonally has spontaneous, usually incomplete regression been reported.

Lead

The skan In kead poisoning 1s sud to be eallow and dry often itchy  Ery
themas pustular eruptions and petechme occur *@ The workers who have
symp of lead poisoning show an indkd of dermatoses mostly dermatins,
which s nbout three times larger than among the workers In the mame Induatry
without symptoms of stturnism The incdence s particularty high in the
group with gastromntestinal disturbances. Hematoporpkyrmemia which s com
mon In chronic lead poisomng Is a factor 1t the pathogenesis of these derma
toses.t % However actual sentrtization of the skin to lead o very rare. ®
In race instances metalhc pigmentatons have been zeen  The well known
gxm Lxe s u depoddt of black lead sulfide produced by the hydrogen sulfide
which develops 1n the tartar  The line is blue black or gray and follows the edge
of the gums. The removable deposits on the border of the gums may also be
discolored

Dystrophy and even losa of the nails from lead Is known Pun in the
nafls may Indicate nervous disturbances. %7

Bi muth

Bumuth may although very rarely couse d fluse blue-black dtscolorasien
of the entire skin which resembles argyrnia ¥ Circumsenbed and 10 some in
stances extennve blick prigmentations of the lips ** vagina ** and other mucosal
surfaces have been described

These however are rare conedering the large number of luetres who
have been treated with bismuth without any evidence of such discolorations.
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Prartus nuniowd crisu ™ wriicane morhiliform scorlanmform privrons
rasea-like!® 1 oc Jupws erytkematorus resembling'™ eruptions acne ! gnd
exfoliative dermati W1 hnye occurred.  They are rarer generally lems severe
and they do not have the importance of the coresponding arsenical phe-
nomena 1%

Fi. 131 —Bfne Hoe st glax] a7 owrfin from blamrth medication

The only co>mmon surface sign of bmuth powsoning 1 the dwe gum fixe
which corresponds entirely to the blue lme of iead  The bamuth line can often
be observed during antiluetic treatment espechlly around bad teeth  The fine
diappears severnl months after the descontinuation of the treatment  Severe
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alcertive ™ even fatal ™ stomatitis or glomitis may also develop but this Is
much mrer than In mercury powoning

Mereury

It has almost been forgotten that mercury fs able to produce the same
types of raskes which occur due to armsenle, goid bismuth and other metak,
Urtsearla  follicolar and diffuse erythema mocbilhform  scardatimform and
papular rashes and also exfollatryve!*® dermatitis are known.  However they are
lesa common and also less dangerous than the corresponding arserucal derma
toses. Macular rashes r bling erythema Infecth were eateblmbed as
mercury eruptions due to the administration of calomel and the fillmg of dental
cavites with amalgam *  The rashes are often the only symptom of mercury
intoxicntion ' Scaling and diffuse or reticular hyperpgrmentation may follow
the erythroderma *

The most frapoctant surface symptom of mercunal powoning 15 someattins
Almkwvist,'*™ who has devoted so much effort to the study of mercury polsooing
suggested that HyS which develops in the decomposition of proteins under
the gums and In inaccessible pockets of the oral mucoen, forms HgS with the
mercury carned by the bloodstream  He also found that mercury sulfide s
moce frrtant to the orml mucosa than gther metal sulfides.  The first deposits of
Hg5 are found in the loops of the capillaries of the paplilae,

The first clinical symptomas are urually salivation metallic tnste and a feeling
of excesmavely long or dull teeth  Soon the gums start to ywell and form pockets
between themselves and the teeth 1n which pus is retained permitting prolonged
contact of HsS with the circulating mercury

The inner hning of these pockets is the first site of superfical necross.  From
there tho stomatitss which b soon complicated by Infection spreads to the open
surfaces of the gums where psetdo-membranes and ukeers quickly form if the
process is not halted by treatment and discontinuation of the mercary In
severe cases, the entire mouth may become nffected the tongue edematous the
tondlls ukerated the teeth loose and even paeumonla and fatal sepais have
in the days of the mercural therapy of syphilis occasionally occurred ™

Treatment conshts of cleaning and dimnfecting the pockets with thm pomted
cotton applicators dipped m strong silver nitrate tincture of 1odine or any other
strong astringent and disinfectant. Naturally the teeth should be kept meticu-
lously clean and another drug should be substituted for the mercary preferably
the nonmetal peniollin
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Aluminum

Urtiada dermatids pruritus herpes spider nevi pernlones, battlenes
and loagitudinal lines of the nails and paronychia are the skin manifestations of a
syndrome which Spira’® believes to be caused by chronic aluminum polsoning

Thalltum

Thaltum is a heavy metal which can produce all the taxic effects of this
group  Sufficent doses cause severe pains in the limbs, eapecially m the knees
salivatlon stomatits gastromtestinal and liver symptoms nephrits cystita,
peripheral neurlus and dwturbances of the central nervous vegetative and
endocrine systema.1%-1m

Dermadromes.—A pecubar affinity for the katr causes shedding of the head
hair by doses which do not cause other toxic symptoms. It Is still controversial
whether this effect on the hair 15 due to Jocal demage!™™ or whether it 13 evidence
of an elective daturbance of the endocrine sympeathetic system 1%

Thallium acetate has been for 1ts efiect on the har widely used 1n the treat
ment of tinea of children

1f 6 to 8 mg of thallum acetate per kilogram body weight 13 given in one
dose the bair starts to fafl after one week and complete baldness of the bead &
reached afier nineteen dayw. 2

The eyebrows especially the mesml poctron the eye lashes the lanugo the
pubrc and axillary hair and in expenmental rats the whnkers, prove more but
not entirely resistant 'YB The epilation of the stalp 13 occamonally spotty
After 3 to 4 weeks the hair starts to grow again and reaches {ts old vigor after
2 to 3 months  This amarzing treatment has however been largely abandoned
becnuse of a number of fatal powonings which have occurred elther by over
dosage or by adminstration to adult patents or though very mrely in spate of
all precautions ¥ Hypohwdroes 1 one of the sympathetic eflfects of thalllum
Other dermadromes of thallum powsoning are rare  They include urticadal
erythematous  macular and Gchen planus-like exanthems  After revere ungle
dose pomsonings which have frequently Leen caused by the ingestion of roden
tiodes containing thalbum salts white transersal nail bands comparable to
TP 10 yrar bowld We ceated 1 Kafim The per
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Mees s bands In arsenic possoning have been described @ "™ and thallium has
been found in the nalls. ¥ The bocal application of malve contmnlng thelllum
acetate for the purpose of epllation hay proved effective but has resulted in a
great number of systemte podsoainge.

Carbon Monodde

Carbon monomde poisoning rarely causes skin manifestatrons. Shullito
Dnnker and Shaughnessy ™ did not mention any skin damages 1 thelr survey
of 21 143 cases, burt it scems that ths reporct did not pay enough attention to the
cuUtancous symptoms,

Fla. 133 —Localised gangrene follewing carbon moacaride polaoing.  (From Stefert, L A, J AL 8oe.
New Jereey )

The cherry red lips and deep cyanaris of persons potsoned with monovde
£3s is generalh well known  Local edema of the extremites was known to the
older cheervers. It may be related to the arcumscribed secroses found after pevere
fas poronings - " ﬁekmmnn-muhmm(khuhm
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170 DERMADROMES OF INTOXICATIONS

develop into deep sharply cuthined round nlcers or patches of dry gangrene.
Such necroses have been seen on the heels soles, ankles, calfs saaal aren fingers
and scalp  In severn! coses an entire limb was affected 15000

Perbaps decubitus 1s at Jenst in some cases a factor in the pathogeness of
the ulcers but there are clhinical and bistologreal reasons to blame prumary
voacnlar damage instead

Herpes sty especially of the forehead u conndered to be o characterntic
sequei of P g™ (Schas in dk 1o Fischel *)

Sedatives

The Barbtixrates quite frequently produce rashes of allerc character
Pruritus and urticacial macular scariatimform multiform o petechial exan
thems are fairly common and well known especiatly from phenobarbital  Bullous
eruptions i the mouth have also been observed ¥ The severe and in some in
stances {atal cases of exfolmtive dermatitls are foctunately very rare.i%

Nirunol 18 2 hypnouc which almost constantly produces a morbilform
examthem after 6 to 14 days of regular administratron  The rash Is accompanied
by conjunctivitts etomatitis and other mucneal reactions fever cyanows dizm
nes and other tervous symptoms, gastromntestinal and hepatic xymptoms and
atbuminuma a syndrome which Is known as afroansd disease (v Plaundler after
R. L. Mayer™)  Nirvanol is used in the trentment of chorea  The therapeutic
restlt depends oo the development of the nirvano! allergy %

Bromine

Alorbiltiform  urticarial bullows  vemcular  vacciniform and other rosker
are oocamonally seen after the administration of beamidss, More charactenstie
are acneform eruptions which appear at the predilection sites of acne vulgach
especially on and around the nose It serms that bromine acne B more apt to
suppurate and to form flacod pustules than the common juvemle form **

In some cases sdeers form which by central bealing and partial penpheral
advance may resmble tertiary syphilis A pecshar feature of some bromine
reactions is the tendency to develop ixderous or tumor fike vegetatioms  Thess
bromodermas are known in reversl vansties and combnnations. They occur as
papillomatous confivent crustous wppurative or dlcemting sessie or tuberous
usrally panful eruptions. Small subepudermal abscesses 1n the edges of the
Jesjons may create o blastomycoms-hke pictare  After the expremion of pus
from large femons a quite charactetistic eribrnform surface results *
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BROMINE 211

The bramodermas are most often seen on the lower legn and vary widely in
sue and number of lewons.  There may be a few or several hundred and some
may be as small an peas while others may reach the sire of a fist.!**  The varous
types of lesions may be seen In the same patient at the same trme. A charac
terstic foul odor may be present 5™

The Jestons have occamonally been first observed several months after the
ingestion of bromine had been duscontinned. Bromoderma sometimes develops
out of other pre-existing skin lemons eg ulcers scars and injuries. The tongue
and other parts of the mouth may participate in the fungating process.

The allergsc character of the bromodermas has been recognused by mast

authonties but s disputed by some Investigators ** mainly becanse of negative
skin testx.

Fig. 158 —dcneiform eruption from broodss.

The paswve trander of the allergy to the guinea pug has ocrusionally been
demonstrated "™ Bloch and Tenchio!™ elicited 1n thewr case of severe bromo-
derma with fata] outcome pomtive patch tests after 24 hours. Later these
reactions twned into bromoderma an nteresting demonstrnten of Koebner s
phenomenon *° Positive scratch and miradermal tests have also been elicated
Excessive coslnophilia is another argument in favor of the allergic nature of the
bromodermas  The vegetations have several times been found to be fres of
trorune  The dugnoss of the bronrine dermatoses has 10 consrder such heter
ogenous discases as the ncute evanthems, acne vulgans syphills blastomycous

ithel mycoss f erythema nod and others.
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Fig. 157 —Bromoderma tuberosara  (From Nethortow, ¥ W Cleveland Cftn Quart)

Fig. 18 Frem F W Clev land ONn, Quart)
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The copper o brownish hue of the bromodermas m often emphasired

Discontinuation of the bromides and large amounts of flud and sodiem
chlonde!™ are important 1n the treatmend,

The proguosis of treated cuses is generally favorable if the use of bromiden
o doscontinued. Scunng and plgmentation are common sequelie  Rarely
the lemons continue to develop desplte dewcontinuation of the drug and treatment.
Such cases may end fatnlly ™

Todine

The eruptrons following the internal use of rodine and its compoands follow
the pattern of those produced by bromme  Acne Is the most common derms
drome of wodsm  Vesscnlar bullous,!™ and hemarrhagic eruptions have been
seen more often than the vegetating forms.,  The allergic nature of the jododermas
and the sensitizing effect of lodired table salt!™? has been establshed by experi
mental investigations **

Fatal cares of lododerma tuberosim are very rare ¥i-iu

Some Other Drug Eruptlons

Almost all drugs and pomons are able to produce allergic slan eruptions-
Among the great number of multform morbflidorm, scarlatiniform ecxematond
hemorrhagic bullous vesicular and other exanthems a few stand out becarse of
unusual chnical featares

Phenolphtkalein eruptions are well-defined round or oblng red and hater
porplish brown spots  They sometimes appear =8 large bullse. The macutar
lesions ore lentll to palm sized and are most often reen about the buttocks and
the lower back, but also on the extremities.

The bulbse are large and decsduocus leaving an erythematous and plgmented
base Ecrematous [orms are less well known  The lesmions may after an in
fammatory stage receds and leave only a famt pigmentation It w a peculiarity
of the phenolphthalein eruptions to appear In exactly the sume sites, even after
complete or almost complkete dimappearance and after long intervals. Thw Is
known asa  fived eruption
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Phenolphthalein 15 an mgredient of more than 2 hundred propoetary Iaxa
tives."®  Similar fixed eruptions olso occur as a reaction to antipyrss U8 The
eruption to either drug may develop within an hour after ingestion  Severe
melanoderma after phenolphthalein 18 very mre '™

Sedormid & mikd sedative of the urea group has in many cases caused severe
thrombocytopemic purpura. 1% Ts7

Veramon a popular European ecombmaton of barbital and amidopynn
may give rise to fixed symmetrical eczematous patches and mucoeal wellings.
Its use has been discouraged becnuse of the danger of agramslocytosts from the
amwudopynn content.

Quixine eruphions are most often scarlatimform  In severs cares exfoliative
dermatits may develop  Severs purpura 19 a rare event  About one out of 200
patwents 18 or becomes allergic to quinine '™

Atabrsme which proved to be a satmfactory substitute for quinine may
cause a lermon to sickly greemush yellow dmscoloration'™™ after one to four months
of use. The yellow dyschromia Is uneven In contrast to wcterus with the
heaviest discoloration on the exposed parts and in the folda of the body
The sclerae remain white  The extensar™ surfaces of the arms and feet the
webe, the nape the forehend and the aircumoral area are most deeply stnined
A golden ning around the mouth b o peculiarity of the atabnne pigmentation
Ualike the discoloration 1n carotinemia the palms are less vellow than the dors
of the hands.

Blush pigmentations have been seen in the hard palate epiglottls tracheal
rings, and the nail beds

During the war in the Soath Paafic, espedially in New Guinea many coses
of a dermatoms with features both of an atypraal hcken plamus and eczematord
dermatitss occurred among the troops who took atabrine regularly foc the sup-
presson of malaria but It 18 not generally recognized that atabrine s the cause. !t
The condition 18 characterized by varwous combinations! of purplsh hyper
trophic hichenowd papulkes and plaques frequently with o rough verrucous
surface and eczematord plaques in all stages of erythema oomng and scaling
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The dermatnsis may ako though rarely consist of lichenoid elements ajone.
Alare frequently the eczematoid lestons dommate the plcture entirely even to the
extent of severe generalized exfoliatirs dermatitsn
The kegn and forearms, the dorsal surfaces of the hands and feet and the face
peck buttocks and gemitalia are predommantly and symmetnaally affected
Atrophy and hyperpigmentation, nail changes, and shedding of the nails patchy
alopecia and dyshrdross have been described ay late sequelze.
With the exception of severe exfolative dermatitis, the course 1 generally
benign 1l atabrine is discontinoed,
Pueric ansd may couse generalized yllow discolorations wiich mmulate
jcterus.  The sclerue take part m the stanmg
The suifowamides may cause a great varcty of eruptions which are eseentially
the same as thoee due to the barbiturates the arsphenamines and many other
drugs A special feature o the frequent pholo-sensitizatson caused by the pre of
sulfonamides
Ephkedrins besides occasionally cauang generalized erythenms and dermatitss
has, In some perpons, o tendency to produce urtraria and local swellmgs, especially
of the eyelids, -1t
Codere rashes ™ have been described as folllcular erythemas which quickly
develop mto scarlatina like exanthems. Codeine and omum occasronally produce
pruritus or formication.! *  Paresthestas are alao a dominant symptom in chronic
ergotssm from™7 Claviceps purpurea Infected rye and wheat and In ustileginism
from corn infected with Ustilago maydis'™®  Even acrodynia like cases of
morbus cerealls  have become known. In ferism a severe posoning ocoasion
ally caused by the eating of broad beans (vicla faba) purpura s an unportant
symptom 2
Dinuropkenol the dangerous weight reduction agent caused urticanal
macular maculo-pagular and ecrematowd rashes in 7 to 20 per cent of the treated
wim The frequent yellow disceloration 15 due to the staining and Is
not caosed by icterus ™
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CHAPTER IV
DISORDERS OF THE CIRCULATION

Heart Discaso

Cardiac decompensation no matter what its cause may be produces a
rather umform syndrome with dyspnea cough palptation and precordial
distress dominating the complamnts. Cyanosms and edema are almost nlwnys
present

Cardiae Decompensation —Cyanosis 13 not only caused by the deficient
blood arculation  If the state of decompensation lasts for some time the
respiratory system suffers and the oxygenation of the vencus blood becomes
wsufficient 1ncreasing the cynnoms Cyanosis 18 an early oign of valvular
heart discase especally of the nght heart but also though later of the
mitral valves [t Is kess pronounced mn sortic nsuffidency ®

Extreme degrees of cyanoss are encountered In the sewboras infant with
congenital affections of the heart. In contrast to the cyanoss in acquired and
adult types of heart disease the blue discoloration may cover the entire body
surface of the baby (Morbus caerulens) In later life the cyancels s usually
restricted to or at least most marked In the acrn.  The cheeks the lips the nose
the ear lobes the finger tips, the toes the elbows and the patellae are chiefly
affected ¥ Frequently only a slightly purplish hoe of a secemingly henlthy com
pledon indicates an underlymng cardinc msufficency The cyanotic parts
especaally the feet and lower legs are cool

If cyanoms exists for a longer period sharply drawn felaxgiectases appear
On the face they resemble rosacea or they are the first stage of roeacea Tel
angiectases occur also on other parts of chromcally congested shin eg  between
the shoulder blades and on the abdomen ™

Edema usunlly 1s seen firat 1n the skin ebout the ankles but later It may
mvolve the entire skin and the subcutaneous tissses  Chronic congestion may
cause cIubbing of the fingers and toes more 80 1n children than in adufts,.13

The skin 1n chronic congestron 15 1f not yet cyanotic, pale and often grayish
Shight kemorrhagic tendencres are an early sign of decompensation though they
may be only detected by the tourniquet test oc the capillaroscope "™ Naegeli
mentions extravasations over the thorax and epigastnum in decompensated mtm!
nsufbciency

The pallor of the patients with mitral etenoms before the cyanoams occurs
s marked

Hyperpre occurs—esy lly in children—on the forearms and the
dorsz of the hands and fingers.  The ptgment 13 hemosiderin from the cxtravasa

Mfeckel T Chrotecbs (o opkes bein Kinde Sfenatschr { Kisderh 48 Isd-43 193%
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tion W4 Slght jewmdice is frequent It appears less pronounced i the
edematous prts.® Increased freckles are often seen 1n juveniles with decom
permated mitral insufficdency "™

Fix 130.—Mjecantiths  Dvram His of bere. rracerbating and receding  1th eardiag decompemsm tion

Flx 190, —Dvrma ftha of b legs | hyprrtrmsies  Paralelbas of erscrrbations with degree of carciss
decoarprasstion,

"Kastmazs I Die pa bobomiechbes Preestieraagen der last Mandb. d K. w Ok 4 2
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Hypertrickosis is & symptom of chronsc congestion 1 chibdren  The back,
the face, and the extensor aspects of the extremities exhibit the incrensed lanugo
most distinctly 12

Eczema of the lower legs, sometimes with a purpunc component Is an
ocrasional accompaniment of decompensation  The henling with Improvement
of the arculatsoon and relapse on recucrence of decompensation s proof of the
arcolatory factor 10 these eczemras

Fig. 161, —Schambery’ derma odls in circulatoey stasts  (Comrtrsy Dr 31 Jeswner)

The pulsating erythema of the nall bed or of a dermographic line known as
the capillary pulse is o well known sign encountered in aortic insufficency but
also 1 other conditions. The jerking pulsation can be demonstrated in the

capillaroscope. ™
Arterdosclerosis, Iypertension

Artenosclerosls affects the artenes of the slan'™ as well as those of other
organs (see Chapter on Old Age)  The capillartes appear tortuous and thin n the
capillaroscope (E. Wem after B Niekau!™™)

The chinxcal skin changes produoced by artenosclerosds are best observed in
the feet ¥ The ekin s dry due to the impalrment of the glandular functions.
The nuils become atrophic and brittle or thick. Coms and calluses become
thicker The lanugo hair on the dorsa of the phalinges dsappears.  The foot
nduding the wole may become cyanotic on dependence and pake on elevation
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ARTERIOSCLEROSIS, HYPERTENSION 279

Nomland!™* bebeves that the more nearly bonzontal the kg 1 when plak
color retnrns the greater Is the Insufficiency of the artermal supply  Vounds and
infectlons even trivial ones heal alowly and may cause severe complicatsons
This is the more important mnce praryfus is a comunan symptom of cutaneous
arterioscleroms and decompensatson B

Cardiac snfarction may leave rts mark in cros furrows of the noils (Beaus
lines) or more rarely 10 transverm! white lmes.!™ Cross furrows have also been
observed on the toemails In intermittent clauvdiention '™  Occaslonally an
erythems of the face and neck resembling erytbema pudans has been seen in
anging peclors " and Ayperiension ™

Herpas Zoster intercostalis has often been related to angina pectorn.B1%

The most important though by no means constant cutaneous manifestation
of hypertension I pruritxs It 1 often severe and reflects in Its intenmty the
ups and downs of the blood premure  Severe attacks of pruntus may precede
apoplectic episodes.  Rarer than pruntus akome are ecxemolons or praripimous
changes It is In such cases hard to decsde whether the dermatoss is due to
hypertension nephrosts or decompensation smee 1t may accompany all of these
conditions  The eczema sometimes seetns recondary to peurigo the itchmg papu
toartrcnnal lemons of which are quickly destroyed by scratching A slght scab-
covered spot of lentil to fingernall sire ensues.  Groups of such lessons in veRnous
stoges of development and hchemfintion are wsually found along the legs and
m some severe cascs over the entire body  These cares are at Jeast temporanly
benefited by superficlal X-my therapy

In obstinate cases of eczema of the hands, of nummular eczema and of scaling
and ftching of the finger tips oue should consider the state of the dreulation
and treat accordingty

Hypertenslon aortits arrhythmia chrome glomerulo nephritis and other
vascular and hepato-eplenic dworders may be accompanied by pigmented and
depigmented  hemorthagie inflammatory plagues on the komer legs. Favre®
and his collaborators have stressed the Internal relatronship of thes condition
which he called awgiodsrmantis pigmentosa purpurica  He stressed that this
common syndrome has nothing to do with varicoss veins and that it does not
show the features of eczema  The underlying penosteum is often early affected.
The patches run a gamaut of colors from yellaw to blue black.  The surroundings
are oftrn depigmented.  The lesloms are alo variable in wmre and contour
Hemorrhagic infiltration with formation of a black scab and uvleeration occurs,
dren £ Derma -p;:"l-nnu 3 POt mK Demeritagea Sher prurigaos beTmatien,
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280 DISORDERS OF CIRCULATION

Tenderness and scaling are other features The pigment Is hemosiderin  In
spite of some msmilanities the common angmodermatitus is to be separated from
Shamberg s disease and from purpura Majocchii.  Syphilis is the most common
etiologrc factor

The compreseon of the superior vena cava by an anexrysm of the ascending
aorta mayy cause congestlon and tortuomity of the veins of the neck and face
even of almost the entire upper half of the body There m also edema and
cyanosis. Pressure on one of the innomimnate veins produces these mgns on
one side only usually the left.? A leaking aneurysm of the abdominal sorta
may cause huge suggillations of the scrotum and lumbar area

FiS 182 Fromie aged 17 years  Arterioleaoas anrarysm foles ing fractare of radbes  Incressrd
Erowth of (he affected band Larke perGdebrmaugiomatous coled reels, Incrrased rifa trmperat e
and trwits  (Patient of I Karl Acklaspirr)

Peripheral arterso-venous aneurysms are usually caused by trauma They
czuse hemangoma like accumulations of tortuous blood vesrels with pulsation
and murmurs  The akin over such a kesion {s warmer than normal and perspires
more readidy  The {ncrea ed Glood supply causes increared gromth of the in
volved part neluding the bones

Thrombo-Angiit! Obllterans (Ruerger s Dinenac)

In thrs drorder of unknown but ™ protably bacteral ctiddogy 27 the perd
pheral artenes and vein of thefeg  rareh of the arms—sometimes together with
adjacent nerves ™ are affected  Artents wath thrombus formation in single of

BSAmerger L The (lrrwls oy Dit rhaacof be £ rral b Fhladeiphis sad Londes, 183
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SHOCK 281

multrple focl canses a state of lschemia with severe pain  The pain may ocour on
exertion and then it has the character of intermittent claudication or it may be
expensenced while the patient w at rest. In this case the paln 1 continuoos,
worse at night and sometimes aggravated!” and sometimes eased by depend
ency Gangrene with severe pain may occur The course of the dmenso 18 most
oiten chronic and siowly progresmve m nttacks. The penipheral pulses in the
affected mb are absent or diminished. The sufferers are almost exclustvely
young men (98 per cent) often Hebrews (28 per cent) and heavy agarette
emokers (93 per cent) *  Famillal inadence has been cbeerved U4

Dermadromes —The skin 2 of the toes 18 at least 1n the fairly advanced
stages, moust, cool often scaly tender and reddish-biue 1n patches ewpecully if
the pauent stands. [Fleiton blanches the lmb  Reactive hyperemsz s apt
to follow on lowermg the leg except In severe cases.’® If the time required for
the return of color while 1n the dependent poertion 1s longer than 10 seconds im
paleed arterial arculation exsta.  In marked Imparrment of the artedial accula
tion by thrombo-angutis the return often takes more than forty-five seconds 97
Refilling of veins after emptying by elevation also takes longer than ten seconds.
Superfical palpable phisdiiis Is a feature in Boergers dsease which leaves
hemariderin pnpmentation for a long time after healing

Varlable degrees of pallor or cyonosis may follow expostrre to cold o smo-
hox 77 If pamgreme develops it is lems extensive than in arteroscleroms because
of the emaller caliber of the thrombosed arterfes. It s usually of the morst type.
The endangered toes are blush especially the nailbeds. The skin 13 often glossy
and atrophic. Subungual keratosis develops frequently  Ulceration of the hip
toe ta the commmonest form of necrosis.  Gangrene of the bngers 1s much rarer
than gangrene of the toes since the establishment of collateral circulation has &
Detter chance in the arma than in tho legn. Bemdes the occlumon by thrombosis
vasospasm plays a part The dlagnosis has to exclude arterioscleroms. Here
tho pleture is very similar but the patents are older the pain at rest Is milder
gangrene 13 more apt to be dry and phicbitis and edema are not features
Liperua is frequent n arterioscleroms and the arterioaclervtic artery may be
detected by \ray P

The requures ph band of ) vascular exercese
by systematic ramng and lowering of the lega, and warm baths, Alechanical
pulating devices do nat seem to be very efect! © in Buerper & discase Amputa
thon nerve sectlon or sympathectomy are often necesary U7 @

Shock

Shock s characterized by arculatory fajture and deep depremsion of the nery
ous functions. It may be caused by trauma hemorthage massive infection burny
intestinal perforation cardiac faflure and other conditions.
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282 DISORDERS OF CIRCOLATION

In shock the effective arculating blood volume fe cardiac output and
venous return is reduced and the periphern! flow of blood Is slowed down n®
The blood pressure 18 at first malntained by vasocompensatory mechanisms but
drops as soon as these mechanisms become weak. \While in the Initial or pre-
monitory stage of shock the pulse may not be altered it becomes rapsd and
thin 1n the fully developed syndrome.

Dermadromes.—Di Palma ™ stresses the diagnostic importance of the skin
phenomena 1n the Injtin] phase the knowledge of which may enable the physican
to apply help before the onset of deep shock. For the examination the patient
has to be stripped and remain exposed to roam temperature for at least 10
minutes. If the skin can be blanched by preseing the forefinger forelbly mto 1t
eome blood must be in the skan  The color contrnst with the unblanched skin
and the rate of fillun of the blinched areas permit qurck though rough and
unreliable estimate of the peripheral blood flom  Gentle touching with the back
of the digits permits the determination of gross differences between the skin
temperature of the trunk and the extremities.  Such differences would indiente
a slow blood arculation in the peniphery  The color of the skm m an excellent
gulde 1n the estimation of the rate of the perpheral blood flow It should be
judged by the hue of the cheeks the lips and especially of the nail beds. Di
Palma 4 advises the acquintron of competence by observing the nail beds under
controlled conditions of circulatron produced by a blood pressure cuff and varying
elevatron of the arm  Brick red purplish and fmally deep purphsh blue in
dicate the degrees of penphernl arculatory failure

Since the brick red hue s an early mign 1t 18 most important. Simultaneous
forcible stroking of the skin with a blunt instrument on the chest and on the fore-
arms provides an opportunity to compare the differences between the time of
appearance and the color of the red dermographmm  The penipheral blood flow
must be conssdered slow if the red Ime appears later than five seconds and if the
reaction on the forearm 1s delayed in comparison with the chest  The color should
be bright red DiPalma Muss and Foster!® have devised a method which
measures the minimal time required to ehiaat hyperemia by a weighted rubber
ring placed on the skin of the chest and arm (stimulus time) and the tume after
which the hyperemia fades (clearance time) These times are compared with
those obtained from a normal person in the same room

ReDiCalma. J R Tha Clrewiation in the Rkfn | tbe Ahock Syndreme J A X A. 133 63(-962,
1043
BeniPaime J R Myw, I and Forter F 1 Resctlve Hyperemis Rimg Tewt [n the Study of Prial
Leions Caawd by Arteriowcterosis Ohll erams and Arterial Esbolem Am lleart J 31 313264 1913



CrapTER XV
DISEASES OF THE KIDNEYS

The relation of dermatoses to renal disorders fasanated the physiclans of
the mineteenth century more than the recent generations. Brght, in 1827
was convinced of the sympathy between the skin sod the kidney and many
famous authors have investigated this relationship mare closely

The Lidneys bemg concerned with the excretion of water-soluble snbstances
are functionally linked to the skin Under normal conditions the akin stores
about 28 per cent of the body s water It takes up much more m edemal'®
which s the dominant symptom in acute diffuse glomerulonephntis and 10 some
stages of other renal dmeases. The loose testure of the skin and of the sub-
cutanecus timue affords more storage space than the muscles or even the serous
cavities are able to provide. Along with water the skin stores chlorine and min
erals.  The vast vascular capaaty of the skin provides an mportant regulating
mechanism of the blood pressare which  the main power behind the unnary
excretion  The skin has an excretocy function which however can only partally
and occansonally replice renal excretron U8

Under normal cooditions the skin as well as the kdneys eacrete about
1300 c.c. of water dafly but the kidneys are able to concentrate from the blood
more than thirty imes more urea and three times more NaCl than the tubules
of the sweat glands. Thus even a damaged kidney usually excretes better than
the slan and the skin alone 13 not able to replace the function of the kidneys.

Dermadromes were seen in approximately ooe-fifth of the series of 1100
patients with all forms of nephnitss and nephrosis studied by Chargin and heil™
These authors found that skm dmenses occur more frequently In assocation
with asofemta than in those without arotemis. In contrast to earber observers *
they found that purpsra is the most frequent leston nssociated with nephntis.
All types of hemorrhagc kemons ranging from pinpoint petechiae to large ex
travamtions were encountered.  Chronic glomerular nepbrtls without edema
weemed to predispose to hemorrhage fa more than the other of rucal types of
nonsurpieal kidney disease.  Higher degrees of arxotemla often cause fntense
purpura  Sometymes the hemorrhagie tendency expresacs itwel{ only in & hemor
rhagle component of a usually nonhemorthagic dermatotes e.g tmea  Prwnins
varyieg wadely in intennty and in its sequelse may be the fimt symptom of
nephritis (Gienlatory after Pringle! ®) It occurred In 20 per cent of the cnses
of emential hypertension with arotemm and In 12 per cent of the instances of
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284 DISEASES OF KIDNEYS

chromic glomerular nephritis with edema It infrequency in all other groups
of the serfes of Chargin and ke is striking  Azotemua 1s probably the inclting
factor Arotemin without prumitus occurs but if praritus o present In uremm
it is regarded as of serious prognostic importance ™ The prunitus may be ex
plained by dermatiic changes which Rbeale obeerved 1n nlmoat all of 25 cases of

Fiw 183 Turpars  Chrowie seplritls

uremia even when no grom changes were present. 7 These nflammatory
changes ranged from slmple pervascular wfiltmton to necrotic and herpetiform
pandermautis  The findings coukl not be confirmed entlrely in an American
serbes. Here atrophy of the skin was the domnant pathologic feature
Other patholognts have cautwoned not to overrate the perivascular nfiltration
in the skin * which is often seen in glomerulonephritis

The xrea content of the kin 1s usually high  The appearince of crystalline
urea asa thin white saltlike depoit on the skin especially about the nose the
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neck and the shoulders! ¥ 1 known as sres (uremic) frost. It occurs most
frequently m malignant scleroels and essentml hypertension (10 to 20 per cent
after Chargin and Kell™) A prolonged agonx] perlod which allowa the formation
of the crystnls together with a high urea content of the blood and of the skin
seem to be the factors accoumting for its relative frequency In these conditons.™
The phenomenon of uren frost 1 more often veen post mortem than in hie. It
1s still controveralal whether the source of the urea frost s the sweat glands or
the pebaceous glands. Its accumulation m the areas of accumulated rebacrous
glanda and its sbeence on the palms and soles seems to support the sebactous
gland theory while observations of crystals at the mouth of the sweat glands
seem to prove the sweat gland orn Urea frost Is of omincus prognostic
significance.

Eryibemotons bullows oxd wriscarfal eruphions 1o nephntis™ ¥ have occa
sloaally been described  Generalized exfoliative dermatitis is also mentioned fn
conpection with the renal disease ™ Some of these dermatores may have been
cavsed by septicemia. Ehrmann'® gaw In edematous patients aggregmted
veslcles about the head which rapidly formed oonng pink surfaces.

Flssural ecssma is supposed to be more common 10 nephritls without edemn
Grouped papular eruptions of great obstinacy were in the older Hterature
known as erythema papulatum uretmicum®® (Merk after Ehrmann )

It may be mentioned m this connection that rabbits with experimental
glomerular nephritis could be shown to be more sensrive to skm imtation from
tar than the normal controls.

A progreselve febrile dermatosss prabably of bactenal origin occnmng rela
tively often in Hpd mephrosts 1s referred to as erysipelord  (Thum condition should
not be confared with the erympeloid of Rosenbach ) The eruption is seen on the
abdomen and thighs spreading from there with an erythematous circinate flush
and tender border There may be recurrent attacks * with ocrasional abecess
formation. ®

The complexton of patkents suffering from cowtracted kidmey is often vellowiah.
This discoloration is restricted to parts exposed to light The plgmentation fa
explained * by the retentron of urochromogens which under the influence of
Ight change into their color just as they do 1n a pak arine from an arterios-
cerotic Xidney There m no retenton of urochiromogens In acute nephritis.
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286 DISEASES OF KIDNEYS

Carotinemia is always present in nephroses but only m 10 per eent does the
skin become noticeably yellow 117

In acute nephritss the capllaroscops may reveal narrow arternl and wide
tortuous venous segments The subpapillary venous plexus is well viible and
the crculntion s slowed  These changes may precede the outbreak of nephritu!™*
(Goth after Nieknu!™) suggestmg the primarity of the capillary damage

lerpes spster has often been seen In attacks of mephrolithiasss '™ Severm!®
found that these eruptions corresponded to the eleventh and twelfth dorsal and
the first and second lumbar segments  Their area was found 1dentical with the
associated Head s rones.  Some cases of prursius and obstnate screma In chronic
nephrolithmss were relieved by operation  They can be Interpreted as cnused
by the infected focm and by parenchyma! damage caused by cnleuli and In
fectfon

Pruritus 18 a common symptom m all types of chronic urlnary retention
Thus 1t 15 frequently and early observed 1n benign hypertrophy of the prostate
and occurs also 1n stricture of the urethra It ia good advice to exnmine prostate
and bladder in all nnexplained cases of pruritus and secondary pyoderma present
in elderly men.¥45% [n rare instances pruntus vulvae may be caused by meph
roptoss. 1™

Though not being the cause of dermatoses Peyromis s disease or induration
of the tunica albuginen of the corpora cavernosa penis s possibly a manifestation
of a systenuc dorder which may also cause surface symptoms Tournine and
Ruel © call hereditary polyfibromatoss the tendency to form nodular nonencap-
sulated indurat:ons in many parts of the connective trsue  While the associa
tion of induration of the corpora cavernosa with Dupuytren s contraction of the
palmar aponeuroees has long been recognized Lelosds fibromas of the fingers
and umilar connective tissue lemons are also seen together with Peyrones
disease  Simple domfnant heredity is supposed to exist. Simular hypotheses
of earlier authors have not found acceptance. &

USBoeck, W G and Y ter W 3 Yantbemie aod Yantkosts (Carotinemin) J Lab. & Clis.
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CrapTER XVI

DISORDERS OF THE ENDOCRINE GLANDS

THE PITUITARY BODY

The hormones of the antertor lobe of the pitartary stimulate the activity of the
thyroid the parathyroids the mammary glands the wlands of Langerhans
m the pancreas the adrenal cortex the gonads and the placenta The carbo-
hydrte and fat metabollsm and the growth are influenced cither directly or In
directly by the effects on the above-named glands 748

The trtermedsate lobs activates the melanophores In the skin of amphibia
Its physiology 1n man m little understood.

“The posterior lobs secretes two principles which act on the smooth muscle
fibers It profoundly mfluences diuresés by the productiou of an anthhretic
hormone

Frohlich s Syndrome

Dvstrophia adsposogemichs or Frahlick s Svyadrowe te the triad of obesity
particutasly of the Jower trunk genital underdevelopment and pitwitary symp-
tomx. The htter seem due to hypoactivity of the anterior lobe and the pars
intermedia. Frohlich s Synd s one of the endocrine diseases
especially of young males. Thm was demonatrated 1n the induction centers during
the last war ™

Dermadromes.—In the younger patents the akin is smooth and pale and
the veinsare well visualized  Cushing remarks that persistent freckles on exposed
areas is a characienstic of most cases of hypopitultansm  Perspration is scant
or lacking ** The subcataneous fat which is particalarly abundant on the hipe
sometimes scems to suggest a deep scated noopltting edema  Striae are seldom
wen The pubic and axillary hair i absent and the lateral third of the eye
brow is often mumaing  Ordsnarily the sealp halr is not only vnaffected but seems
to Le especlally well developed  If the under-developed gonads stast functioning
eg after successful trentment w th anternror pituitary hormone the body hair
and the other secondary sex characteristics may still develop  Several authors
emphasire the emall thin under-developed nails whick do not show lunalse
at their basca.  Omychogryphoss [ragility of the nais and opaqueness of the
nail subetance ha e ocenslonallhy been noticed.
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288 DISORDERS OF ENDOCRINE GLANDS—PITUITARY BODY

In the rare Lasrence Moon Bed] syndrome which consists of dystrophia
adiposogenitals retmitis p mental defi y and polydactylirm
cutaneous peculiarities other than in Fr8hlch s syndrome have not been recorded

L. Friinkel noticed the failure of the lateral parts of the escutcheon to
develop in patients with puwstary safasttlism  (After \lussio Fourner 1)

3
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Fie 184 Fréblich type ke aard 18 yrars. Obesity ayneromestie, lick of palée balr

The complete absence of secondary sex characterstics, dryness of the skan
freckles and hypotrichosss of body and scalp 18 the rule in dwarfs of prtsstary
onpim (Type Loram Levi)  The scalp loses some or much of its hawr mostly In
the vertex aren less 30 at the marging. This vertex type of nlopecia has been
observed in several pitmitary conditions  (Engelbach )  Cutis lavn and Eklers
Danlos syndroms has m some cases been related to hypopituitarsm !

Ca hexia Pltuitaria Simmond s Disease

Stmmonds Diseass occurs almost exclusnvely In women after childbirth
The cause is atrophy or destruction of the glandular part of the pltuitary

The early stages of this syndrome resemble mynedema Later with in
creamag wasting amenorrhea or 1 the make Impotence develops  Muscular
weakness extreme low of fat hypotension apathy and hypersomnia low tempern
ture low blood sugar low basal metabolism and ecunophilla compose a picture
which can eamly be confused with other cachectic conditions.  Good and some-
times dramatic results have been obtained with anterlor lobe extracts.
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Fig 166 —La resce-eon-Diedt syndrome  Nat polydactylm  (Coartesy Wisconsin Gemeral
Howpi al)

Dermadromes.—The skin 1a wuxy pale or yellowish and slightly edema
tous Later the turgidity dappears and the skin becomes dry wnnkled and
slightly scaly or in some areas especually about the hands and feet glossy
chilblain like or e 'en sclerodermatic. There 1 a defin te tendency toward
pigmentanon  The pubic and awllary hair as well as the eyebrows and beard
disappear completely i the fully developed syndrome'!'®' In eome in
stances not a single lanugo hair can be detected on the whole body surface
The cyelashes and the scalp hair usually atay  The nails and teeth fall out or
suffer dystrophic changes. ™

Acromepuly

Acromegaly s cansed by hy peractivity of the eounophile cells of the anterror
mtuitary which are responsible for the growth stimulating hormone  Ecalno-
phile (acdophile} tumors and eosinoph le hvperplasia have often been found

The overprowth affects the sheleton and other systems  \Mawillary rather
than mandibular prognathism s charactenistic of the true acromegalic  The
nasolabial folds deepen and the ears seem to be set back  The teeth become sep-
arnted and the hands and feet enlarged  The iscern take part in the unnatural
growth  The hyperfunction of the interior pitultary may be followed by hypo-
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ACROMEGALY 91

function and 1ncomplete regreason of the acromegalic slgns 1n the soft tissues.
Such a regresuan fn the skeletal system b hardly posible Therefore the typial
cutancous mgns of ncromegahy may be abeent 1 folly developed akeletnl gcro-
megaly
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Dermadromes —In acromegaly the skin like the bones and the viscera,
s overdey efoped 1n every direction and can be comipared to o normal sk under
1 magnifying glass. The surface 13 coarre the furrows deepened and the con
nect ve trwiie thickened or somewhat edematous.  \oles may appear or existing
oaet grow  Combmation w th Reckhinghauten s disense has Deen obeerved a
number of times, ™ The cut neous glands are enlarged and their hyperact] Aty
1 indicnted by mowsture and sehorthea  Comedos and follicnlar keratowes are
marked Acne m nt u common The pgmenttion 1 moderately accen
teated '® ™ The h.ogromth s nereared n o Dout one-fourth of the cascs,
ocrurring ¥ especially on the body w0 that in women a more masculine habitys
results. In unh e en per cent doos the hair grosth decrease @ By feeding
young rat @ Ny UNE younk dogs with antenor Jobe extract the har has been
shown t become thicker than in the coatrol ™ (Robertsan 1017 after Murmo
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292 DISORDERS OF ENDOCRINE GLANDS—PITUITARY BODY*

Fourruer¥)  Occasionally blond hair becomes darker and straight hair becomes
curly and negrold #7 The scalp hair may become thin on the vertex " and
premature greying may be seen  The nails participate in the general hyper
trophy  becoming broad striated sometimes spoon-shaped (cotlonychm)i

g 168 Fig 169

1 18 Coshing sywdrome Broad parpileh strise obesity  (Cowrtesy Wiscomsa Groeral
owpital.)

Fix 9  Drosd purplih strise ta Cuaking’ sysdreas (Coortery Wincoasin Georra! Jlospltal }

and occamonally long (Walker after Atkinson"™) Varicose veins are not un
common

Cxtis verficss gyrata ™ 13 a congenstal anomaly consating of an ¢ cows of
scalp which cau<es the shin of the vertex to form folds and furrows resembling

WAschaer D Der Elnfiom der ot din Med KH
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BASOPHILE ADENOMA 193

the gyri of the heain  Thiv pecylfar and rare leson has been observed more than
rune times in acromegrly which is often enough for it to be considered an ocow
sional pituitary dermadrome R w4

The comhnaton of acromegaly and xanthoma diabeticorum has been re
pocted five times i three years 5”  Permstent edema of the eyelrds fsce and
extremithes 1 well known and ranasitony clrcumscribed edema of the Qumcke
type has also been reported.u*®

Basophfle Adenoma

Baraphile Ad pmdncen* —{mcgmupc{:ympttxmnow well
known as Cushing s synd d pe moatly in young adults
The higheat age 1 twelve cases rcwn'kd by Cushing was 25 yeitts,  The patlents
are definstely underssred smce they become shorter during the duwease The
dumntion of the allment averages shghtly over five years  Adpomty 15 charse
terstically coafined to the face neck and trunk the extremeties bang spared,

The fat deposits nre often tender and develop quite rapxdly  The round face
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294 DISORDERS OT' ENDOCRINE GLANDS—PITUITARY BODY

is often deecribed asa  full moon face but the facial expression 13 more painful
than jolly Weakness kyphosis back aches amenorrhea i the female and
impotence in the male are other symptoms

Dermudromes.—The most stnking dermadrome is the development of
hroad purplish striae atrophicae mainly in the lower and laternl parts of the
abdomunal skan  They were present in all of Cushing s twelve cases and have
since been seen in a great number of instances. '™ 1t seems as if the basophlle
adenoma produces a toxic substance with a special affinity to the elastic fibers
Their reswstance and elastlcty appear to be weakened so that they tear on
relatively slight strain (see striae of pregnancy)

b o s s T e

Fie 171 —Cuvhing syedromss  Liredn reticuwlirly  (Courieny Wisozsl Gemeral Hoswpltal)

The skin 13 often hyperpigmented U® It is dusky or copper colored cepe-
clally the face It 1s usonlly dny  Purpura traumatia has frequently been
observed

Hypertrichoms of the face and trunk has been constantly found in females
and preadolescent males

\lany eecondary endocrine disturbances are on record such as those due to
dysfunction of the thyrod and adrenals.  Diabetes has been recorded

The resstance against infections §a lowered ths keads to frequent pyo-
dermas  Infections are often the immedmte cauve of death

X%joass Coshlax Aypdromse Med Kita (3381 814



Caaprer XVII
DISORDERS OF THE ENDOCRINE GLANDS

THE THYROID GLAND

Thyroxm the hormone of the thyroid gland stimulates the cxidative
proceses of the body

The Influence of the thyrold on the skin » maniicld.®" The removal of
the gland in animals increases the content of water and chlondes the total
nitrogen and the protein denvatives 1 the skin  Administration of thyrovin
decreases the cutaneous chlorides and the water and increases the sogar and
nitrogen  Some of these effects may be reversed with high doses of thyroxin
Thyroldectomy increases the capacity of the skan to swell in 1/10 normal HCI
(Quellung) Thyrowun causes higher and more prolonged akin and blood sugar
tokerance curves. The resorption time of a saline wheal {s prolonged after
thyroidectomy and shortened under the influence of thyroaun while the resorp-
tlon of potamrum lodude shows an oppomte tendency  Thyroxin incresses the
sensitivity of the skin to X-ray sod ultraviolet rays.us

Hyperthyroldism (Grave Discase Basedow s Disearse Thyrotoxicosis
Exophthalmlc Goiter)

The skin 1n hyperthyrosdmm is emooth thin and elastic with o velvety feel®™
This & m port a constituvenal chamctenatie and & often present before any
symptoms of the dsense become apparent.  The skin m most warm and rosy
but the color » unstable  The elevation of the temperature is roughly propor
tional to the increase in the metabolk rate  The difference in temperature
between covered and exposed skan areas is less proacunced than in e person with
a normal metabolwm It scems that the thinness of the skin as well as the
increased temperature and moisture helps to free the body from a surplus of heat
created by the clevated metabolam.  The patients usually complan of exoes-
sive warmth and like to skeep with the limbs arcovered

Dermadromes.—Erythema of the chest and back and of the parts where
the clothing presees is common 2% Unexpectedly the capillary microscope shows
that the capillaries are thinner than normal“n although observations of enlarped

¥Dokneted R AL Experimesteis Ust ber die Begeimrgen rachen Haxt und
Mymess, Arvh T erper Ptk 474, um—lm
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296 DISORDERS OF ENDOCRINE GLANDS—THYROID GLAND

caplllaries have aleo been made.t® Dilatation of the arterioles of the sub-
papillary plexus accounts for the Increased rate of the pertpheral blood flow and
the high skan temperature (Bansi after Michael and Buschke®) Due to the
increnesed momsture the electnc resistance of the skm s low

Hyperkdrosss 1= often as marked and as weakenung as In pulmonary tuber
culosls ! 1% Seborrhen, acne and comedos indicate overactivity of the sebo
ceous glands. In about 50 per cent of the cases!'™® there exists o tendency to
increased psgmentation  The hyperpgmentation is often inconspicrous thms
explains the much emaller percentages in some seres.  Youmans!'® sees a differ
ence from the pligmentation 1 Adduson s disease mamly in its leseer degree and
in the lack of pigmentation of the mucous membranes. The pigmentation seems
to have the older authors more impreseed than those of recent years. ¥ The
hyperpigmentation of the eyellds ls often regarded as suggestive of hyperthy
rordum (Jellinek s sagn)

Vstrigo has been seen 1n roughly 10 per cent of the cases. '™ 1™ This s
high enough to warrant a basal metabolism test in all cares of watiligo

There exmta a marked tendency to transient edema  Unevplained puffiness
of the eyelids?” and ankles chronic wriscarta and angloneurotic edemna should
cause the physiclan to think of hyperthyroidism The resorption ume of 1n
trndermally injected saline (McClure-Akdrich test) has been found to be pro-
longed In untreated cases mith a return to normal after operation or fodme treat
ment ' The validity of these indings however has been disputed U

Afaraxon s sigs is the more marked and longer lasting red dermographism
in the skin covering the thyroud gland as compdred with the red dermagmphizm
in other areas. The sign is frequently positive In hyperthyroidism but is not
speafic.

The kair is very sensitive to the toxic effects of hyperthyroidism  Salnton®™
™ and fus collaborators noticed diffuse or clrcumscribed loss of the hair 10
43 per cent of their 180 cases. The vertex and the temples are especially
affected
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Typical aloperia arsats i not infrequently aseoclated with hyperthyroidism
an observation already made by Basedow DH%  Alopecia as well as canitres
may affect the head hair the beard the eye lashes the eyebrows and the body
hafr Some authors emphasize the frequency of alopecr of the lateral third of
the eyebrows. White spots in the halr have often been recorded ™  Improve-
ment of the hvperthyrosd condition may be followed by improvement of the
alopecia.  Unpversal baldoess as well as hypertrichoss are rare 34

Alopecia as well a3 canities has betn experimentally produced in animals
by feeding with human or animal thyrosd or with thyroxin 8 oe

Melanuzation however has also been observed after thyrod feedmg me ™
Chickens are much better fit for these expeniments than cats end rabbite.™
The sudden production of alopecia and cinities after mentnl shock and ternfying
experences, which so far has not been well substantiated could be explained by
sympathetic sumulatson of the thyroid rH=m

In thyrordectomized rabbita regeseratwon of plucked hair Is delayed or
absent.®*M? Thyrod extract feeding speeds the regeneraton of plucked
feathers in pigeons.™

There 1 no relation between the severity of the hair changes and the severity
of the hyperthyrowdism  This refers to the dinical observations as well an to the
animal experimenta. The blood of thyroid ired horses the
effect of thyroid feeding on the integuments.™¥ The extract of tamc goiter Is
repocted to be more effective on the plumage of chickens than the extract of
mimple goiter 1

In spite of these and other suggestive _xpenments the etwology of alopra
arsaia has not been elucidated It seems that many factors are able to produce
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the same tymical picture which 18 more than twice as common 1n men as n
women ™ Infection o ' geems plausible In a number of cases. Hyperthy
roxdism as well as hypothyroidism®™® has been seen too often In alopecia areata
to be dismissed as a coincidental occurrence H#9-i

Tig TR
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Fix 172 —Alopecta totafs  Modera! hypothyrokdism,
Fig 173 —fame patien after treatoarat with Wyrokd
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HYPOTHYROIDISM 9

Wenman and hepler 2 found a metabolic rate of less then minus 10 per
cent m 25 per cent of their cases

The occasionally striking success of thyrold medicatfon supports to some
extent the thyrodd ctiology of some cawes, though the general stimulatmg
effect of thyrold preparations has to be taken mto account. A pltuitery etology
has been dnimed on the grounds of (1) supposed roentgenologren! changes in the
sella turckea™ 17 which was not confirmed by Wamman and Kepler 4 (2) coin-
cidence with pituitary symptoms and (3) successful treatment with anterior
Tobe extractat™™™ and radiation of the pituitary ' ™ Thero are some cases with
ovarfan testicnlar and adrenal findings m alopecta areata with corresponding
hormoae therapeutic results  There dre other arguments in favor of a pituitary
etiology  Vitligo or chlcasma was present in about 10 per cent of \vasman
and Repler s serien.  The fufluence of mental straln and shock s important.
Preceding mfections have also been accused

The nails have occaslonally been found altered 1n hyperthyroxdism.  Longt
tudinal and transverse grooves, atrophy onytholysis and leukonychia have been
described

Hypothyroldism

However different the symptomatology of congemital and acquired thyroid
deficency may appear there s little difference 11 the dermadromes of both
types. The derrmadromes of hypothyrosdmm appear early and therefore they
deserve particular attentron. ™2 ™% [t 13 necessary to emphamee that the fully
developed syndrom = rore while cases having some of the symptoms occur quite
frequently  Severe deficiencles of the thyrok] have been obeerved with or with
out skin changes.

In hypothyro«dmm the skin is pake and often slightly yellowsh due to caro-
tenemia 3% ™ [t peems that the liver » unable to form Vitarmn A from
carotene due to the lowered metabolnu  The alan s eol to the touch and the
patient feeh the cold moce intenwely than normal persons,  The coolness of the
slan » considered to be one of the enrlest sy o the whole synd of
hypothyrotdism  The lowered temperature u especially noticeable in the ex
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tremities where It Is sometimes combined with acrocyanosns and assoclated com-
plications like chilblalns and tuberculids.B” Several authore™9 gy deep
ulcerations of the legs connected with hypothyroidism and they advised treat
ment with thyroid by moath and thyrod powder or thyroid satve locally The
ekin Is dry especially on the extensor sudfaces of the extremities. In some casea
of acquired myxedemz marked keratoss palmarms and plantaris was cbserved
and successfully treated with daily doses of 0.2 — 03 Gm of thyrosd 15:009 eusd
The basal metabolism has often been studied 1n congenital ichthyosts The
findings and the results of thyrord therapy are controversial. e

The dryness of the patms and armm pits (anhxdrosws) 19 striling since the
secretion of the sweat ghands and of the sebaceous glands s reduced or completely
abeent. Nevi and moles may appear and desquamation m proncunced due to
the dryness and to the tendency toward increased kemtosd. In advanced or
neglected cases this may cause a picture mmilar to ichthyoss particularly around
the knees and elbows and also in the axillary and inguinal folds (Reuter In dis-
cussion to Cornbleet and Cohen™¥)  In some cases of congemital ichthyoss thy
rord therapy scems to have given relief ##-1#  Ttching 1 a frequent complaint

The edema 1n fully developed myxedema s nonpitting and firm It 15 most
marked 11 the face and in the ears which sometimes have a cauliflower like
appearnnce % The faclal features are coarse. The term  eskimo face
m stgmificant. Eyes and nose appear smaller than normal the hatter especally
In children s saddle shaped This sign 1s commonly met with  The eyelsds
especwalty the lower lids the skin of the forehead the ears and the lips are swollen
and cause a deepening of the nasolabial and forehead folds  The supractavicular
fossae and the dorsa of the hands and feet are other sites of increased myxedem
atous or fat pads  The swelling may extend to the mucosae. The tongue the
uvula and the nasal and laryngeal mucosae may become Involved with a con
scquent disturbance of the voice  The thick protruding tongue of the creun fsa
familiar picture
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Increased pigmentation especially on the forehead arcund the lids and some
distapee from the mouth occurs. Severe broare-colored pigmentation of the
body tas been observed ln cachexla thyreapriva.™ However 1t u doubtful
whether or not the pigmentary changes are cased by the hypothyrodiam
Corschmann™ {nfrequently found grey halr in adult patients. He relates ths
finding to hrs observation that adult patients with chronic myxedema due to their
lowersd metabolism, age later than normal persons. Thia authoc found
patents with compensated myxedema at the age of sixty and seventy years Jook
fike forty fivé. Other outhors frequently found premature greyness in mvxe-
dema

Low of halr is common m hypothyrowdism This clinkal observation m
supported by observabons on thyrodectomired amimals  The halr in myxe
dematous patlents Is dull dry bnttlke and easlly wears off and sheds. The
adllary and puble halr becomes scanty oc abeent.* The margins of the saalp
tered to become bald  Bald spots not always of the comsuon areata type occur
and may respond well to thyrold therapy although this treatment is Ineflecthe
in the majority of the cases of alopecta areata. In women bakdness of the fore-
head 18 sometimes striking

The significance of the loss of halr of the lateral third of the eyebrows as a
symptom of hypothyrokism especially In children (Hertoghes or Levy and
Rothschidd & mgn) 18 not generally recognmed It is kess pronounced i the
Teutomc races with whoru thinner eyebrows are consxdered normal

In some cases of hypothyrold infantlhem the [anogo hair peraists in coa
suderable strength but dmappesrs with thyrold medwation ¥

The usils are often changed. Dywtrophies have been {ound 10 some seres
up to 93 per cent.'™  The olze can be decreased the normal curvature abeent
and the nail may be very thin Decrease i size brittleness, Jongitodina! and
transverse grooving defective lunulse and white spots in the matnx are com
mon ™ The rate of growth Is markedly reduced ™=

The resistance to pyogenic infections blepharitls and erympelas 15 low m
my~edematous patients. The clinkal of the myxed & n
w the result of edena and excess mucin 1n the epxdermis degeneration of the
colflagen and elastic fibers and a sparse cellular infiltration about the vessels. !
The electnic rest of the myxed skin is increased

Circumacribed Myxedema

This not extremely rare conditron is & paradoacal one (Trotter 1n disc
‘to Freudenthal™) It consists of pretibml circumscribed lessons which are
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myxedematous 1n appearance and histology but are in the majonrity of the cases
associated with hvperthyrodism even with the fully developed mmndrome of
ewphtalmic gotter It seema asif in these casen some parts of the slin espeally
of the lower legs are unable to use the hormone which 1s offered 1n abundance

Fla 173

Fig 17
Fia 174 —Cirremeeribed  heroa myzedema Comnety Dlvtmuva-nm(oloq Derartment of
Medicine U eesity of
Fig 17 M) edemat beromo Cauanru Jewvaer )

The les on are hard nodules or tuberous plaques of varying sire sometimes
covenng both pretibial wren  They a e symmetrrcal and may be normal in
color vellommh pinki h or brownsh  InfL mmatory  vmptoms are mostly
abewent  The fofl cleware ften dilated ro that a pig skan or orange peel appearance
result  The lesions are quite hard  nd nonpitting Hypertnichoel withm the
leston 18 another paradoucal feature which ha  been encountered ¥ The snent
secretion wathin the mynedematou kesion  normal or abment.™  The tempern

H¥Rich or B Lokals Iytedem ml [ perickchonis  ymosetrisch  briden U erchenk |
bel Kranker mit lawdo  Eht 41 571 1912
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ture may be much Jower than in the nocmal skin.™  On puncture & mucddbhgipons
tenacious serum seeps from the wound  The microscope shows infiltratron with
mames and strands of muen

The major changes are found m the cuts. The connective time fibers
are edematous and homogenuzed  Oval and stellate cells are scattered through
out.BH 884 Trtment with thyrowd or todine has occasonally prodoced
touc symptoms Thyrodectomy precipitated the outbreak of cocumscribed
mysedema In some cases but aboltshed it in others.  Since this dermatous causes
Httle dcomfort, the treatment should be gulded by the pecrasitien of the gepernl
conditior B8
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g 176 Myredema  breommis phwn RRR)perih robem Froo Ateersoach 3 O Ares
Derma: & yph I8

Lechenmd umbu cated papuls = tuberous plucque-like and other vaneties
of drscrete myxedema are known as the atvp al myzedema of Jadasschn and
Dueseckler ™ The connection with thyrosd dy function 18 usually less obvious
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10 this group than in diffuse or pretiblal myxedema ™ The oral mucom may be
nvolved ™o

Temporary facial puffiness following subtotal thyroidectomy but different
from the localized form of myxedema has been observed in nine cases. ™9 [t
seems to be a mild form of myxedema and responds to thyrord therapy

The Parathyroid Glands

The hormone of the parathyroid glands s concerned with ealaum meta
bolism It maintains the level of fonlzed calaum in the blood and regulates the
use of calclum for skeletal growth  The proper degree of rervousand muscular
untability and the viscosity and coagulation of the blood are also influenced by
the presence of calclum

Relations between the pammthyrolds and certain dermatoses have often
been suspected (see ecleroderma calanoceds) but our knowledge of the skin 1n
hyperparathyrordism s meager and uncertain ~ Albright'™ in his work an hyper
parathyroidiam does not mention any skin changes and no mention s made 1n
the review of 135 proven cases by Vilder and Howell 1

Hypoparathyroldism

Extirpation of the parathyroids was in a number of cases followed by the
outbreak of a severe and characteriatic dermatosis clinicelly idention! with im
petigo herpetiformms (Hebra)  Since other symptoma of mnsufficlent parathyroid
activity espedially tetany have been found in spontaneoas cases of impetigo
herpetiformis 1t seems justified to regard thrs disease as o dermadrome of hypo-
parathyroidrem

Impetigo Herpetiformis —Hebra™ in 1872 and shortly after him
Rapos ™ first descnibed the climical preture of this disease and it has been but
httle changed mince  The dermatosis starts with crops of pustules which often
appear during pregnancy but sometimes in women without relation to pregnancy
or in men  The primary kesion » a trire pustule 1¢ a veside filled with pus
from the beginning and has a red and swollen base.  These pustules are the slee
of a pinhead and are superfically seated In the epsdermus being grouped in
clusters and lines. Confluent pustules in the center of such groups form a scab
(impetigo) whike new pustules develop at the periphery and the center heals
under the scab formng rings and polycydic figures.

Theme cruptions may cover large areas sometimes the whole body surface
The navel the gemtal and ingwnal arens the armpits and the submammary

" Thempeon and Thompeoo Temporary Edewm of the Face Following Trratmeut for Etechs-
halmic Golter Am J M 8¢ ITE 73 191

MAlbright, ¥ A b J ( sad Baser W Iyperparathyreidiem, JAM A 101 1TE13T
1934
®AWider B 31 and Howel, L P Etiokogy wd Diagacsis tn Uyperparathyroidien A Revies

of 133 Proved Casea JAM A 184 427-31 1838
P¥febrs, F Ceber rinige Lo der Achwaagerachaft und bl ' ertaalirunkbeiien der Fros

7.
PUCspomi, A Impetiew brrpeitformds, Arch ¢ Dermat. & Syph 19 §73.188, 1347
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regrons are ususlly first and most severely involved  Deep ulceration has not
been seen  Scmetimes the mucose shows lessons analagous to those of the sk,
Crops of new pustules are often accompaaled by chills and fever Nephntia
splenomegaly and cachexta are the rule w fully developed cases which may
tnke on the aspect of generalired exfolative dermatite. Itching is not a dom
Inant symptom.

Tmpetigo herpetiformis Is o vevere and often fatal dinease  Of the thirteen
patlents with 1mpetigo herpetiformm reported by hapom®™” from 1872 to 1884
twetve died from the dease, Glivecke?™ (1896) found a mortality of 80 per
cent among 20 cases from the literature  Duning the last twenty years relatively
many nonfata] cases have been reported

This dmease 1 30 rare that many dermatologists have never seen it.  The
great Interest which 1t aroused s duc to the fact that it 1s a characterisnc derma
toss with a definite endocrine relationship  Hebra™ and Kapos: 27 who saw
more cases than any other writers were convineed that fmpetigo herpetiforms
n o disease of pregnant women  Later on hapost described a case n a man
and more recently severnl cases in nonpregnant women n children and in
men™? have been presented

Tn 1921 Schardorn¥?* reported two cases of impetigo herpetiformis and tetany
in nonpregnant women who only three days before had been subrected to thy
rowdectomy Both women died and at autopsy no perathyroide were found
It there wus any doubt about the part the operation played 1 the etoology it
has been removed by the publication of at least nlne rwore cames following thy
rodectomy %72 ' In a case published by hollsch 5™ tetany follow ed thyroldec
tomy The patwint later became pregnant and developed impetigo herpetiformues.
On the other hand 1t is surpranng that impetigo herpetiformis bas not been eeen
more often among th many cases of total thyraidectomy hocher ™ eg in
his f mous paper In 1906 does not mention impetigo berpetiformis as a symptom
of cnchexia following total strumectomy

The spontancous cases in pregnancy are often but not always assocated
with symptoms of bypoparsthyrodism Osteomakica tetany Unou joy

QIS ~ck  Tmmertigo herpetiform, Areh L Graack 5T 1334 10es
Wilall A F Toprieo merpetiformie in Make Arch Dermat 4 fyph M1 107 13, IR,
Jmpetigs berprifformie. Arch f Derma  Ayph 1931 10R-190, 1931
NLuts  Lageilgd berpetiformds, Dermea  Toechr 63 334300, 108
"NKspp  Derwmift pars byTreprh  wnter dec Mikde dor Tmpeilgo Serpetiformi, TH 891
133, =
J_ Tur 1 logtcin Theraple &t [t bepeitformis, Arch £ Dermat. &
kmrrln.lm,m
¥ Dermattis berpeiformis Apeearitg Thtre Warks ANer Thyrokieclesy  Arth
D—rnntyphnm-nxm
Ugchnkdt [alacee  [mpriies Herpeisformis and Cure WHh A T | (Dihy drotactys
Holtx) Med Ktz 3 1560 137 ¢ e
acta h-n;! Lnprther Merprtiforatls AT 10 Therupit Dermaa Wokamche 160 TS (930
-,.-u.n Pesteprraiive Tetamie  parathyrvepr:
Frasatar Tuekr ¢ Fuk 38 98 % "
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=) pfeere l-h‘rl-;ﬁll"h‘nru.hr-h—dk Awsagorachelt, el 21 3 9 1934
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serum calom?U8 and eataract®® have beent observed with smpetigo herpets
forras In pregnancy but & considernble number of cases have been found free
of all such symptoms  This together with the nonobhgatory occurrence after
parathyroidectomy suggests that hypoparathyrordism ks anly one of the path
openetle {actors. 1o which direction other factors may be sought s indieated by
cases with pituitary findungs, 4 ™% mediastinal tumor™ and dyslunctson of the
ovaries. 98 The possibility of an infection which only develops under certain
circumstances cannot be denled though the leslons and the blood have almost
abways been {ound sterile  Itahan guthors have lately suggested a virus infecthon

T 177 Frosade axed 21 yrar Sroatr Iuferiion of mefis bawmds fert Dd omerws wi b Vsl
#lMewnr in  rase of riany DAk tral catarsct and Byperieasion  Cosrtesy Wieowsd  Geeerad Hov
pheal

under certa n hormonal and touc conditonk™  The chnical muarity to
pustular paonass must be mentioned since hypocalermn reems to be as etsological
factoe tn this dermatoss abo

The impetigo herpetsforms of pregnancy brngs up the questron of the art
ficial terrmnatinn of the pregnancy in the case of this discise  Several derma
10loputs feel that this procedure » justified  Howe o the drcase not infre

THCarter B and Trerse 2L Impetis Herpriformi (cowrring Duriok Prepsamey Am 1
Ohat Xk Gymee 33 1§ 1537
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quently starts in the later months of pregnancy when induang labor m the pres-
eace of 2 widespread parukent akin infection i a dangerous procedure.  More-
over the termmatton of pregnancy does not atways influence the course favor
ably In some cascs the patients died from the dermatoes during the puer
perum.  Nevertheless, H the diagnoas 1 made early the pregnancy shoukd be
terminated and future pregnances prevented 2%

There have been almost as many methods of treatment tried as cascs re-
corded  Blood transfumons ™% Injections of normal serom and of eerum of nor
mal pregnant women HM-M estrogenic hormone (Buschke) and X ray sterilim
tion™ have beent used Sulfanilamide accomplished a spectacular recovery
in one recent case ™ Calaum in large doses?® should always be given  In
tetany Sevringhaus ™ advises the oral adminsstration of & 35 per cent sofution of
calaum chlorxde In u sweet vehicle one to two teaspoonfuls three times daily
The medwcine 18 given one-hall hour before meals with plenty of water  Para
thyroid extrncts are tmrehable  Dihydrotachystero] ™ a denvative of ergosterol
akeo known as AT 10 is more promsing  There are @ number of favorable re
ports on recocd I H-T pE-a% - The dose Is five to twenty drops of the olly
solution daily ® AT 10 is so far the best substitute for the parathyroid hor
mane, It increnses the phosphorus excretron and rafses the calclum level of the
blood

Purathyroid eufficency seems to increase the susceptibllity to chrowic
menilia wnfectsions of the hands and nafls.?™

Brittleness of the nails and bairs together with hyperbxdross and Adds
sonokd hyperpigmentation is occaslonally sseoclated with hypopamthyrod
Iagn ™ 7

The Thymus

Status thymwolymphaticus of the adult {s & much dsputed condition
The beard and body hair has been described aw scanty and there often 1 a female
coafiguration 1n men ™ Scantiness of the beard and of the axillary and pubic
hair in both sexes with heterosexua! dustribution s part of TImme s syndrome
which s a chronkc multiglandular bengn conditon with pitwtary gigantsm
kow blood preesure low blood sugar and other features.™

A and Corth W Die Recentung cer Oravhiltfistermatosen fic dle kilnetlehs
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Carcinoma of the thymus has been seen to produce Cushing s syndrome m
at least 3 cases. 1%  The juvenile Herculer syndrome of precoclous puberty
in the male was seen in a case of mediastinal tumor probably a thymus leston B2
Most thymomas do not provoke dermadromes

Deficency of the thymus has by several authors been thought to be a cause
of psortasss  The hypothesis wus based on therapeutic results with mjections of
thymus extract™? and stimulating doses of roentgen radiatron directed to the
upper sternal regron ™ Little has been heard of the subject during the last
fifteen years.

®Leyton, O Twmnbwll, T 3 and Bration A B Primary Cancer of the Thywns Whh Prerk
penduir Distarbance J Path & Bact. 31 635 1991
J B od Keanedy AL AL  Out-cell TRmors of Medimstinal Glands, J Path. & Bact.
n 3 10
M Thompeon K W and 2 L Cuitag J Cln. ERRTLELE]

1943
P Weber E. P dethu. AMacrogral oeomm ! J venlls Hercules Type Witk Twmor bn



CuapTER XVIII
DISORDERS OF THE ENDOCRINE GLANDS

THE ADRENAL GLANDS

The adrenal cortex through its hormone cortin is concerned with water min
eral and carbohydrate metabolism ™ It keeps op the muscular strength and it
has important functons In pregoancy and lacmtion. Androgenkc substances
which are able to masculinize the appearance of females are produced in the adrenal
cortex or n 1ts neoplasmas.  The medulla of the adrenal glands produces adrenalm
which besides other effects stimulates the sympathetic system and inhibits the
vagus Destruction of the adrenals 1a fatal

Addison s Discase

Addson s disease!™? starts inmdiously wsually In muddle Lfe  Progremmve
asthenla and moscular fatigabiity hypotension epigustric paln anorexda morn
ing mckners and other gastromtestinal symptoms may after Jong perfods of
relatrve mildness, suddenly increase and give rise to an acute condition known as
Addieonsan crism.  Hyperprgmentation of the skn is an cutstanding symptom
Dehydrution decrease 1n the sodiam and chlorine concentration 1n the blood in
crease in the blood potassium and nonprotein nitrogen (urea) and hypoglycemi
are important findings especially during the cnas  The unsary sodium chioride
Is high Sugar may occor in the urine in spite of the hypoglycemta ¥* The
blood viscosity is high Anemu is marked. The elimhation of water after
wudden harge intake of water is delayed A water test designed by Robinson
Power and hepler ™ together with blood and urine chemistry bas lately been
shown to be of great diagnostic value ™ The course Is almost always fatal
bt with modern treatment health may be restored to such a large measure that
cure may seem to be accomplished yet sudden death may occur from trivial
caures ™ The cause of the syndrome s destruction of the adrenal cortex
due In 9 out of 10 cases, to tuberculosis

The Adrrmal Giands s Teahh ot Diwmose Fhilacdeiphin, 1944 F 4 Davia

Commaay
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Caranoma of the thymus has been seen to produce Cushing s syndrome m
at least 3 cases. 1% The juvenile Hercules syndrome of precocious puberty
in the male was seen 1 a case of mediastinal tumor probably a thymus lesson 29
Aost thymomas do not provoke dermadromes

Deficeency of the thymus has by several authors, been thought to be a cause
of psortasis  The hypothess was based on thernpeut results with inpections of
thymus extract'™ and stimulating doses of roentgen radiation directed to the
upper sternal regron ®* ™ Little has been heard of the subject dunng the last
fifteen years

T™Lerton, O Turaball If 31 and Bra ton, A. B Primary C neer of the Thymzs WHh Ptark

slandubir Dostwrbasce J Path & Bact M 635, 1831
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M Thompeon. K. W and Emenkardt, L Cushing Syndrome J Cln Endocrinol 3 446-432.
1043,

DWeber K. P amd W AL M. AMecrogritosoais of J  enfle Hercabes Type With Tumer |
m)xm-m,un-—nn - 184

Degymbeger J  Ueber des Weern der Isociesls, Acts dermat venereol 33 300 1921

WMBrock, W Bemebanges der fuseren Sekretion v wnd deren

Thymwsbestrahhung, Btrahimtberapie 11 563-A0¢ 1930

DHIroed, W Prormsis und tasers Becretion, Deutsche med Webmachr 47 1420-1433 1921
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DISORDERS OF THE ENDOCRINE GLANDS

TIIE ADRENAL GLANDS

The adrenal cortex through its hormone cortin 1 concerned with water mm
eral and carbohydrate metabolism 2% It keeps ap the mascular sirength and it
has important functions in pregnancy and lactation. Androgenic substances
which are able to masculinize the appearance of females are produced in the adrenal
cortex oc in its neoplasman.  The medulla of the adrenal glands produces adrenalin
which besides other effects stumulates the sympathetic system and inhibits the
vagus, Destruction of the adrenals js fatal.

Addison s Discaso

Addison s dlsease™ starts msidiowsly usually in middle hfe  Progreserve
asthenta and lor fatgabllity hyp: o0 epigastric pam anorexia morn
mg sickness and other gastrointestinal symptems may after kmg perlods of
relative mildness suddenly Increase and give rise to an acute condition known as
Addt crism.  Hyperp twon of the skin fs an outstanding symptom
Dehydmation decrease n the sodium and chlorine concentration fa the blood in
crease In the blood potassium and nonprotein nitrogen (urea) and hypoglycem
are important findings, especa]ly dunng the criss.  The uninary sodium chlordde
is high Sugar may occur in the urine In spte of the hypoglycemm 1 The
blood viecosity B high Anemm iy marked. The elimination of water after a
sudden large mtake of water s defayed A water test designed by Roblnson
Power and hepler ™ together with blood and urine chemmtry has lately been
shown to be of great dugmoatic value.?™  The course i almost always fatal
but with modern treatment health mav bo restored to such a large measure that
cure may seem to be accomplished yet sudden desth may occur from trivial

ctuses.™ The caose of the syndrome w destruction of the adrenal cortex
due fn 9 out of 10 cases to tuberculoms.
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Tg. 178 —Addlson  dimease Tutient (left) | b ber siter for comperiwn. Discoloration only com-
plaint so far  I'ntieat died five moaths later

Fie 179 Addion  dierass  Ket Riamenta koo of expoesd part  (Conrtery Wieaasi  emernl
)



ADDISON 8 DIARASE n

Dermad ~—Hyperpeg of the skin 1n connectiom with de-
structive adrenal disease 18 In the vast majonty of cases 20 early symptom often
appearmg before asthenia and fatigability P‘rgmr.nution about the knuckles
may be the first mandestation i

The fully developed discolorntion 15 uneven In dstribution and color  The
face, neck, hands and other Iight exposed parts, the normally pigmented areas,
the nipples, the hnea afba of women who have been pregnant the genital regron
the giuteal fold and the umbilicus are usually affected first  All areas subject to

- ——— e e e

]

i 50 —Addiees Wersw  Not pmeatation 33 b ares and ever promiorn oot (Cewrtesy
Wamronmia Geweral Tlowital )

preseure fniction and uritation are apt to take on a darker color than the rest
of the skm  Thas qudles garters shoulder straps collars collar buttons and
bandages may feave jndelible marks  The author saw a deaf woman who was
wearing a heanng ald apparatus the cord of which ran along her back. The
slight pressure and frictron of this cord had left a deep prgmented mark in the
skin at a time when there was hardly any asthen: and 1 tthe other pigmentation
The creases of the palms and the wrists arosharp da k Hnes, while the palms
themrelves are still light.  Tight ek over bones 13 often hyperpigmented.  Senrs
eg vaccination marks have a pronounced tendency to darken early in Addison s
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rig 181,

P 152

Flg 131 Adtison disas  Plyosutation of palmar creass
1 183 —Addmn  dlese  Dlgsentation of acary (At troa 1)
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disease  Spillmann™ advises to watch for the development of plgmentation
after the application of an imtant plaster of mustard seed. Beskdes the aneven
ness cansed by the various terraums, great differences m the intensty of the pig
mentation occur  In same cases the discoloration is blotchy in otherw irregular
and (Il defined Same cuses present patterns which look ke a geographiwcal
map especally if much depigmentation accompanmes the pigment increase. Thus
plctures resembling vitiligo may ensue.  True vitigo bas often been scen to-
gether with Addison s disease!=t and it is interesting that bypotension has been
found in & number of witflrgo casen.

Fiu 15— Addiwu's dimeses  Deep

and the snus,
Whit patiemt.

Lewkaderma acpasuum cenirifugsm (Sattons disease) and witiligo have
been seen in one case of Addison s wyndrome. ™+ Sgme areas of the skin offer a
marked remstance to the pigmentation  The nurrow strip surrounding the lips
often stnys pale even 1n extremely dark pigmented cases  The sume s sometimes
true of the fingertips and nailbeds and the backs of the hands to a certain extent
also of the eyelids. The circumoral strp often remains relatively white in other
ph tons as well for ple in the form of discoloration which has been
described by Poor™ as chloasma periorale drginom

The color of the Addison melanoderma is most ly a tan® but may
vary from slate amber or brown shades to the dark black of a full blooded
Negro  Thus latter however s very rare  The depigmentation of the chrcum

“Cogimin, L Derma eocs en ruppart svee des rowkies e glasdes wutrition,
oderrines
WeureOs Mratiqer Devis sbagiqee Vol 8, Taris 1604, Slaasn & Cle pp 645724 e
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Addivon

discare.
discase

PLATE 11

Advanced cave

Pagmented paima  cremses.
Prgmentation of the torgue.
Pigmentation of the gume

Hemasgoma of progoaoey  Recumog b scveral proguanchs  nd rroediog pos-

tancouslv after chlidbarth
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(Patlent of Dr ] Barrock)
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oral area and of the nailbeds s moet striking in such cases. Jet black freckdes
are often seen mainly in areas exposed tolight but even m unusual places like the
palms and soles. 38

The Lips and the oml mucosa almost always show quite sharply outhined
state or blush spots sometimes streaks, They resemble those seen in the mouth
of the Negro  They appear rather early 1n the labml buccal or palatal mucosa
sometimes on the tongue. The comjunctivae and the sclerae of the eyes as well
as the vagina may participate 1n the general hyperpigmentation. Melanosis
of the rectal mucosa has not yet been demonstrated A number of fses of
Addisont s disease in the Negro have been recorded. Here the Addwsonian
prgment may be superimposed on the natural pigment so that the paims and
soles become darker and an extremely dark color of the rest of the skin resalts.

Montgomery and O Leary™ emphasires the relative softness of the ekin
which he relates to the flattening of the rete ridges and the thin but not atrophic
eprdermis  Sweating I8 often pronounced Some belwve the sweat to have a
fishilke odor % In prolonged cuses the hair may become darker particolar
coarseness or hypertnichoss s densed ™ Premature graying and scntiness
of the hair has been obeerved in the course of the disease MV17  The frequent
shedding of the axiflary and pubic hair is emphasized by Albeightst The
nails may rarely take on a yellowish hue Usually they stay pale ®*

Histopathology and Pathogencsls —The pigment 15 melanin and as such
itis free of ron It s accumulated m the tops of the basal cells of the epidermis.
Dendntic chromatophores are also found In the cutms.!® Bittor® tried to
explain the pigmentation in Addison s disease by asnmuing a higher osdase
content in the skin  His experiments wath the skin of patients wath Addison s
disease were not confirmed by B Bloch™ and his school who believed that not
the increased oxxdase content of the ekin but an increased amount of melanogens
accounts for higher melanun production It was suggested that in the dmturbed
adrenals lems tyrosm might be changed into adrensln and thus more tyrosin
muight be available as a promelanin  Later (1928) Szent-GySegy1™ who mo-
lated vitamin C from normal adrenals advanced the theory that the high reduang
poner of this substance (then called hexuronic acd) serves as a control in the
oxxdation of promelamn to melanin in the normal skin  Its defidency caused by
destruction of the cortex would incrense the oudinng poser of the skm and thus
enhance the melanm formation which 13 an oxidation process. A great deal of
experimental work seems to corroborate the antipigmentogenic role of vitamin C

M) omtpemery Fo aad O Leary F A Phmeuntation of the Skin [a Addkon  Dissser Acan-
tnonte Nigricans aad Mlemochromatos, Arrk Dermat. & fpb 11 $T0-8H 1330

MMDgrier Julios Jamere Bekretlon Bertin, 1937 Jultns
O3 {achryde € M Addlmn  Diwass M cm- North Americs 38 2391400, 1911,
Charsctertsed by I'rtoary

mtl‘n'TrAAn n,-mu-n s18-310, 1942
Jena, 100%, O Pheber 1 cber die Flpmeat
hnmhﬂd«mmlnnh-ﬂ A@ncken. meed Webmachr T8 1%0-137, 1633

Moy, D asd Lofler W Untersachungen ber die Droosrflrbung der Laa bl der Addi
moechen Krankhel Deetsches Arrh f kil Med 221 max 1917

®pgen Oyoery! A Obertvitiens sa Fuscilem of Drroikisse Arstecis and Chemistry of
Adrepal Cartex  Dearviption of Xew t Derirative Pisehem J T 10T 1409 1974 slee
On the Chemintry of the Adremal Cortes Am J Physial 80 538 1853V
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It b well known that lemon juice which has a high vitamin C content prevents
the blackening of cut surfaces of frmt .y avocado pears and whibits the oxda
tive dope reaction ¥  Vitamin C is also able to bleach pigmentations includmg
thoae of Addison s dmease

Aryr— ————ar -~ -~

Fia 187 —Addieoa dieessn  (Oourtesy Divasdon of Dermatniogy Departuent of MeBcine, Ustyersity
of Chicage )

Pigmentation of the skin and melanogen formation in the urine after exposure
10 light can be inhibnted by previous adminkstranon of vitamin C w6 U=V
Jadaseohn and Schaaf ™ horever showed that even large amounts of vitamin C
coald not prevent tha pigmentation produced 1 guinea pigs by estrogens, and
other authors™ believed that the concentration of vitamm C 1n the human serum
would not be strong enough to nactivate the dopa oxidase and to inhibit the
dopa reactson a8 t does in atro  In thm connection the vitamin C deficdency in
pregnancy which is o period of mcreased pigment formation may be mentioned

The theory of the pigmentatron Inhibiting power of vitamin C would be
in lme with B ttorf's™ opuuon that it s the higher oxddinng power and pot the
higher mount of metanogen which caures the Addlsontan prigmentation

Szent Cybegyr ™ m accordance with Bloch ond LbfBer s™* wock, tried
t link the throries by suggesting that vitamin C defidency which atso lends
to decreased production of adrenalin might thus keep more melanogen available
for production of melanmn  Adrenalin is closety related to severa! of the melan
ogens (pyrrol tyrosin dopa etc)  If this double prrmentogente role of vitamin C

should be confirmed 1t mught belp to explamn the high degrees of pigmenta
reached n Addson  disease mtnnon

\mEiep, W Ktima, J ead pckronder 1T Die Vhamise 84 tigart, 1935 Ferdimaad Dake
ORpctade U A DeAlng rar Frage des Diafwears ven Tiemis O (1 Ascorblaciars) anf Fig-
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Hyperpigmentation has been observed in true scurvy  This obeervation
could be used as another argument in favor of the wvitnmin C theory of the
Addisonman pigmentation  Dafficult to reconclle wath the outlined role of vitarmn
C is the observatton that this substance occurs together with melamn in the
human skin ¥ Lately (Edelbacher and Zeller quoted by Robert and 7 elter™9)
the expenmental formation of melanin from histamine by the enzryme diamm
ovydase (DO) has opened a new path  In adrenalectomired ammals the forma
tion of the histarmin decompoeng enzyme DO 1 disturbed  Bat not more than
this hint of @ relationstup has 8o far been given A definite explanation of the
pizmentatton 1n Addison s disease has not yet been found

Recently the role of the sympathetic system in the pigment formation in
Addison s disease has again been emphasized ¥  The duturbance of the sym
pathetic system caumsed by the destruction of the adrenal cortex may lend to
melanoms  Hyperpigmentation due to destruction of the plexus coeliacus and
other sympathetc structures by neoplasms aneurysms or injuries 1s well known™®
see also acanthosls nigneans nervous system

Treatment —The treatment of the pigmentation in Adduson a disease has
hardly been tried by other methods than those directed towards the adrenal in
sufficency Four important advances have been made durmg the last decade 5
These are (1) the introducton of salt therapy (2) the restriction of potaserom
salis (3) the elaboration of potent extructs of the adrenal cortex and (4) the
synthems and availability of desoxycorticosterone esters It scems as was to
be expected that their value s due to the fact that they mmntam life not that
they cure the destructive process in the adrenal coctex just as insulin does not
cure diabetes. In spite of the sometimes dramate effect on most of the symp-
toms 5 the fully developed pigmentation 18 hardly ever reversed  This oplnion
of investigators who treated many cases of Addwon s dsease s 1n contrast to
other reports. ® 4= Dehydmtion in times of remussion and while under
treatment with desonycorticosterone and salt may make the patient apperr
lighter 1n color  The pigmented spots in the mouth will rrely disappear under
any form of treatment.U® In the rare cases of syphilitic Addison s disease com
plete disappeararice of all symptoms including pgmentation has been seen
But unfortunately the vast majonty of the cases of Addison s syndrome are
due to tuberculoes.

Some metabolrc parallels of adrenal msufficency and pemphigus especially
the bowering of the chloride and protein leveland the increase of the plasma volume
and interstitial luid have led to encournging trials of desoxycorticosterone acetate

WCornbiert T  VHamin C and Fateen Arch Derma L Ayph 3 471479 1937
SmRobert Foand Ieler E A Formation aad Diamine Metabaiira Réie of Dops
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DMl e, R P Adrenal Insuficiency Dult New Vork Arad Med 16 36347 1840
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{doca) in pemplugus 134 1% The recommended dose 18 5 mg 3 times daily for 3
weeks and 5 mg daily thereafter  Antoptre findings of severe adrenal lesions 1n
pemphigus have been repocted by Goldziher ™

Adrenal Tumors and Hyperplasins

Adrena] cortical tumors and hyperplasta of the adrenal cortex produce a
syndrome which has recaved several namen. Hirsutism ' shich refera to the
main feature of hypertrichoss 1 most often used Other terms are hyper
adrenallam gemitosuprarenal syndrome and genitomrprarenal virllsm The
term mterrenalism™® U refers to the interrenal organ of the elasmo-branch
fahes which mnstend of adrenals have an eloagated body between the kndneys,
closely resembling 1n Its histology the mammalian adrenal cortex. Lately the
wyndrome of rapidly ncquired obesity of the trunk kyphosis and round shoukders
stmae dusky skin and hisatlsm amenorthes or umpotence hypertenslon and
fatigab ity has often been referred to as Cushing 8 syndrome™* even if it i not
assocated wyth Cushing s direase basophil adenoma of the pitwitary  Primary
adrenal tumoes of the cortex as well as of the medulla are very rare  Gibson*2
found only one ln approdmately 12 000 admissiona to the University of Call
fornka Hospital

The adrenal cortical tumors or hyperplamas which produce the
syndrome of hursutism occur i femabes in 80 per cent of the cases. A
considerable number has been found m voung children even In the newborn 2@
The cortical neoplasms obeerved oo far ha = been carcinomas, benign adenomas
sarcomas and metastatic growths from cancer of the breast or of the stomach.
‘The localiration In the cortex rather than In the medulla {s more important m
the prodacton of a typrcal syndrome than the histology of the tumor  Very
small adenomas may cause fully de eloped hisutism No parnllelsm exists
between the sure of the neoplasm and the degree of the syndrome. The hyper
naephromas (Cramtz  tumors) do not cause hirsutmsm  In several instances
highty malignant corticn]l neoplasms were found without having produced the
syndrome of hirsutem'*® (W u quoted by hepler and Reating™*)

Dermadromes —The syndrome caused by adrenal cortical tumors 18 modi
ﬁcdbymundugv In small boys precocious puberty with enkargement of the
T e s mmc._u F U Propiiom Drrmas
t Arch Drmas & 8130 43 1308, 1000
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pens  hypertrichoms and muscular development create the tvpe known as the
mfant Hercules  Even pateruty has been reported *  In adult males™
gynecomastia fenunine habitus disappearance of the beard and a decrease 1n the
size of the penis and testes have been observed Lesa than ten cnses of this par
ticular condition have been reported *® 138 In small girls precocious puberty
hypertnchosis obesity and vinliem are the rule while 1n adult females amen
orrhea and virlllsm dommate the syndrome. Sometymes even baldness of the
male type and a mustache will develop The breasts decrense in size. This
group Is the largest. But It muost be kept in mind that these syndromes are not
pathognomontc for adrenal corticzl kessons alone  Similar changes have been scen
m basophilic pituitary tumors vanous intracramal diseases hyperfunctroning
gonadal tumors thymus tumor'™ and other rare conditions (see chapter on
puberty)

Hypertnckosss 1s the outstanding dermadrome i1n cortical tumors. It B
an almost obligatory early conspicuous and sometimes even monstrots mani
festation However 1t is by no means diagnostic of adrenal cortiml tumor
Not only does 1t occur 1n the above mentioned conditions but marked degrees of
hypertrichoms are frequently seen in apparently healthy women with no symptoms
of any endocrire disorder  (See also chapter on Pregnancy ) Humutlsm m
children with adrenal cortscal tumor has been observed as early us the first year
of lfe even 1o the newborn  There are reports of young chikdren with beards
pubic and axillary hawr and heavy and pigmented lanogo growth of girls of
nine with bushy eyebrows and of bovs of the eame age who had to shave dally
The pubic hair growth in theso cnses usually resembles the male type The
pubic change may be unilateral#® High urinary androgen output has been
obeerved U4

In adult women hisutism can produce the most unusual pictures You
should be women and yet your beards forbid me to interpret that you are ro

(Macbeth T 3) This beat characterizes the impressson one
geta of some fully developed cases.  Some of the ‘bearded women of the circus
side shows belong to the idrenal group The pubse hair changes to the make
type. The lanugo becomes pigmented and in some parts of the body over an
inch in length  Loag plgmented hairs in the areclae of the nipples and coarse
hair in the skin over the sternum and frequently on the mammae are consprauous.
Unusually long eye lashes have been seen ™ In contrast to the general hirsatism
is the loss of head hair it women with adrenal corticnl tumor resembling the male
baldness BH 3¢

M osory J M Bex Factors of the Adrenal Oland, Esdecrinoleny T7 $11-410 (M0

®ARepirr £ F  Tbe Adrenal Glands Paper rvad befors the Medical fociety of 3lilwackee
mit Daner

Wien. ks I’ti.utir u;n: Iva, 1930
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Changes of the psgmeniafion In adrenal cortical tumors include ocensional
incrensed pegmentation around the nipple 10 adalt males and in females pig
mentation of the Hnea alba and the vulva comperable to that of pregnancy

Unueual acns and comedos esther 1 small children or 1n adults Is almost in
varfably seen 1n cortrcal tumocs. ™ The actte Itwelf often seems to differ from
the typical Juvenile form and resemble the severe pyodermatic type known as
acne conglobatn. B9

Fig 158 — Adrecal cocticn] carrinoom  Hyperpmemtstion. (Coariery Wisromsin Geseral Horpital )

‘The amaring symptoms of precocsons puberty in adrenal cortxcal tumors have
led to the publwation of & great number of almost {dentical cases  Bemdes the
halr changes which have already been mendoned memstruauot m carly child
hood and breoat developnent ha = often been obserned  Growth of the ditocls
10 an erect o penm with glans corona and a hypospadic groove oa the ventral
surface with the labm mmora shaped Uke a prepuce and the labm majora like a
scrotum adds to the monstromty of the syndrome  Such girls may have a deep
voice Th whole body of these patients may show unusual growth with or with
out obematy and hisutism  The infant Hercules, a  sturdy Lttle man™ wath
unosual muscular and intellectual development and with a kyge erect ke pens
is the rare counterpart (0 boys  The akm of the entire body 13 often mottled
with dusky purplish red areas stmflar to cutls marmorata. @ The features in
precocious puberty are bloated the complenion dusky and congested

Obesity m not ancommon in cases of adrenal coctieal tumor but ¢ i moce the
dustribution of the fat which is striling than the actual amount The com

FUWInersriser O The Adresogealia] Symdeeme JA M A 110 270280 (90
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bination of the full face the pad in the high dorsal region and the heavy abdomen
together with the thin extremities creates o characterstic habitus 138

Next to the pitultary basophil adenoma cortical tumor of the adrenal is the
condition which 18 most frequently connected with Cashing s syndrome 1

l-»Arnud—'rm-fqnd.mmnmxmnuham 3 (rnmrnue-,n L ang
i w Clta Endocrinl Ceartrsy of Charics O Thomas, Publisker Aprinafield 1)

Some of the cares of so-called digbetes of the bearded women ™ belong here  In
aboat 25 per cent of the reported cases hypertension amenorrhen obesity and
acneiform eruptions have been noticed 4

CHickard (b and Thkrs J  Le (riflewse plairn et son Emociston 3| LamfTrmnc miycolytiqes
(dlbbt de fenoees & barbe) Ball Acsd de mid  Park M 51-80, 1931 s,
Pmghepmrdson [ € od Yeaptro £ Diabrtes of iearde Wemen, Esdocrinolony 28 T
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The unnary output of androgenis (17 ketosteronds) is often high in adrenal
cortical tumors, 444" There s & general tendency to interpret Cushungs
syndrome with or without prtuftary adenoma as caused by hyperadreno-cor
ticalem 187134 Sirine have been acen to appear after the infection of adrenal
cortraal eatract. The dugnosis of adrenal cortical tumoc is oostly suggested
by the described symptoms.  But however strilang they are all or some may be
absent and m spite of ther presence oo adrenocortical turmor may be found
The simitarity of symptoms in other conditrions has been menuoned  The roent
genographic demonstration of cortical lemons by air wjeciton into the penrenal
fascial wpaces 13 possible but dufficult and not without danger In recent yean
estrogene and androgenic subetances substances which prolong survival of
adrenatectomued animals and Inactrve substances which are chemuenlly refated
to hormanes have been found in the unne of patients with hyperfunctioning
coctical lemona. ™ 38 But these findings are no more constant than other migns
and symptoms.  Alany DI the crg:mc changes even the momstrous symptoms of
feminbmtion and ton are reveraible if the coctical tumor is removed
However since most of these ncoplasms are malignant only few patients Ine
long enough to experfence the return of normalcy No confirmed dermadromes
bave become known In tumors of the adrenal medullz

"Crecks, 4. 0 and Galios B K. Tie Difwsatial Disxacsls of Bamphdlecn (Cwshieg's A7a-
d.mn-lh-y h-l’-lhnuu-u{lrrb-ry Androgrod, Quart J Med 8 IR-249 1009
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CaarTter \IX
DISORDERS OF THE ENDOCRINE GLANDS

THE TESTICLES

The gonadatropie hormone of the anterior prturtary stimuiates the Leydip
cefls in the connective tiasue stroma of the testicle to produce the male sex bor
mane testosterone. It s excreted in the urine as androsterome which fs n 17
Letosteroid  Both forms are often referred to as androgens.  The nternational
unit 1s the capon unit which is the blological equivakent of 100 micrograsms of
androsterone ol enumerates as functions of testosterone the development
and mawntenance of the accessory sexual apparneus the growth and distribution
of hair the maturatron of the skeleton the larynx and the musdies the dutribu
tron of fat the control of litnde and potency and the determination of the mascu
Ime psychological pattern  The excretion of androgen which Bonly 110151 U
per day mn childhood rmes at puberty to 40 to 60 1 U in the male and 25 to 40
I U in the female  The reverse relationship prevalls with regurd to estrogenic
hormone output  Beyond the age of 60 the androgens decrease'™ but do not
completely disappear as 13 the case with estrogens in old women &%

The androgens are chemically only slightly different from the estrogens
cholesterol and the bile acds (see also introduct:an to chapter on puberty)

Many facts demoastrating the inflaence of the testicle on the skan of animals
are known " The beat studred 1 the growth of the comb of the cock. Well
known are the modificatbons of the plumage i male female and castrated
chickens In some spectes homever ez the gumea fow] the plumage h not
dependent on the gonads. The castrated male deer develops a  peruke @
hawry growth instead of the antlers  In the remdeer which hos antlers in both
sexes castratton w not followed by this malformation  In the Egyptian antelope
Porfas pictus the male 8 gray and the female lrown  The barr of the castrated
male takes on the same color as the female (Zawadrosky after Sand™™)

Compacabje to the gooadal relatisas of the spoctine glands in man are the
atrophy Jf the preputial glands in costrated mice™ 99 and of the scent glinds
(n the male goat * The mmproverment of the pelt 1 spayed animalsh® >
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seems to be in contradictian with the favoruble effect on the far following the
admunistraton of testosteroge or transplantatron of testicular tisue i senile
doge.57 Castration and testosterane treatment demonstrated the gonadal
dependence of the striking fur characteristzcs of the male beboon ¥ The pig
ment formation In man is also sumulated by test3eterone (Milro after O Henslern
41)

The reduction of the readiness for anaphylaxis by removal of tbe testls and
the restoratdon of a normal capaaty for allerfiration by hormonal substitutron
has been demonstrated by Yun (after E. Urbach) The number of mutvees in
the epidermis and hajr follicdes of the male white mouse decreases substantially
after castration 0

Much evidence has been {ated b 1 effect of
androgens oa number dm.ndfuncﬁmoftheubamzhndﬂ oil glands, and
thickness of the epsdermisy™™ BT gnd an Increase of the produchon of prepucial
smegme UP Acne hirsutism oberity huaky volce and enlargement of the dlitoris
has been obeerved in wormen who have been treated with testosterone propronate
becnuse of menstrua] disturbances.™™  Folliculitss of the nose and of other parts
of the sidn and acne occur sometisies m men who recerve androgenic therapy

Eunucblsm and Evnu boldiam

Eunuchism Is the syndrome resulting from loss of the testes while eunuch
oldmm characterires the state of gonadal deficlency 1n the male ¢

Early Castration —Loms of the testicles before paberty causes proloaged
patency of the epiphysenl clefts with resuiting excesslve length of the eatremitses
and fingers. The vo ce does not change the muscles fail to gain the masculine
strength and no Ubido develops

Dermadromes.—Most strilong i the fallure to develop the sexual charac
teristics.  The penls remaine small and may be retructed into the scrotal skin
which Is thick and not unlike the lalva majora  The body hair 1 scanty and the
beard is absent with the exception of a littke lanugo oo the upper bp. In later
age a scanty and bristly old women s beard appears on the chin and around
the angles of the mouth I there fa 2 development of puble hair 1w of the female
type The halr line along the forehead does not develop the temporofrontal
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notch which 1 to & large extent charactermtic of the male. It stays stralght or is
gently rounded (see puberty) The scalp hair seems to be vigorons. The game
w sometimes true of the eyebrows and eyelashes. (H Fischer after Liwen
thal #M.5%)  Some authors however emphagize that the eunuchs fail to develop
bushy eyebrows which are seen in many men after the fourth decade.”™ It is
known since antiquity (Artistotle) that eunuchs do not become bald headed
Like maty other men However precocious graying is mentionsd w1

Late Castraron —If the foes of the testicks occurs after puberty the changes
are lese pronounced and even libido and potency may remain to some degree
The observatlons on such cases are plentiful  Hot flashes are felt by some cas-
trates shortly after the lose of the testicles but they do not becoms as dutresaing
a symptom as sometimes occurs in the female chmacteric. There Is a tendency
towards loes of body hair®™ which usually takes on a female distribution 137
A panent of Lisser'™ who shaved four times weekly before the Joes of his testicles
had to shave only once a week afterwnrds. In some adult castrutes the beard
remalned unsffected B183™

The skin of the eunuchs 1 rather thin and remarkably pale with a slightly
yellow hue. The paller which is an ocutstanding charactenstic of the eunuch s
skin I8 caused by narrowing of the arterial bed and by a relative lack of melanin
resulting from the failure of & coloriess promelanin to mature to dark melanin
Probably because of thu fact there 1 little or no tanning on exposure to nltra
violet light ®®  Similar phenotnena are known 1n the female (see menstruation)
Castrates who work outdoors Jike some members of the Skoptsy o religious
sect in Ruseia and Rumama which practrees castration for religious reasons do
not acquirs the typical farmers skin PMUE DB

The yrllow component of the castrate s skin 1 caused by carotene which
is present in excesmve quantity ¥® Pallor pigmentation and carotens content
can be influenced by testosterone admunistration  The panniculus adiposus b
often increased with concentration on the thighs the hips and the abdomen
Weight gnins of twenty five pounds are common and the basal metabollsm Is
usnally lowered ™ Some eunuchs however are lean. Gynecomastia is
common™® but the breasts conshat of fat only and not of glandular timue ®7
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EUNUCHISY AND EUNUCHOIDISM 27

The face often has a sleepy expression  This is caused by a small fat pad in the
upper eyelids which narrows the space between the lids. Slight poffiness of the
faco 15 an early and common symptom after adelt castration ¥®  The face often
becomes finely wnnkded In a pecular shriveled or papyraceous way which does
not comrespond to the normml facal falds.

Increase of the thickness of the nails m an adult castrate which could be
reversed by testicular substance was seen by Lisser * althoegh nail changes were
miaged m the twelve cases of McCullagh and Rearhaw U7

Fr 90— Dunecheidln  young mas tged 15 yeary  Beard. ariliary chest, pubic bair abernt,  Fremto-
tearporal halr Hue witheat mescutine notr.

All or some of the features of eunuchism may be seen in the syndrome of
eunuchokdism w hich is not rare as the experiences in the military induction centers
ha eshown Heredity is a factor in tho constitutional endocnine anomaly ¥ 4%

The mals climactenc i an objective reality™™ and not mainly a matter of
aeurasthenm and hypochoodry % Hosever no definfte dermadromes which
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are linked to the phymologrn! decline of the testicular function have become
kmown  The kerntoderma palmarum et plantarum dimacteriaum described by
Haxthausen in the female has also been reported in ageing men ®®  In a recent
analyms of 54 cases of the make cimacterc,® itching hot flashes and sweating
occurred 1n about one third of the instances  Androgenic therapy seems to be
promising

Common Baldnesn

Swnce the common tvpe of baidness occurs almost exclomvely in men it is
natural to think of causes peculier to the male sex. R. O Stein'™ who first
dencribed the calvities frontalls (see puberty) which {s largely charncterstic of
the male bairline and Is usually lacking in eunuchouds and women has suggested
that the common bakdness of mates is 2 continuation of the physological frontal
baldnem Seborrhea and tenawon of the scalp with impaired arcutation are con
tributing factors, Several authors®™t™ suggest that baldness of the common
type 13 a generalired primate trait which occurs m a similar pattern i apes
and moakeys Heredity is a definite factor ™ ¥M In 1931 Sahournod™
quoting the famous cheervation of Adstotke that neither the child nor the woman
nor the castrate become bakd added that we know hardly more oa the subject.
The nituation does not seem to have changed. However we have learned that
administration of male hormone to eunuchosds and castrates can produce baldness
of the common type Premature slopecin of the male type has also been seen
n virtle women with arthenoblastoma or supcarenal virfhem It ceases to progress
whea the abnormal masculimization ends ™

Un{ortunataly endocnnotogy has not yet shown a practical way to prevent
or cure bakiness. Castration prevents baldnems but ths  surgreal approach
has 90 far not been suggested 1 eerottsness though it has been hinted

Gryniecomastla

Gynecomastie may occur 0 an otherwise normal puberty  Ten cases were
recorded per 100 000 personned in the United States Navy ™ The type occurring
in otherwise normal young men ts more often unilateral than bilateral ™ It
s ko occasonally scen m the male climactenc®™' It fs often peonounced
Frohhch & syndrome and in cunucholdum  In rare mstances st 1 associated
with a v nen of neoptasms which have retaned the endocrine functions of the
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soil from which they origmated  Sach tumors include™ 5% Ingtances of adrenal
cortical tumar ™ 1% eosinophll adenoma of the antenor pituitary pineakeoma
neoplasms of the midbramn or of the hypothalamus and thymic tumors The
best known endocnine ncopium‘natxc canse however are tumocs of the testicle
especially teratornas and the rare choclonepithelimas with high estrogen prodac

taon M 1
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This symptom has furthermore been sesn to follow prostatectomy and
the admmsstration of cholesterol %7 adrenal cortical extract ¢ and desoxycort:
costerone (Doca) ! It 1 a frequent finding in arrhosis of the liver (see chapter
on discases of the liver)  Faflure of the crrhotic liver to destroy estrogens may
be the cause of gynecomastla in severe hepatic disense @' (Zondek B after Ed
mundson)

Testosterone has been shown to cause complete regresslon or reduction of the
hypertrophy of the male breast in 26 out of 28 cnses!dt Surgery has been
recommended U™

Fig 194 —8awe pathent  akown in Fign. 101 193 (Coartesy Tvjaroosia Geoeral Hospital )

Hermaphrodltism

The presence of testicles does not necessarily produce malke seaual charae
terstics Female hair and other pex characterstics have been found together
with microscoprcally venfied testicles @  In a case of hermaphroditismus veru

¥ Dean, O W Fat —Induced O In Male JAMA 115 M3
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TUMORS s

lateralls™ with a testicle In the right side of the scrotum and an ovary and
uterus In the left mde of the scrotum breasts, pubic haiwr and other characteristica
were of femals character ®*  They changed to the male after the removal of the
ovary and uten.

Tumors of the Testicles

Except for the symptome of precocyous puberty and gynecomastia which
may be caused by tumocs of the interstitml timue of the testicles no skin mam
festations seern to be known in tumors of the testiclen.

“lattimer T K Kagle, & T oad Yeaw B, O Tree Hurmapbrofithos, J Urol 80 481-i08
1



CHAPTER XX
DISORDERS OF THE ENDOCRINE GLANDS

TIIE OYARIES

Our knowledge of the influence of the ovanes on the skin in ammals is much
greater than that of the comparable facts in man  In the capon 1t 18 possibls to
produce a female plumage by inyections of folliculines, @ The feathers of an
adult capon are s0 senmtive to injectlons of estrogens and placenta extracts that
the failure to inject the hormones one day a week 1n a seres of daily injectsons
s recorded by a black bar in the breast feathers in their regeneration after belng
plucked Y% This pigmentary reaction can be used an a pregnancy test 4%
utilizing unne which can be read In 48 hours  In the oophorectomired Leghorn
chicken the injection of small doses of theelin in olive ofl causes a change in the
regenerating feathers from male type back to female 80 that alternating bands of
female and male color can be obtalned 47 \While the time for the regrowth of the
hair after shaving 18 the same In both sexes 1n immature rabblits It is shorter in
the mature female longer in the mature female castrate and shorter agam in makes
feminized by estromization.'® Infiltmtion of the mpon skin with estrogen
locally snhibits the charactermtic feather changes seen In castrates.'#-10 Con
tinued subcutaneous injections of estradiol benzaate produces shagginess and
marked joas of hair 1o the mt  The estrogen treated rat has a thinner dermis and
eplderms and the sebaceous glands are reduced 1n aize and number  All these
changes can be prevented by adminmtration of androgen ™

The Implantation of ovartes into the kxdneys of castrated male guinea plgs
produces intense plgmentatson of the nipples unless these are mituated in albinotle
skin =
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OVARIAN INSUFFICTENCY 333

Ovarian Insufficlency

10 aplasa of the ovares the pubre and axillary hair 1s sparse or lacking  The
rest of the hatr has {n some cases been seen to be underdeveloped te-1e8

In B Bloch s case juvenile cataruct and parkiloderma were present.

Primary ocariax sssufictency may lead to a habitus with overlong extremties
and also to dwarfism. R939™  The syndrome of primary ovaruan insufficency is
characterized by excessive amounts of nnnary follicle stimulating hormone and
low levels of 17 ketosterords.  There is lack of breast and uterine development
and other symptoms of infantilam  The axillary and pubic halr s scanty but
not absent. Albnght and his coworkers believe that the growth of the axillary
and pubic hair in females 1s not stimulated by the ovary but by an adrenal cor
tica] hormone (see chapter on Puberty) Melnoderma and mild depreserve
psychoss In ovarfan defiaency have been described by § Block!®” and later by
Bonlilla ® and Marafion (after Bonilla *%)

Naturally a great amount of Information 13 available on the female casirate.
The cutaneous symptors after castratson of the adult female are ementially those
of the menopaumse. However it should be emphasired that castration of the
woman does not always change her appearance

Secomdary evaran hypafunciion clinically characterzed by amenorrhea or
frregularity of the rhythm and amount of the menstrual flow usually does not
cause dermadromes, though hypertrichosis s frequently encountered 14 &
The hypertrichosis may disappear with the restoration of a normal ovanan
function It seems that hypertrichosis m ovarmn hypofunction is due to the
relative wenkness of the prohibiting effect of the estrogen  Such an imbalance may
be cnused by ovarian deficency a well as by edrenal cortinl hyperfunction  The
unnary excretion of 17 ketosterclds has 1n many {nstances of hyperterchosis
been found above the normal kevel @ @ Apphication of estrudiol sal = and intr
dermal inyectrons of progynoa are able to make the local hair growth disappenr!®
but the effect cannot be retied upon  The admunistration of stilbestrol in primary
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amenorrhea Is often followed by hyperpirmentatlon of the linea alba and nlp-
ples.’®  This was not observed in the stilbestrol treatment of menopansal com
plaints

Orarlan Tumors

Cysts and teratomas rarely couse dermadromes except thoee cmnccted

with hypoovanam Granulosa cell tumors in children may cause
puberty™® but there do not seem to be skin manifestations in adult pmn.-nu.
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Dysgerminoma¥™ or semnoma ovaril ls rare. This type of neoplasm has been
obeerved 1n pseudobermaphroditic indivrduals  The external genitala are 1
fantile These tumors which usually occur in the second and third decades
do not masculiuze the patient 1%

N, ,_w_:‘_::_./

Flu % \aeculaiving srars wmer befors and after opersiten

(From Blacian R L Am
3 Obat & Gymec)

Arrhensi cause def lration and mascubnizmtion Bakiners
of the mascuhine type may develop charactermuc deposts of fat may vanish
the breast  the other ovary and the uterus may atrophy and amenorrhen
may ensue. There is enlargement of the clitons atrophy of th labia majora
and marked hicsatism of the male type with beard growth  The sy raptoms are
r ! ful 5 The tumors arise from the seminiferous
tubates in the hitus ovari or from a primitive ovotestis. The histologse picture
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shoxs adenomatous structures resembling semunal tubuies and/or eplithehal
cords  The endocrine testrcular function accounts for the deep biological
changes 1141

In Carcswoma '*2 Luteoma 8148 Sarcomatt® and Hypersephroma™ mas-
culinlzing features have been descnbed in rare mstances  hepler®d observed

Fig 197 —Fermal aprd 20 years  Fochl hypertrichoses tn verlan tamor of  Lno  patboloxy

Cushing s syndrome 1n o case of adrenal like tumor of the ovary  There was
excessive excretion of 17 ketosterowds but a normal urmary output of estrogens
In rore instances ' diffuse erythematous edema of the skin has been observed
as a pecubiar form of metastases from ovarian carcinoma (sec chapter neoplasms)
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Small blue 4ngiomas Papillomas and Fibromas in large numbers may
ocromanally accompany tumors of the female sexual organs ' Sach benign
growths of the skin are seen in the mencpamse as well a3 in pregnancy and ab-
domunal diseases

Ovarlan Relationship of Dermatoses —In the light mces women are
supposed to be more often brunette than men ™ New mvestigations scem
necessary The preponderance of the female sex 1n some dermatoses s well
known Examples are hemangioma lupus erythematosus lupus vulgans and
some other types of skin tuberculosis scleroderma Raynaud » disease chlostma
acrodermatitms atrophictng some arcumacribed keratoses ™ urticorla pityriaus
rosta ecremia mmpetigo herpetiformis erythrocyanosms cruds erythema nodosum
Paget & disease of the nipple tmen versicolor 7 &

In ocder to accept the ovaman etrology in a grven dermatoss the claimed re-
latbonship should be supported by menstrual or menopausl cotnadence dis-
appearasce in pregnancy cure by hormonal therupy care by castration after
fajflure of other therapy and by other evidence of gonadal character The
Lterature of the last fifty years abounds with such reports's* ® However no
dermatosis has been described which by its mocphological picture zlone would
invanably permit the diagnosls of an ovanan dvsfunction or disease
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(see menopause) 44 M alopecia areats ' M7 ecrema M- M prurigo derma
tis herpetiformis 48 parapsoriams, @ pruritus ™ and many other derma
toses have thus been lnked to ovarlan dysfunction  Bohnatedt'™ found
the urinary excretion of petuitary gonadotropic hormone wncreased In rosacea
and dermatitls dysmenorrhea symmetrica. Chiorsma in nonpeegnant women
and other pigmentatons are in some cases of ovarian ongin ™ They have
occasionally been cured by local application of strong estrogen salve 477
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Craprer XXI

PUBERTY

Puberty I8 the traumtion from childbood to adult age seen mainly from the
wvewpomt of vexmal matunng  In the female sexual matunng means the estab-
fishment of reguiar meustruation. In the male emisson of semen must be con
sidered the beginning of sexual maturity but thes event s much lese sharply
accentuated and wamlly forgutten In adult life  Around the beglnning of the
production of mature " d the develop of the secomdary
sex charcers Fnrthu—muepubu—cyh-perbdu(lutwnﬁedmlcmth
2nd reorganlmtion which affects almost every part of the body Finally it i
a perfod of psychic and intellectual ripening and adjustment.  The onset of men
struation I but Lttle speeded up by such factors as race and warmer climate
probably more by urban bife better living conditions, and paychological factoms.t™
In the United States the menarche starts between twelve and filteen years most
frequently at 139 (Engelmann after Novak!™) compared with 13.5 mn the cor
respanding rone In Europe.

Dermadromes of Puberty —The eatablshment of the cycle follows
within a year the growth of the pubic and axillary harr  The subcutaneous fat
padding gradually smoothemy and rounds the skeletal and muscular contours.
Typical fat accumuolatons are found in girs on the cheeks shoulders, breasta,
buttocks lower abdomen mons veneris and thigha ¥™  Girls develop lews pig
ment than boys. Neurath ¥ considers littlo bunches of veins in the skin of the
thighs to be a femalke sex ch thtc.  In boys a palpable sometimes tender
subareolar node of mammary gland trssue often appears &t the anset of puberty
and disappears at the end. Temporary gynecomastis n boys is scen occa
sionally 4

The apocrins glands atart thedr secretion at puberty earler In girds than in
bovs. These glands represent a type of skin gland which is in cowe relationshp
to the gounds. The apocrine glands are sweat glands which develop from the
hair follickes and open into the halr follicdes w hich the ordinary sweat glands, the
»o-called sl or ecerine glands never do  They do not secrete sweat but give
off a secretion conmsting of particles of the secreting cell protoplasm  Thus
1hartypodmtﬁmphmthunbetteentbenhczouludtbenmtﬂmdh
many authors canwder the apocrine glands to be a rudnment of the scent glands
of many mammals. Such glands are known to have & close relationship to the
scxunl fife  The pecuhar odor of the human axilta which s different from the

"“’)l-rlkt ummhmluwxn\ﬂ,lnLDAmk(\
TXewrath R Fhymalory amd Pribology thh-'_n
Tugu-m-rm"l [ Feladeiphis, 1533 J B Urnl.-ouon ”»
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odor of sweat may be due to the chemical characterlation of the apocrine glands
which contan won {at and cholestero! in remarkuble amounts 14

In man the spocrine glands are most densely grouped In 2 heayy organlike
layer in the center of the axfllary {omsa  Less concentrated proops occur’in the
pubic area particularly in the mons veners and also around the anus in the areol
mammitlie (Alontgomery s giande} and in the external enr docts.t*  The thick
layer of apocrine glands i the axdlla 1 practically nonenutent in childhood 1t
is more pronounced in the femate and much more developed in the Negro than
w the nhite man It develops early n puberty It is discernible several
years before the onset of menstruntion 18 % &8 Some relntionship to menstry
atwon pregnancy and lactabon has been claimed Y9 byt the matter is still ton
troversal.  Fox Fordyce disesse 13 o chromic wflammatory condition of the
apocrine glands (See Fos Fordyre disease) The axillary concentration of the
zpocrine glands atrophies slowly mt the menopause

The sweat glands especially thome of the hands are often remarkably
active during puberty

The activity of the rebaceous glands is stimutated in puberts  Tho fact
together =ith the keratoss of the follcular opening resuits In sebocrhes and m
the formation of comedones and acne  Comedones must be conmdered o phym
ologrcal development of puberty since they can be found 1n almoat every ado-
Jescent

In chidhood there are no differences 10 bength abundance dumeter and
dutribution of the karr  The sexual charactersstics of the hair develop during
puberty At first there 1s no noticeabls difference m the shape of the escutcheon
of the two sexes.

After the seventeenth year the sale pubsc hair extends in o tsiangle along
the midhine toward the nave! while the female escutcheon has o shorp horzontal
upper border Iine  Thm however m not always the case  About one out of
erght meq has a female dmtribution of the hair often anected w it subnormal
beard g owth and other femimne stigmota M The lack of vigorous pubic haw
growth 1 generally consdered a sugma of infanulen The lanugo in the make
m coarmer often pigmented expecully on the chest the arms the kgs op the
perineum and a ound the anus  The hain in the nostrils and eary tend to
become cotrver 11 L er vears  The haminess 1n males can reach very embar
3 ung deg res

Th pubre and fack! har in the female s probably stimulated by the adrenale
sather than by the gonads mnce the avllan and pulse hair {8 not completely ab-
senit 1n the prmany ovislan faduee { noran duarfism) Ttappears ot puberty when
the sxereton of 17 ketosterord  rises peobably due to adrenal cortical activity
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The prepuberty male castrutes devebop slightly less pubic and axillary bair than
nocmal fermales  Oophorectomured females do not lose thelr body halr bowever
it falls out 1n Simmonds disense Addison s disease myredema zud very ol age.
In all these conditions the excretion of 17 ketosteroxds s very low ®* The
axiliary har also disappears in hepatic crrhoms (sce clrrhoss)

L-’f_}’/’:"*\” = /J

Fix 193 —iale Omribatian, sierpal pateh of balr N other sadocrine eboormsfites

Garls of course are supposed to have a smooth skin without noticeable
hair except in the pubes and in the armpits. But quite often coasiderable hair
growth along the kegn, arms oa the upper Lp and even 11 the sternal regyoa of the
chest can be seen wathout any detectable endocrine abniormalites.  This tendency
1 more pronounced in some pigmented reces eg th med terranean U 47 A
peculiar bon of long p d hatrs is niot infrequently found around
the female nipples although it is rarely seen in men

During adolescence the katr/ixe which is the border of the scalp hair acquires
its characterstic configuration  The fairly straight frontotemporn! barrline of
children develops in boys @ more or less marked triangnlar harkess notch which
points m the direction of the vertex where the male baldness will develop later
According to R. O Stein % who described the calnities frontals adokescentium
it bs not obeerved In castrates nor in eunvcholds nor in women except in mas-
culinlnng conditions  This rule has not too many exceptions The calvites
frontotemporais is seen 10 the vast majonty of the men and i only less than
6 per cent of the women (\arafon after Muesalo Fournier't)

Whike the male bair in front of the ears unnoticeably merges into the beard
sdeburns are scen oohy 1n women who ha e other symptoms of hirsutism
MamBon (after \foso Fournwer®®) sees a sexual difference in the hairlines of the
nape of the neck  In the female the borderline is distinct and shows tvo biteral
prolongations and somet mes a medral one consisting of trong hairs.  In the

Friedenthal f Dus Maarkleid de Memcten, Sons, 1904
Meheta, RO Eanechokbiesrzs, IH. 18 430 1936
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male the transition from the head bair into the lanugo of the nape of the neck
» more gradual  This charnctenstic w not very pronounced The male eve
broms are thicker longer and ksa regularly implanted They have a greater

e e e ety et

Fix. 300 —Froule aged 30 yrurs  Calvitles smpocalis b the same pathen &x shown tn Fi 199

tendency to grow together on the glabella. The development of the eyt-!m;ﬂ
In the male paraliels the general hainness  In middle age some very long halos
appear in the eyebrows. In some men the eyebrows take oo o bushy appearance
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which is never cbeerved 1n women The swlaskes are stronger longer and
more curved in women than 10 men

Shaving usually becomen necesmry between the ages of suxteen and seven
teen At first, the rate of beard growth m very alow requinng shaving only
once 2 manth or lkss. Marafion (after Momio Fourmer) distngushes o
period of juventls beard growth on the lateral upper lip sygomatic, chin and sub-
mnxﬂhryrezmnfmmmemmrebardvhxchformlbymak-mlceofthemth
centers,

The color of the halr often deepens during puberty particularty from
uxteen to mneteen. This may be due to increased ofliness or to increased plg
mentaton (Brempoh! after Jung @7  The latter is true of there v a hereditary
factor of pgmentation which bad not yet become manifest. Blond Jewish
children often darken conmderably In this age.

Certaln strands of elastic fibers in the ek of the face which have been de-
scribed under the name of elastica mimica develop at puberty and degenerate

|

Fx 10 nuh—-atrvur-dl-m-cﬂhd ot of wright,  Ovartesy Divisom of Deram
tokoty Departcaen of Mediche Usfrrraity of Cloceeo )

slowly after the age of forty ™ Striae dustensae occur {requently in both sexes
during adolescence  They are common In the skin of the kower bacl. across the
thighs above the pat [lae and on the upper arms. They usmlly rnm trans-
versely (o the length of the body or of the limba in symmetrical rarely unilateral
arrapgement  In the lower back they are typically found in parallel ines below

‘%rung F T The Mhiymokgics) Changes Inchient 4o Pubarty [Nincla 31 J 84 477.
S Vekwinied, K B Leber die lb-r_;:-;:-“lv-
Dastycs miwhn  bei
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the twelfth dorsal vertebra sometimes occupying almost the whole width of the
back down to the center of the sacral area  Therr'® appearance often coinodes
with growing pains in the hmbs  The distributron of the striae in puberty suggests
a mechamcal factor  But jt 1s Iikely that a toxm which weakens the elastrc fibers
plays a part. Some authors conswder the nppearance of stnae m infections diu-
cases an ominous sgn but there s little foundation for this belef (See striae
n chapter on pregnancy )

—

Flc 202 — Male axed 31 jeary  Murise of adaleacencr

True precocious puberty 15 the phenomenon of early sexusl maturity ap-
parently not due to endocnine or cerebral disease but to unknown constitutional
possibly hereditary factors Thi comstitutional type without endocrine tumor
occurs in girls and s probably the most frequent vanety of precocious seual
development ™ The advanced development in these cases sometimes starts
durmg intrauterine hfe  Menstruation without accompanymg groes endocrine
disease 1 known to occur several years before the normal time of onsct

All the sequences of puberty are hastened including the changes m skin and
harr The dermatologxc aspect of early maturity 19 diccuwsed in the chapter
dealing  with adrenal cortical tumors which are frequently respon ble

®Retgrs O Serxrtarey e Croduance on éev sdoiacents Neurele Prathree Drrmateleiqer
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Almost identical syndromes of precocious puberty can be caused by antenor
pétuitary hyperfanction by pinealomas #2and other cerehrul conditians of hetero-
geneons etiology #H  The latter include tumars (glioma) of the corpora mhmmil
lana hypothalamust® and other regions, brain abecesses tuberous scleross ™
and encephalits lethargica.!¥?  Precocity s also a part of Albright s syndrome
{see there) Itfurthcrmoreoccnnlnmcumdnmlulthemﬂmnuchu
hyperovarm ™ ovarian cysts,!® arrh # and
cell tumora. Precocrous puberty w a characteristic of hyperorchum caused by
neoplasms arinng from the endocnnal (interstitial) part of the testis.

Délayed pubsrty m seen in connection with hypopituitarism  hypogonadmm
and hypothyrordisn  In gonadal deficlency the thymus s nsually perastent.1®

Skin Discascs of Paberty

Acns wulgaris is surely the most important and common dermatosrs of the
puberty age. Pollitrer ™ 1n 1914 gave 1ts ladence w the United States
an 7.5 per cent of all dermatoses but 1t scems even more common today  There
w hardly a boy or gurd who {8 not at some time and in some degree afflicted with ft.
It s almost & physiologicnl discase

Follicular keratosls, comedo formation and seborrhen are the primary kesioas
of acne.  Infammation of acute or chronic charncter with or without abscesees
and finally heallng with a scar is the sequence of secondary symptoma. The
face txck and the sternal regron are most commonly m olved The nicro-
scoprc examimation of early leslons shows o follkular kerntosis and epithelisl
atrophy accompanied by loss of the finer elastic fibrils near the eplthelial wall =
‘Thms hatter fact may arcoant for the open poces.

Gomods Age Sex —The most obvioum reladons exmt with the gonads.
Aene » extrereely rare in early childhood although It has been seen before the
age of one year especially in miles.®S"™  From five to eleven years the Ing
dence curve naesslowly without severe cases.  Then {t sours dustincthy comnarding
with the appearnnce of puble and anillary hair the development of the breasts
J F Giebes ] M and Simom H. Pabertss Praseca. Plaewlocs, J 3t 8loa! Hosp.
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and the onset of the menses. "™ Girls develop acne earlier m life At the age
of seventeen almost every boy or girl has some though often Inconspicuous
blackheads or pimples  The severe cases are peen 1n girls from fourteen to six
teen 1n boys between mixteen and nuneteen ' Boys have a little higher mor
bidity and show severe cases more often  Thus has been shown in mvestigations
of many thourands of adolescents 1n varjoits countries. 11647
Some statistics give a lower incldence but it seems that they only take
into account the more severely inflammatory cases. After the age of twenty
acne becomes less and less frequent but there Is no sharp upper age lmit  Even
in the fourth decade acne 18 not uncommeon 1n men and exacerbations in women
at the onset of and even after the menopauze occur  There does not seem to be
acne vulgans in the aged
Next to the colncrdence of acne with the onset of puberty the time relationship
to menstruntion suggests a gonadal factor It 8 common knowledge and it has
often been confirmed by medical obeervation that acue exacerbates before during
or after the menses the indivrdual case usually remaining constant to type with
regurd to the ime relation of the exncerbation ™ The intermenstrual remmsion
1s.often complete. However similar menstrual fare-ups can be seen 1n lupus
erythematosus psorasis rosacea ecrema ™ U and other chronic dermatoses.
Therefore the menstrual exacerbation iteel{ 19 @ weak argument for the gonadal
couse more 8o since 1t occurs i only a certamn percentage which varies from
about 30 to 75 per cent in several observed serfes of girla. Alenstrual disorders
and hypogonadism are no more frequent in girla with acne than in those without
acne ™ L BN
A great deal of work with modern methode has been done n order to find
better proof of an imbalance of hormones m juvenile acne than is furnished by
statistical and dlinical methods. This work showed that 1n patients with acne
the output of estrogen in the unne 1 below the normal leve]l Rosenthal and
kurzrok ¥ and later Rosenthal and Neustaedter ¥3 were unable to find any estrin
m twenty-seven out of thirty four young women with acne  These low unnan
estrogen contents 10 pattents with acne were confirmed by a number of authors
In men with acne the excretion of estrogen was also found to be well below
normal  On the other hand the output of androgen in men was found to be higher
in acne patients while 1t was found i normal tevel 1n women  Only Cornbleet
and Barnes“ found the daily urmary androgen cutpat in male and female
™ P
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patents with acne a Jow normal,  Wile! and his collaborators impressed by the
relatively high and unchanging androgen findings beleve that the ratio between
unnary androgen and estrogen i of great mgmfiance  They found 1ts value
1n acne much higher ahout double of the normal figures. These observations
have essentally been confirmed ™ 47

The excretion of sex bormones 1n the pre-acne age of less than emght
very small and the same for both hormones in both sexes  From eight to eleven
both sterosd sex hocmones rise the androgen quicker o the male the estrogen
qoicker In the female. \When adulthood 18 achieved the normal charnctenstic
ratho of the excreted sex hormones Is established *™'  Acne s characterstic for
the years of trunmtion when the ratio 18 changing Just as it  charactermtic for
the catamena. At this point of the menstrual cycle the unnary output of estro-
gens has reached its lowest level 1748 The androgens excreted by the woman
do not fluctuate with the cycle so that & relatree preponderance of androgens
exuts at and around menstrual time when acne i well known to exacerbate
There is much evidencs that male eunuchoids do not have spontancous seborrhes
and acne ¥ but may acquire it dunng treatment with androgenic preparations
Just ay women and also men often do under treatment with testosterone pro-
plonate. ® It » noteworthy that acne produced 1n eunuchouds by injection of
testosterone propionate disappezred on withdrawal and reappeared on resumnption
of the injections.'™ Boys generully have an increasing incldence of acne from
seventeen to twenty-one years and their cases are often more severe with a greater
tendency to pyogenic infecthon and involvement of the trunk * It w o general
Impression that virile boys are more likely to show acne than those of a more
ferainine type ®™ and aleo that girls »ith severe acoe are of kess marked femin ty
The occurrence of acne in masculininng tumors of the adrenals the pitultary and
the ovaries has often been observed  Zimmer ™ found gynecomastia more often
together with acne than with normal kin but his series js small.

Long before it was possible to prove any changes in the level of sex hormones
the attempt had been made to cure acne with organ extracts which in the light
of ou present knowledge probably had very little potency Later a great num
ber of investigations were made with prepamtions of undoubted potency  An
terior prtuitary like gonadetropic hormone prepared from unne of pregnant women
has been tried by scores of anthors. \While most of them found littls or no
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value some claimed benefit.!™  Just as vanable were the results with estrogens
but it seems that good results outweigh the poor results though not very umpres-
uvely B Zondek!™ showed that follicular hormones can produce estrus

Fix 303 Ak famillal sadenry  acpe F o kerasd som  Briew  mother asd danghter

phenomena if apphed percutaneously  Thrs has since been shown in many e:‘
peniments  The practical apphcatron of thr observation in the tm’m'd,m-
acne by otntments contaiming estrogens and androgens has mosthy Leen

appolnting
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Lutenl hormones have been recommended but have had little tnal compared
with estrogens. The alternating use of large doses of estrogens dunng the
first ten days followang the menses and huteal hormone on five coasecutive
days durmg the third week of the cycle was followed by lasting improvement in
five gurts after three months of treatment (Urbach and Schiller™)  Conndenng
the fluctuating coarse of acne a sceptacal attitude toward all reports of small
numbers of cases 1 justified Androgens have been tned 1n the treatment of
acne 10 mate of the many expenences with their acnegenic effects.  The reports
are overwhelmiogly discouraging  In several expenimental series =4 controls
recerved mnjections of bland sesame oil. The effects were about just as good as
with androgen 11 sesame oil—and both were not too poor  In summannng the
goaadal relinonship of acne oge I permutted m ny that the age incdence men
strual accentuation  occurrence in I tumors Tence 1o
male eunuchoids, tnnary and blood content of sex hormoaes and the productron
of acne with androgen Injections proves its exstence  However the degree
of our know ledge of the mechankms involved has not yet yrelded a relable method
of hormoaal therapy  This opearon Is reflected in a symposmm on acne of leading
Amenrcan dermatologists Not one out of five dermatologists used hormonal
therapy to a larger extent than as an adjmant. ¥

Hypertrickonis in guls with or without other sigas of endocnne disturbance
usually causes u great dealof anxicty The patrents or more often the parents soon
become worried about the pomibllity of senous pitintary or adrenal disease.  After
mvestigation thss question m, fortunately most often answered in the negative
But then the cosmetic problem rema ns. It 13 beyond the scope of tho book to
deal with the treatment of hypertnchoss. Buot 1t may be mentiooed that
endocrine therapy so far bas only been successful 1f other endocrme symptoms
uvechll) amenorthea were present.

The outbresk at puberty of chroxic dermatoses Hoe proriams lupus erythe
matosus and epsdermolysis bullora bu been obeerved sufficrently often to make
coincidence mmlikely *  In Reckl s neurofibr the number of
tumors eaisting from early childhood may suddenlv increare so that the fully
developed syndrome results.  Onset of lipoma formation 1n puberty has become
known 1n Dercum s diseare, It scems cocrect that in adolescence the tendency
to kelmd formation is more marked than before A kerntoss ivohang the volar
surfaces of the fingers of Japanere girls and mostly starting after the first men
struation has een described, by Dohi and Miyake under the pame of kera
todermia tylodes palmans progressiva.  Takesita®™* reported 217 cases eeen in
ten vears and hwnbe™™ 50 cases "™ Dyvsmenorrhea and increased basal metab-
olam ha e frequently been observed It seems that besdes gonadal factors

Bilefiich 3 Trea Derml of Ache Velseris Wb Testorirrene Propless  Eadocriscieay 53
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occupational causes play a part. The condition has rarely been seen in boy.
The favorable influence of puberty is noticeable In certain dermatoses. This is
troe of urticaria plgmentosa and of infantile eczema Only o small percentage
of cases of infantlle eczema are carmed over into adult age in the form known as
atopic dermatitis.  Such a stubborn and resustant disense as tinen of the scalp
partscularty microspona has a marked tendency to heal spontaneously at puberty
although there are exceptions to this rule The fact that tinen of the scalp
usually heals at puberty may be due to the higher aadity dunng puberty The
pH of the infantile akan drops from 62— 64 to 4.5 —5 6™

™ Baseroft. J R Hormenes and fita, Califoraie & Weat. Med. 61 0002, 1944
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MENSTRUATION

The Menstrual Cyclels® ™tum

The anterioc pitnitary by means of prolan A a protein like hormone acti
vates the gvary The follicde-stimutating frachon of the prepituitary hormone
causes the maturing of the graafian follicke during the first half of the menstrual
cycke the lutemising fracton profan B after the ovulation on the fourteenth
day makes the corpus Intrum grow in the empty follicke

During the entire cycle the follicle secretes the sterord estrogens.  The estro-
gen blood level reaches its peak immediately before the onset of the menses and
drops to 1ts lowest pomt duning menstruation  There 13 another peak at the time
of ovulation at midterm  The estrogens canse the proliferative changes 1n the uter
Ine mucosa during the first two thirds of the cycle.  The corpus luteum produces
another sterold hormone progesterone which resches its high m the dreulation
durlng the last third of the intermenstruum. [t causes the premenstruzal secretory
changes of the uterige mucosa whwch are preparutory for the embedding of the
ovum. If there In no {ertilized ovum forthcoming the uterine mucoea breaks up
and menstruatiod resulta.  The corpos Juteum wines,

More than fifty years ago when menstruation was still believed to be a
reflex von Ott U= the first to speak of a menstrial cycle traced overa full month
the pulse temperature blood pressure calodlc lom muscular power capacity
of the lungs and other phymological functions. He found that all these manl
festations of vitality Increased slowly m intensity during the whole intermen

truum to reach a maximum Immediately before the onset of the menstrual
flow Then a steep decline during menstruation bnings the levels back to the
start ng point  Since these studies many tnvestifations have been made along
the mume hnes. They mostly revealed paralkel cyclic changes of vitafity and
reacti 1ty Many of the cyclic phenomena can be hinked with cutaneous changes.

Blood —The number of erythrocytes decreases slghtly dunmg the Inter
menstrual period  Dunng menstriation it first riees then falls and rises agnin
after memstruation (Polal ofter Novak %) The hemoglobin fSuctuation s
slight. There is @ moderate keukocytosis durmg the first day of menstruation

The thrombecyies reach a maxinmum at the time of avulation and a mmimum
dunmng menstruntion  Catel and Schotola™ traced the decrease of the throm
bocytes to the influence of the corpus luteum hormone and saggested the use of
the reaction of the thrombocytes as a test for the potency of cocpus juteum

T Pabert  Memptrming, Pregasacy Ball. Yew York Aced Med 14
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preparations  The tourniquet test w often positive before!™ and during men
struatton % 187 0 The prothrombin level 15 probably lowered and the coagula
tion time Jengthened shortly before the onset of menstruation  With menstrua
tion rise of the prothrombin and return of the coagulation time to normal or
even higher than normal takes place

The Hood suger shows o premenstrual rise ¥ The carbohydrate tolernnce
= lowered In menstruaung diabetic women and acidoss and coma rmay be pre-
cptated  The more frequent occurrence of acidosis in women befon forty five
years of age than in males of thus age may be lnked to the influence of the men
strual hyperglycema a3

High blood cholesteral has 1n some cascs been seen to return to normal
during menstruation ¥9 It seems that the blood cholesterol falls during or near
menstruation and 1s followed by a rise above normat Jeve) ius

There 13 a tendency to premenstrual waler refention One third of forty two
women showed weight increase before and dunng the catamenia  In some cases
edema is noticeable™ M espeqially about the Jower legs and ankles The
urticarial (lymphagogue) reaction to intracutaneous Injectsons of mummal
doses of morphine 13 stronger in the premenstrual period while the vasocon
strictive actron of adrenalin s weaker at the same time 0

The genernl hydmtion B probably accompansed bj incrensed succulence
of the skan which explains the menstrually increased firmness of the hair im
plantation n the skin "™ QOn the last premenstrual day it takes more than
double the werght necessary to pull a hawr cut than at the end of the perrod
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In the wntermenstruum the resstunce against poll nises to a medmum figure
Newer investigations have in part failed to confirm these claims 1=

Menstrual swelling of the /ieer was already obeerved by Chvostel.1®  Alen
strual icterus has been the subject of several investigationa

Von Leszcynski™ found that in eighty seven out of one hundred men
stuatmg women whom he tested with intracutaneous mpyections of 002 per
cent trypan blue the dwsappearance of the depomt was faster than mormal
‘Ths test seems to demonstrate an mereased activity of the retuwlo-endothelial
system

The senutivity of the skin to ultraviolet Mgkt in the premenstrual phase is
often higher than normal. The return to normal sensitivity to hight occurs dur
ing menstrontion beginnmg on the first day ™% This may be correlated with
the simultaneous fluctuatons of the blood calaum potasmum and Iron™ and
especally of the estrogena.  In this connection the obeervations of Hamilton'®®
eoncerning the mgnificance of the sex hormones in the tanning of the skin of women
may be mentianed. In women who were erther In the spontancous menopause
or castrated marked tanning occurred only after injection of estrone or testos-
terone proplonate. Then the plgmentaton appeared 1 aress which as long as
two months previousty had been exposed to light while areas protected by the
shoulder straps and the bathing suit did pot tan.  Thus the steroid sex hormones
acted like a photographic developer

Spontaneous allerpic reactions (e asthma 14 gs well as thoee elicited by tests
are often stroager immediately before or dunng the catamenta  The sites of old
positive intradermal reectons may flare up again during menstruation 1™
Patch tests are sometimes negative when doae In the intermenstroum and positive
when repeated dunng menstruatson (Tzanck and Sid! after Urbach™)  Urbach'™
advises not to increase the dose for pollen desenmtization dunng the menses
because of the possibility of acute reactiona.  The Dick test for scarlet fever
sometimes temporarily falsely pomtive during menstreation On the other
hand & negrthve Dick test during menstruation 1 to be consadered highly relmble
Some observers¥™® found the highest reactivity to vanous allergens on the last
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day of menstruation the next strongest 1o the midperiod and the lowest on the
premenstrual day  Thus the greatest reactivity of the skin would comede with
the peniod of estrogenic deprivation  The sensitivity to tuberculin has been
found greatly reduced during menstruation =

There seems to be little or no influence of menstruation on the results of

serologic tests for syphilia.1#

Menotoxin —Popular belief has always hekd that a menstnmting woman
exerts @ powsonous influence on her environment. Dough kneaded by a men
struating woman would fail to rise and frult canned In thms condition wouk not
keep In 1878 the Bntish Medical Journal discussed the question whether the

generol belief was true that if 2 woman cured hams whike menstruating the
hams would spoil  Similar belefs are found in almost all countries. * The
question whether cut flowers wather qurcker if handled by a menstruating woman
wa first studied periously by Schick ™ who from hrs experiments believed that
the blood and sweat of menstrunting women exert a porsenous influence on cut
flowers and yeast  He found a marked difference in the life time of cut floners
held over varying perrods of time in the bare hands of menstruating women
compared with that of fowers handled by the mme person weanng rubber
gloves or n the intermenatrunl period  Dough hkneaded by a menstruating perton
roee to only half the volume of the control
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On the suggestion of voa Grder Schick'™ alled the hypothettc posson men
otoxm  Saenger ™ 1n insufficiently reported expertmients was unable to coofrm
Schick #79 clafm of a menotoxm  He expenmented mamly with mace which
after the ijechon of menstninl blood failed to show toxic symptoms. The
moat interesting part of Schick s experiments which were in accordance with
the popular belief was the toucity of menstrual blood and sweat to plhinta.
Macht ™7 who had developed a much more senmtive and quanttative phyto-
pharmacologscal test method confirmed the existence of a menotoaln with well
planned and coatrolled expeniments  He together with Lubln 7 used the length
of roots and stems of growing lupinus seedlings and the coltural growth of yeast
as indwntors.  They found a taxc substance present in the serum blood celis
saliva sweat and milk of practically every mensinating woman. With their
scedling method 1t was posaible to differentiate between the saliva of men
struatiog and not menstruating women. The hypotheals of 2 menotownin (also
toxic to small mammals) was later suppocted by several Investrgatorst™-a% but
the exact chemcal nature of the menotoun or the menotoxins is not known

As far back a5 1923 Patrschke and Sieburg® ™ had found that the chaline
content of the sweat of memstruating women wus eighty to ooe hundred times
higher than normal while at the same time in the blood the chofine content
ncreased only eight to mne times. These findmgs substentially confirmed
by Klaus P suggest an elecuve accumulation and excretion of the metabolic
toxin in the sweat ghandsU™ or jts production 1 the skin  The high choline
concentration in the sweat or 1n the skan may well be oae of the causes of men
strun! exanthemay UR-57  Macht in more recent studies ¥ suggests that the
phenanthrene derl ntrves cholesterol and ovycholestero! might be menotoxms.
The substances are related to the sterold sex hormones.  One also has to connder
certain highly toac substances in the menstrunl discharge. Such toxins are
formed in the endometrium.¥™® The hi content of the menstrual blood
is much higher (12.5 to 2 000 times) than that of the crrculating blood.¥™ In
creased activity of the apocrine sweat glands during menstruation is likely
The gonadal relatsonahip of these glands is known  (See Poberty \Mlenopause.)

The hairdressers clum that permanent waves are not successlully given
dunog the menses but this has not been proved
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day of menstruation the next strongest in the midpersod and the lowest on the
premenstrual day  Thus the greatest reactivity of the skin would comade with
the perod of estrogenic deprivation The senmtvity to tuberculin has been
found greatly reduced during menstruntion %

There seems to be Little or no Influence of menstruatron on the reaults of
serologic tests for syphilis.1*

Menotoxin -—Popular belief hay always held that a menstruating woman
exerts a pousonous influence on her environment Dough knended by a men
struating woman would fail to nse and fruit canned m this conditron woukd not
keep In 1878 the Bntish Medweal Journal discussed the question whether the

Fig 201 —Texic latwence of mnstraal srrem ea the growth of seedfizgs of | plame albas 4 nd
€ length of roots at the start B root alter 21 howrs [n Abire'rsolvtion D fier 31 howrs 1 3 per o
oaeostrual peram | Bhive ewiution, The root ks increased ealy 4 mm frwtrad of 15 mm  Necwal
STum {ahibils the qrowth o but mmch less  Frem Mocht D Y J & Exper Therap)

general belief was true that if a woman cured hams while menstruating the
hams would spodd  Similor belefs are found in almost a)l countries. ™ The
question whether cut flowers wither quicker if handled by a menstrunting woman
was first studred senously by Schick * who from his experiments beleved that
the blood and sweat of menstruating women exert a pofsanous wfluence on cut
fAowers and yeast He found a marked difference 1n the life time of cut flowers
held over varying persods of ume in the bare hands of menostruaung women
compared with that of flowers handled by the same person weanng rul ber
gloves or 1n the mtermenstrual peniod  Dough kneaded by a men truaung pereont
rose to only half the volume of the control

Wpeterses W P oand Milew, C Relation of Memstrea loo to e Permealllity of the Akla
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the menstrual cycle  Succeseful endocnne therapy Is an important argument for
the bormonal ongin of menstrual dermatosen. The increased knowledge of
allergy has done much to explain the menstrual repetrtions of some skin lesions.
As early as 1907 Wolff Einer™ soggested the allergic nature of menstrual
wriicarta. The regularly repeated fluctuations of & great number of substances
which may heve allerpenic quohites and the mcreased reactivity provide an
excellent set up for allergyc phenomena. It 18 to the merit of Geber'™ to have
been the first to demoostrate the alkergic character of some menstroal dermatoses.
In a case of menstrual urtenria be took serum during the time of menstruation
and injected it ntravenously nto the patient dunng the Intermenstruum
This injection was followed by an outbreal. of urticarm while it was not possible
to eliat suck a reacton with serum taken dunng the Intermenstruum  Men
strual serum from another wonman dud not work m the patent and the menstrual
serum of the patient did not work in another woman The passive transfer
with the method of Prausnitz and Ruestner was accomplished and desensitiza
tion by menns of systematic injections of the autogenons menstrual allergen dur
ing the intermenstruum was found to be eflective in a conwdernble number of

Waldbott saw premenstrual urticarfa asthma and sneenng after a severe
allergrc shock caused by an wjectron of theelin  This observation s of great
theocetical interest but =0 far the evidence fs scant.™@  Syccessiu! desensitim
twa with ultrafiltrate of menstrual blood has alsw been reported  Menstrual
angloneurotk edema ia not rare

‘The menstrual dermatoscs have a definite tendency to recur in the same
plice as o fived eruption This suggests that unknown factors of the terrain
play a part in the pathogenesss It 13 sometimes possible to change by loeal
N\-my treatment the reaction of such an area and to prevent the recurrence
Since many women take antipyrine for the relief of menstrual symptoms and sincs
antipyrine is known to cause fixed drug eruptions this possibility has to be con
sdered It sometimes needs the ncreased senaitivity of the premenstrual period
to produce an antipyrine eroption *9 It 1 of histoncal Interest that the first
fred anupyrine erupton which was described by Brocg in 1904 occurred
m a patkent who took antipyrine for painful menstrmation  The eruptson was
at first ascribed to her periods (Abramowits in dmscuseion to. Thronels)

Ta menstreal srticana the eruptions are sometimes confined to the vulva
and the surrounding areas. In the typical cases the picture 1 the same as in
nonmenstrual cases of hiven

Angr mearstic edema mostly of the lips or eyelids also occurs 1n connection
w th menstruation  In onc of the author s cases the first attack oceurred after
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a cluldbirth end recurred menatnually for twelve yean This type of onset
after pregnancy has also been observed in other cases 8%
AMenatrual dermographusm i known
Prartus vuleas mensirughs is not very rare It b usually taken as 2 part of
the natural congestron of the vulva duning the menses and treatment is seldom
requested
Infectlons

The menstrual period is accomparnsed by a lowered resstance to many in
fections 47 8 \lany surgeons avord operatons durmg smenstruatron be
cause of the fucrensed tendency to mflammatory comphmtions. The self
dimnfecting power of the sidn surface s reducsd as shonn by Fisher™ In sys.
tematlc investigations with Bacillxs prodigresxs  The serum of menstruating
women shows little or no dusinfecting power dunng the last ten premenstrual
days 1 vitro tests with anthrax bacili (Drexel and heller quoted by Gel
ler*)  Scarlet fever diphtheria tonsithits and furnncles often start dunng
menstruation It s known 10 hospitals that gurds ndmitted because of scarket
{ever and diphtherta are usually menstruating ¥ This general experrence was
confirmed by a study of hospunt nueses. They too were often menstruating
when they came down with scarlet fever ™ Of 119 women 1n the menarche
almost 30 per ont were memstruating when they entered the hospital having
eryspelas.  The menstrual charncter of the nfectson 1 more olnrous of the out
break comncrdes with menstroation mare than once  \lenstrually recurrem
erympelas s often dealt with in the older hiternture 1% Cases with 30 recurrences
of erymipelas have become known  Erympelas at the ume of the expected but
absent menses 1 one case eight tumes m succession  has been recorded
Jerusalem s ¥ ohsecvation of esght cases of monthfy recurrent erympelas in maka
has not been repeated  The whole matter of menstrual erysipelas has during the
last twenty five years ™ found lttle mterest  Premenstrually recurnng par
onychia has lately been described ™ The anthor saw a case of hdradendtis
wallars which (ver years recurred quite regularly with the menstruation  In
another case a furuncle like deep ulcerntion W the permmeum which tock two
weeka t heal sooompansed many persoda
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\lenstrual kerpes the Infectlous nature of which has been established 1™
is the most common menstrual dermatoss  About three out of foar cases of
genital herpes in the female are doe to menstruation (Bergh after Sterer™)
In ita appearance mensirual herpes s no different from herpes simplkex.  Aftera
premomtory burmng sensation of a few hours red spots appear which quickly
develop into crymtallme vesicles. These blmters form oue or several wmall
groupe. They become pustular after cne or two days then they dry up and heal
without acars in about one week. The primary blister is quickly destroyed
on orucosal surfaces.  Here the typleal appearance is a whitish or red spot with
floating remnants of the blister at the edge. On the skin as welf as oa the mucosa
the blaters may merge to form pleques  The Jocal lymphatic nodes are often
tender and sightly enlarged  Next to the genitals the lips and the chin seem
to be the most common sites of the eruption  Just as the menstrunl acne the
menstron! herpes 1s often seen on the chin.  Fournter® aptly called this ‘herpes
induscret Erupticns on the hands on the thighs oc eltew bere are much rarer
Unusual and more serous events are menstrual herpes ertptions of the cornea'™?
and of the oral and pharyngeal muocosae The latter sometimes Lmown 2s
herpetic angina can be accompansed by rather severe constitutional reactions ™
The experimental transmmmion of menstrusl herpes nto the rbbit comea has
not only been successfully performed ™ bat contact infections 1 man are
known ** \lenstrual berpes appears most often immedintely before menstrua
tlon but 1n some instances dunng or after menstruation  The first attacks have
been seen to precede the menarche several tntes i1 moathly intervake * Tt
may occur at characteristrc intervals in pregnancy ®™ or if actual menstruation is
dosturbed by dwease mallormation or aplasm of the mternal genltals.™® It
may afso continue to appea for a short while in the earty menopause

Menstrunl acns 13 usnally a menstrual flare up of chronw: acre Jessons.  Pomm
bly in connection with an increased premenstrual activity of the sebaceous glandse.
After the catamenia the acne leslons become dormant agam  VMacht¥ found
the menstrual sera  f womnen suffering [rom acne generally more toxe to seedlings
than such sera from women who did not have acne.  The blood of young men
with acne mrely everted a phytotexic reactisn The exacerbation of acne ap-
pears 1n some patients belore in others during or afier the menstruatem often
keeping thi time relaponeh p rema Lably constant " Some anthors claim
that the chin { frequently affected by menstrual acne.
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Hemorrhaglo Dermadromes —The hemarrhagic tendency is Increased
dunng menstruation and the platelet count 1s lowered, Menstrual purpura
of all degrees of severity has been known for a long time  The purpuric leslons
may be petechiae or larger hemorrhagic spots. They may be universal or re-
stricted to certaun areas e.g  the lower half of the body '™ [n purpura ns in
other menstrual rashes there exists a tendency to fixed recurrence. Such fixed
purpuric lesions have been seen to recur regularly e.g around the eyes “ or on
the thighs.!"#u%7 Aengtrual porpuric exacerbation 13 somenmes observed in
conditrons which themselves have a hemorrhagic tendency  Menatruation then
provides an additonal hemorthagic factor  Cases which allow such an interpre-
tation include one of menstrual purpura 1n & gurl with mitral stenoss ¥ and cases
of rheumatic fever 4' Here also belongs the cane of a petechial menstrual crop
on the lower legs which appeared only while a tapeworm was present in the
bowel. After removal of the tapeworm the rash failed to appear but recurred
menstrually after the recurrence of the taenm. Thm happened four timesH*
The bleeding may occur in any open lesion

Vancoee luetic or other ulcers have often been observed to bleed during
menstruation  This phenomenon about which much has been wnitten in the last
century has hardly found attention within the last generatlon  Another type of
menstrsal slcer Improves oc heals during the intermenstrunm and recurs dunng
menstruation  More often than the menstrual ulcer has the related rrcarous
of eciopec menstruation been studied  In most of the instances the term was used
ncorrectly since vicanous menstruation should be called only a discharge of blood
from some organ other than the uterus with suppremsion of the menses (Web
ster) Thm type has been called substitutional menstroal hemorrhage while for
extragenital bleeding of any form occurring together with the bleeding from
the uterus the term additional or complementary menstruation should be ap-
plied ™ This mysterious phenomenon has a hmtory in which early over
estimation was followed by complete demial of 1ts existence durmg the late nune-
teenth century  But since then s0 many observations have been recorded that a
reserved but pomtive attitude has become general It is well illustrated by o
statement credited to Lawson Tait who eaid that ‘he does not deny that there
18 such a thing as vicarious menstruation but he does deny the propnety of ex
aminers asking the commonest cause of epistaxis and recelving the ansmer of

vicarous menstruation with approval %

The nasal mucosa is the most frequent source of vicarous bleeding This
18 not sarpriung since menatrual swelling of certam areas of the muco=a covering
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ERYTHEMAS 351

the Jower turbinates and the tuberctlum was kong ago obeerved by Fliesa,'®
who found these areas dunng menstruaton  invanably swollen hypersensmtive
and apt to bleed on the slightest touch

While ectopic menstrusl bleeding from the gastromntestinal canal the lyngs
and the mammary glands have been observed relatively often sometimes under
alarming crcumstances, the skin seems to be a rare source  Condit™ sow a
hematomn of hen s egg mre develop from a small nevis ou the chest i menstrual
intervals aftes the uterus and the adnexa had been removed.  After exclsion of the
nevus hemorrhage in the brenst occurred.  Other reported sources of vicarions
menstrmation include old scars endometnomyoma of the wmbilicus ¥ the
nailbeds, the lips and gums. Bleeding from fistulae, cancerous lesrons and
hemorrhoids must be nterpreted in the same way as the menstrial uleer 1311

The menstrual histary of these cases often reveals irregulanties. Puberty
and still more the approaching or beginfing menopause seem to predispose.
Several cases have been observed after hysterectomy ¥ Since extravamations
are mong the manifestetsons of hysteria, It 15 not surpdnng that peychopathic
individuals are often found among the afficted For the mke of curiomity a
twenty four year-old male sexual psychopath with unusual peychic attachment
to his mother may be mentioned 2t He developed monthly cutanecuns extrav-
asations in his nght arm pit.

Erythemas

Besides such clinrcally well-charactenred menstrual dermatoses as herpes,
urtearia and purpara o great variety of transtory menstrual erythemas have
been observed.  The mmplest farm mw the nonmflammatory erythema of the face
which somet: nes marks approaching menstroatron It scems to be a first step
towards rosacea which has & marked gonadal relationship (see Rosacea) Ocea
wonally the congestion may in olve the coajunctriva. & In some cases roacea
starta as o menstrual erythema in the ‘blush area and becomes o stable ery
thema dunng the menopause. Some menstrual erythemas have the charac
teristics of erythemn exurdativum multiforme with nummular papulo-erythe-
matous lessons on the face neck forcarms, and lower legs.  Some are more vesd
cular and some show a small vewicle In the center of the red kesion  Typlcal are
the herpes Ins forms while gyrate or erythema nodosum like lesions are not
extremely rare ¥

There is o tendency to fiwed erupton. \ore rarely the appearance is

vicanious  appennng only at the time of the mised menstruation  Some of
the cases which ha = been described as menstrual erympelas probably belong to
the erythemas.  [n some cases tonsillectomy!™ or staphylococtic vaccine cured
menstrual crops of erympelas-resembling erythemas.
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Miscellaneous.—Menstrual chromudrasis of which substantiated reports
cnnbe?:md[ndweo!duﬂmtum"'hunmbcmhmrddduﬂngthehn
fifty years, It scems that the discolocations of the sweat esther were felgned or
caused by stalnmg substances from without and not by excreted indigo as had
been suggested.  Bloody stoeas has several times been seen in menstrual attacks.

It = 2 hemorrhaglc phenomenon of the smme significance as other purpuric
symptams.
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Pl 107 —iteastrual Groattte  From Urimch, B Alegy Grone & Strattes. I )
Fix 3w —fumes patiess in intwrmeceirs m. (From Urbach, B Allersy Orews & Srattow, Inp )

The menstrual darkening of freckles, of the linea alba oc of other prgmenia
ftons s occamonally quit marked The greater pallor of some menstruating
women or o rudimentary chromagophoric function of the anterior pitultary may
be sujgested as an evplanation  No recent In estigntions have heen published
Rithl % observation of menstrual descoloration from gold jewelry has ot foond
much confirmation.  Naturally one has to think of silver sulfides developed 1n
more ible amotmts by ncrensed menstrual sebaceous secretion  Aenstrual
sorencm of the rmoath and aphthous ulerrations may become quite troublesome
In soms cases theve eruptions can be prevented by theelin ™

"Teitesmns, A awd Anderwen, B O Oral Maaifertations of Certaln Systemie Dimorsers
YaleJ Biel & Med 17 553504 143



364 MENSTRUATION

Treatment —In all menstrual eruptions cotrection of any hormonal disorder
should be trled  Sometimes the eruption {alls to recur if normal menstruation
can be restored  But thus Is not always true  In some cases menstruation r
normal except for the rash but the rash may yet be cured by theelin 18 Not
only theelin but theelin 1n the first half of the intermenstrium and progesterone
10 the second half has been given successfully (Urbach®™)  Other hormones or
combinations of hormones e.g 2 placenta preparation and dred adrenal glands *
have occamonally helped.

A method of treatment which should be tried in all refractory menstrual
eruptions 18 Geber s desensitization to premenstrual blood®* which has been suc
cessful in a considerable number of cases.  Urbach"™ describes the technique as
follows  About 20 c.c. of blood is taken at the acme of the premenstrual ex
acerbation  There is some difficulty 1n determining the right time mnce much
scems to depend on getting the most potent allergen  The blood is centrifuged
and the serum poured into a rubber capped bottle  After 1 10 000 of merthwohte
has been added the serum is stored under refngeratron  Then 02 e.c. of eerum
18 injected Intracutancously every second day The inpections are given four
successive times into the |ame site. The site of Injection is changed after emght
to ten days. Lehner and Rajka (after Urbach'™) inyect 0 4 c.c. dajly into tno
areas in corresponding symmetrical sites While this method was originally
used in menstrual urtearia 1t later proved to be efiective in other menstriral
dermatoses and comphcations also e.g 1n menstrual trigeminal neuralgia.!'o*

85 dreval Swbetance (o Derastosrs Which 3ay Have Jleostrmal Factor Arch Dermat & 8yph
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PREGNANCY

The fertilired ovum after its implantation into the uterine mucoss causes
profound changes in the hormonal balance. Withm a few days after the firat
mimed period the antedor pitwtary ke horruone (chononlc gomadotropin)
from the placenta increases in the blood as well us 1o the urine and reaches a
level many times higher than normal after about sixty to ninety days. This
peak subsides and remaims at a ower but etlll elevated level until delrvery
The estrogen content of the blood and unne increases progressrvely from the sec
ond month until near term  The progesterone level rises until after the fifth
month when the corpus luteum nndergoes nvolutton  The rabo of the estrogens
changes and may assume an abnormal pattern in pre-eclampna ' With the
expalsion of the fetus and placenta a rapid return to the pregravid state ensues
with a slump In the normal production of hormones ™ ®

It ia natoral that the hormonal upheaval of pregnancy is amsocated with
profound changes 10 the entire endocrine system

The antenor lobe of the puxsitry increases to two and oae-half times its
usnal weight and there are characteristic microscopic changes.  The large amount
of piturtary gonadotropic hormone in the blood and urine 15 well explained by
this hypertrophy This may account for various shmulations of growth of the
skin and 1ts appendages.

After the third moath the tkvrodd gland increases in sire in almost all cases
and its actlvity s stepped up  Todme moves from the thyred wnto the blood
reducing the glandular sodine level about one half The bam! metabolic rate
is often ramed  If the thyroxd s unable to meet the increased demand for thy
rovin hypothyrosdism may develop The hyperthyroldism of pregnancy may
explain certain sensations of heat hyperhidrosis and erythema.

The poratkyretd glands too are stimulated probably due to the high demand
for cnklum for the chid s skeleton  The cablum deposits Ino the mother are
druned  The blood aalclum Ievel s lowered  Inability to meet the increased
requirement may cause a aate of hypoparathyrofdism with tetany  The ovaries
wwell and the {ollicks continue to develop but fail to ripen  The corpus Intesm
terem provides an unmterrupted supply of p needed for impl 100
the prevention of uterine contraction and the formation of the decidua.  After

the firmt haif of the pregnancy the corpus luteum andergoes involution to prepare
the termimation of pregnancy  Some of its functions are taken over by the
pitintary and the placenta The incrensed secretion of estrnin changes the micro-
scopic picture of the agmal emears.  The emthelil cells merease in size during
the first montha, Later they become smaller agnln so-called oyster-shaped cells
appea  and lkeukocytes abound  Just before labor the desquamation of the

MFred. 8 C Ondeiar Piysiolery and Thercpy Chicago, 18] Awwrican Madical Amochatson.
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366 PREGYANCY

vaginal mucos2 almost reaches denudation  The adrenal covtex hypertrophes
during pregoancy to meet the greater demand  That the demand is greater has
been shown by the fact that adrenzlectomized cats need more cortyeal extract foc
survival durlog pregnancy then when nonpeegnant The domered glucore
toferance of pregnancy is perhaps caused by a hyperactivity of the adrenal
medulla though 1t has been ancribed to pltmitary pancresnic, liver and renal
factors. In the ltrer glycogen disappears {rom the central portion of the 1dbules
and tnle stagnates in the billary channels

Durfng the fatier part of pregnancy & great anmount of nitrogen b atored fn
the maternal system beyond the need of the fetus, The blood NPN falle.
Albuminuna is common

The {at content of the blood increases after the thicd month giving the
blood secum o cloudy appearance  The alkalouty of the blood bs incresred
Cholestero] is increased n the blood and in the adrenal glands  The blood
chofesterol {not the cholesterol esters) increases about 100 per ernt™ These
w0 retenton of sodfum  potamium  magnesium and sulfur and the excretson
of iron and phosphonus s decrensed  The retention of most of the mmerals
exceeds the needs of the growag fetun.

Normesl Skin Changes.—The sion reapand  to pregnancy (o many wavs
According to the masonty of the obeervers the perspsrafion iy moreased cspecrally
towards the end of the pregnancy Extreme degrees of hyperhrdrosis have
been peen %%1n this perid. The increase of sweat secretion may take some strain
off the krdneys  The urea may ne 1n the sweat with increasing renal mauffy
ciency  Chiorine wncreases 1 the sweat dunng the first half of the gestation but
detreases later  Io toxermma it i greatfy reduced 0 Prolan appears {n the
sweat of the pregnant women =

An actual bypertrophy of the sweat glande xhich had been claimed earlier’®
49 does not seem to have been confimmed in more recent vestigations [t ha
been suggested that the growth of the meat glands in peegnancy bs part of the
acromegalic tendencies caueed by the putuitary changes.®™ The penpiratio
inrenutnls decreases with the progress of the gestation but increnses dunng the
poerpenium . The kn of water through the alan o pameubrhy fow in tox
ema e

The apocnoe gland  the grnadal relaponship of shich hus bren mentyonrd
in the chaptes on Puberty probath crase to secrete duning pregrancy 7
The secretyon of the sedaceoxs gland  incrensces dunng 1he latter half of peatation
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This seborrhea Is especslly marked during the last five days'™ and during labor
Soon after delivery both hyperhidroms and seborrhea return to normal. Tt iy
interesting that the sebocrhea of preguancy w only rarely accompemed by
acne.™  Usually eusting acue 1s improved  This suggents that not seborrhea
but other factors (comedones) are the cause of juvenile acoe.

Implatation of paritcles of mormal skwm of pregnant women mnto rats and
infantile mice produces the same changes as the pregnant womans anne It
does not eliat the Altan Dolsy reaction  This proves that prolan and not estro-
gen s the acuve principle  The prolan 13 apparently stored in the skin  Skin
which has been rendered anemic 1 not less and skin with the mgmentation
of pregnancy 1s not more effectrve than normal skn ‘&¢

The epidermal mitoses are more numerous in pregnancy at least in the guinea
pg * Thuindicates a shmulated growth which manifests itself in an occasfonal
thrckening of the skin in hypertrichosm and in the development of small neo-
plasms.  The lips may appear thicker the features coarser and the facual ex
premaion may well resemble an eurly stage of acromegaly

Pigmentatlon —Dunng pregnancy certain arewn of the sldn which already
have a tendency to Increased pigmentation receive a stumulus to produce more
pigment than In the nonpregnant state.  Scaurs particularly those from abdom
inal operation often take part in the pigmentation Brunettes become much more
heavily pigmented than blondes. Generalized melanoss and darkening of larger
but dretmacribed areas adjoimung the well known phymologicnl sites of pgmenta
tion although a little more common fn pregnant hyperthyroxd women ' is ex
tremely rare  The Imea alba or more correctly the mudline of the abdominal skun
usually becomes pigmented 1n the third month of pregnancy but sometimes much
later especially in blondes and multiparoe.*® Thus linen fusen or / wea sigra as it oo
often called extends from the mons veners to the navel and though less often
and less pronounced into the epigastric reglon  The line i about one third
of an inch wide and vanes In color from light greyish brown to deep brown or
black. If it extend to the epastric aren t often forms a oae half to one nch
wide brown rning around the navel which is called the umbilical areola of Mont
gomery The black line is present in %4 per cent of preguant women It 15
occamonally miseed 1n obese women and in very Ight individuals rarely in the
darker pigmented women  The pull of the ligamentum teres of the liver some-
times causes a deviation to the right of the suprmumbilicn) part thus produdng a
bayonet-shaped line

The areolae of the mammlllae darken ruore mtensely than the Imea negra
the degree arying agun with the color of the har  There 18 a certaln amount
of darkening around the areols proper  This  secondary arecla™ conslsts of &
network of Lrow nish lines surrounding the Lghter follicks. Th secondary arech
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368 TREGNANCY e

though being a sure symptom of pregnancy does not appear before the fifth
month /=

The hyperpigmentation of the vulva can reach extreme degrees The
edges of the labin minom are intensely mgmented The descolocation h}Q

L S
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Fix 200 Melancss of preqrancy  Yetr deviation of pigmented [ines alba to the right caweed
by pall of tyamemtum eres kepatis  Cwmrtesy Dividon of Dersa okogy Depertment of Mediciee,
Taiveral y of Chicasw

extend beyond the vulva to the perineum to the inner aspects of the thighs
and around the anus Rarely old scarw and strize become pigmented  The
senmutivity to light increases in pregnancy which causes more ready tannmg ¥

The number of noticeaile pigmented spote increases 10 about 25 per cent
of the pregnant wx men  Freckles or lentigo-like spots appear or becoms more peo-
nounced " ™ An unpigmented mole may become pigmented

MK arer £ 1 Hathem, J asd Rehx L Niokegie uad Natholowie dee Weibes, vl 8, Derila,
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Quae utero gerunt In facde maculam habent ™ Those who ore pregnant
have spots on the face  This was known as a fact to Hippocrates but m the
vineteenth oentury'® the connectron of chloarma wth the uterus was still the
subject of much controversy It was esther claimed that it had nothing to do
with the uterus or that 1t was identrcal with tinea versicolor - Chloasma n present
sn T4 per cent of all pregnaat women 1 the later part of the gestation  Only one
third of the cases are marked the rest are more often pale than pronounced
depending much on the color of the skin and harr  (F A. Rehrer and harl
Hoflner after E hehrer %) The color may be deepenied by exposure to hght ™

The chicaama of pregnancy conusts of sharply cutlined often jagped vetton,
brown or graylsh apots.  They are symmetrical nnd follon certaun patterns 42
They sither appenr as scattered small spots on the cheeks and nose or as a mask
tike discoloration which leaves the lds the surroundings of the eyes the pre-
suncular areas, parts around the mouth the iemples and almost always & narrow
stnp along the froatal hairine free  In another type the temples and the £370-
matc areas are dark wiule a tmpezord area In the center of the forehead remauns
Iight **  Tranmtiona! types betaeen these patterns occur

Chloasma usunily disappears »ithin a short time alter deivery  The fint
menstruaton weems (0 sumulate the bleaching  Not infrequently the spots
far} to vanuh foc a loug ume even for many years. Chloasma has even been
sren ta persist tn the menopause  (Muraton after Sézary and Duruy ™)

Chicasma-Jike pagmentations are not exclunively seen in pregnancy  They
have been observed in young guls nonpregnant women and in men  Chlonsma
perrorale virfinum 13 3 type of stubborn chlotamatic pigmentation in the Iips of
young girls ® ' The nonpigmented narrow srip separating the chiouma from
the vermilion border which originally was described as chamcteristic fn th
condition can be seen 0 tany penoral pigmentatons eg n penoral viulige

The pigment of pregnancy s melamn  As such It i roa free™* and in its
histological charactermtics ia o different from melunm depomis an other fon
ditron

The cause of the pigmentatons of pregnancy s seen by some authors in the
adrenal cortn | hypertrophy ® 3% There is no doubit about the eustencr of
adren | -hanges i pregnancy and about che coanection of pigmentaticns with
the adrenals. but it ha not been proved that just the pegmentations of pregras<cy
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are caused by the adrenal mAuence. It has been shown &1 8 that in animals
as well as 11 man pigmentations 1dentical to those in preguancy can be produced
by the implantatin of ovanes or by the injection of large amounts of estrogen
under certaun conditions. In pregmancy there exists a tremendous increase of
the estrogen level  The work of Bloch han so far given the best explanaton for
the pgmentatians of pregnancy The pregnancy of one of a palr of damense
twins provided a unique obeervation  The nonpregnant twin developed chloasma
as well as the pregnant ane.  Both choasmas were concordant.  (Hilbner after
Merowaky )  This proves a hormonal or humoral cause of the pigmentation
and at the same tHme the existence of certain local possibly hereditary factors
necessary for pgment formation A hereditary factor In chloasma utennum
withont pregnancy fs establahed ¥7

Tt has been suggested that the vitamm C deficency In pregnancy may have
something to do with chloasma, Vitamin C fs known to exert an whibstory in
fluence on melanin formation at least under expenmental conditions (see Add:
son 8 Diseate) However it has not been establmhed that prophylactic admin
istration of Vimamin C 1n pregnancy prevents or beals chloawma % 7

Statisticn]l apd tmtometric investigations in & large number of pregmant
women™? seem to corroborate the belief that heavy pigmentation is associated
with an undturbed pregnancy It fa statstically correlated with Jess vomiting
vigorows labor and less danger of atonic hemorrhage and perineal lacerations.
On the other band Grossmann and Schitineberg'®* based on labomtory studres
denv any metabolic differences between beavily pigmetited and nonpigmented
pregnant women and attach no db fcor pr ic vatue to this ph

Hypertri hosts.—Occanonally the har grow th of the face and some other
areas increases considerably during pregnancy  This wasalready known H3-rss.1me
when Halban™ (1906) discovered that hypertrichosis s a phymological phenom
enon of pregnancy It 8 ordinarlly so alight that it passes unobterved The
light down on the face™? as well as on the arms, legs and the abdomen becomes
a little heavier and darker  Along the linea nigra it may or may not lead to a
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Tig. 113 —Hypertrichosls f prrgnaocy  (From Btoddard, F J  Am. J Obet & Gynec 1018)
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pronounced male type of har distribupon.™ Occamonally a marked hair
growth appears just n the midline quite different from the male distribution

Halban'™ showed that two weeks after shaving the abdomen of a pregnant
rabbit was covered with thick halr while hardly any growth could be notreed
in the controla, It took less than half the fime to restore the full hair of a preg

nant rabbit than was necessary in the noapregnant. Similar obeervations have
been made m other domenticated animals, However the increased growth stops
before the parturition ™ The hypertrichoms of pregnancy ususlly dismppears
shortly after delivery and sometimes at the time of the first. menstruation but 1t
may reappear 1n subsequent pregnancies. It 1s suggestive to relate the hypertn

chosls of pregnancy to the hypertrophy of the adrenal cortex.  Fitwitary and
thyroid stimulaton may plry a part.

A preguancy test based on the sulfur content of the hair compared with that
of nonpregnant women has been described by Kosaakoff * It has not found
enough confirmation

Alopecia areata has e tendency to dmappear in pregnancy but may recur
shortly after partuntion ™ In some cases alopecia areata began shortly after
pregnancy A seemingly paradoxical and rure ph 1 the dk ance
of hypertrichosis of the upper p during pregnancy and its recarrence after par
turition. 1™

The daily growth of the mails dunng pregnancy has been found to be 1n
creaved from 0 13 to 0 16 mm. ™7

Striso, Includlng Those Not Related to P —Strine are stript-
shaped lesions which by their form and arrangement acroes distended skin im
mediately ahow that mechanical tenslon 1s a factor in thel pathogenesis. Though
by far most comman 1n pregnancy they occur in other conditions In most of
which the skin 15 or has been under mechanical strain caused by enlaigement of
the volume of tissue which t covers,

Since the strige of pregnan-y are the most common example of struation
the whole phenontenon may be discussed yn this chapter  The striae of pregnancy
are linear or snmewhat wavy stripes of one to fi ¢ inches (2.5 to 13 cm ) In length
and one quarter to one halfl of an Inch {06 to 1 2 an.) in width. Fresh strae
are deep pink or purple the latter color not being due to hemorrhege as one mught
expect but to tho transparency of the thinned skin In the early stage they
look ke the marks of whip lashes which 1o French are called vergetures. Thm
expresson 15 occastonally wsed for striae  Gradoally the thin transparent skin
s replaced by a denser scar-like tssue of pearly white color  Sometimes old
striae are brown with plgment  Striae never disappear completely but they may

“hacdard™™ fomnd e 17-katasterokd kvrls fn ebe of kin caass to be 33 10 18 ag. 1 the twewty-
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become quite inconspicous.  The surface of fresh stnae is smoother than the
normal skin  sometimes slightly wrinkied transversely or diagonally so that
damond-shaped figures are formed
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STRLE ars

The palpating finger receives the tmpresuon of emptiness and decreased
resiliency  Tlus 1s caused by the lack of the elastic fibers the skin skeletan
Some strme on the lower abdomen and the ssdes ars raised and more palpable. 4

The strize caused by pregnancy ere usually bat not alwavs, symmetrical
They are arranged, in several groups.  One group of longitudinal stnae sarrounds
the navel extending farther downward than upward A second less pronounced
system occupies the lower abdomen ity stnize often crossing those mentioned
before A third system runs longitudinally over the lups down to the thighs.
A fourth larpe group forms concentnic and approxymately arcular figures around
the sacral area  This groap may extend upward s far as the eghth dorsal ver
tebra. Other mostly emaller bunches may surround the popliteal and elbow
areas und cover the shoulders and axillary folds  Their direction 1 longitudinal
Finally the breasts show stnae arranged In radial fashion around the areola ®
waame s [t ghould be kept in mind that strize are ot alwave caused by preg
nancy This fact 13 occemonally of some forenmc mmportance, Striae from
obeuty ste mostly found in longltudinal groups oa the upper wrms hepa, snd
thighs. Some surround the navel The atriae produced by fast growth during
adolescerice run transversely They croes the thighs and to a lesser extent the
h pand the lower back.  The striae following typhoid fever dysentery and other
snfections are most frequently found scross the lower thighs just above the knees.
Generally striae develop 1a a direction perpendicular to the maximal tension If a
Limb grows longer the strize appenr transversely if it increases in thickness the
strize are directed bonpitudinally  Irregulsr tractons produce irregular strise
eg those one observes ocrasicnally on the side of the chest opposite to a pneu
mothorax.

Strize gravad tatis occur m at least 90 per cent of all pregnant women though
in very different degree (Credé and many other authors after E. Kehrer#®)
‘These high figures were derived from observations on white European women
Some but not all prgmented races for instance the wonten of Java and the negresses
of West Africn aro reported to develop strine onlv very rarely ®@  This may be
partlv due to racm! peculmrities or to the massaging of the pregnant abdomen
a custom which has found its advocates in the western world.®®  Barfurth
claimed that ffteen to thirtv minutes of daily gentle kneading of the abdommnal
skin presents formation of striae  This treatment v also supposed to bring about
a better contraction of the abdomen after dellvers  The recommendation does
not seem to have been widely followed

The kistology of the atrac shows that the lesion w situated 1n the deeper layers
of th cuts. There is « marled basophilic reactson and changes in the shape and

texture of complete atrophy of the clastic fibers within the sthae and an incease
1n the path lxgenl fibers at the border of the lemon  Here some of them look
st peyams O Preiscy Compticutiems 4 ropkic surlae Azs dl st
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376 PREGNANCY

curled as if they had given way to the tension and mapped back.  Inflammation
has occualonally been noticed in the carly stages.  Like the blood vesscls they
are arranged in the direction of the tenmon It seems as f the tennon does much
barm to the elastic and onldy bittle to the colfagenic fibera, The microscopsc find
sngs can be interpreted as evidence of chemucal as well as mechanseal damage
to the elastic fibers  Lately Fontana™ has described strme with o marked
inflammatory reaction and lack of dutention as expromed by the normal wavy
appearance of the papilae.

The mucroscopee evdence furnubes some support to the opion of the
magornty of modern authors that the mechanial ferston however pecemany it
may be s wot the only factor in the pathogenesss of strisae  Thus belief is hased on
3 vanety of observations.  Some pregnant women develop striae in spite of reln
tively httle tenmon others never do no matter how extended thelr abdomens
become  OF possible sgnsficance i the case of & pregnant woman who scquised
atriae over the biceps muscle of one arm from carrymg books while the sarme erver
tion did not cause Bnston when she was not pregnant

TFenuon does nat alwavs lead to striae There are many cases of cnarmous
cysts asates and edema with extreme stretching of the skin but without stnae
While the fat boys with Frdhlich s syndrome rarely show stration the obewe
patients with Cushings syndrome always have them and fust i thrs con
ditwon the strae not only are the wadest ones me can observe but they are al
ready very muarked when obesaty has nat reached degrees winch could casly
explain cutancous tenrs  In men strae are found 1 6 per cent ™ \en are
probably leas apt to develop strize than women if one does not conmder the strae
of pregnancy  The pronounced striation in the basophite adenoma of the anterror
pitwstary and the pxtistary changes wn pregnancy suggest a pituitary bormonat
factor Puudowenth moa elastreum which w clearly a disease of the clstic
fher hus been seen appenring m crops doning two pregnancies of o patient

The kxowenung effect of pregnancy on the elastic tissue of the pelvic bgements
»hich waaid to be of prtuitary ongin may be crused by the same agent which has
an affinity ta the elastic fbers of the shin  The kyphoste whuch communty de-
vek pain Cushing s syndrome may als be due to the same elastica kxmsentng fuctor
an the striae  In the cases of strae caused by adofescent growth the actual
ten wm o the skin 13 0ot grest o mpared with  ther condutions of stretched lin
which & net Jead 1o strdton Adclescence 19 8 pennd of increamed putmtan
sty Infection txo may have a damoging snfluence sn the clastic fibers.
Strae a3 e haswn € secur though salv i o smalf muoney of the paxents,
mosthy ad descent  after typhod fever desenteny paratvpbold n the courve
af ty phus sheumatic {ever fepr sy s philts and othe sofectne  Afmxnt afwavs
the patient have been bedridden ner o bong perfod of t me  In thewe races the
striae are found on the back and often stene the patella which mas ha e ome
thing to & wiuh hing o bed wieh the knees hent  In pulmonany tubercukra
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EDEMA an

striae have often bean observed on the slde of the thorax oppomte to the mde of
the rain besion  Increased movement and coughing could explam this localiza tion
but this apparently well established fact wus not confirmed 1n twelve cares of
strlae thoraccme among 5,800 tubercular patents. ™ Szinto™® In his large
series always found them on the side of the pulmondry wvolvement

Tranaverse sinize cossing the spine below the level of the aboulder blades
are relatively common 11 spondylosls deformans but are supposed to be rare m
spondylitis. 17

Several authors have tred to correlate the coor of the hair with the forma
tion of strigze, The results are contradictory which probably means that there
is no relationshlp  The older pnmrpars is less apt to develop strae than the
younger cne  The sme 15 claimed of the more virile type!® and of the short,
asthenic megalosplanchnic women ** 1 The more strize a woman develops
in pregnancy the more likely she Is to suffer permeal laceratsons but no relation
o the labor pams bay been establuhed.*™ It js possible that a hereditary factor
has influence on the development of striie. Leven™ saw Jumbar strae i three
of nipe siblings and Seemens!™ twice saw concordant striae in nulliparae who were
identscal twin sisters.  In the umque case of peegnancy of one of siamese twins
the nonpregnant one did not develop stnae (Hflboer after Siemens™) Hor
neck™ cbeerved the appearance of strise after the injection of adrenal cortienl
extract

The dlashclty of the skin 11 normal pregnant women is about one-third lower
than normal  This lack of elastlaty 13 still more marked 1n the presence of clin
yal edema and afbuminuna™ *® It starts m the third month and reaches
its peak at the end of pregnancy  Though edema may lower the elasticlty of the
skin it does not Increase the tendency to formation of strae

Edemna —A el ght mcrease in tho amount of flurd in the ekin and in the
subcutnneous tissure of the pregnant women must be considered normal  This
is to a large extent due to the retnining influence which estrogens and progesterone
overt on sod urn and water metabolisn ¥ Surgeoas know that the cleavabality
of the trsues 13 Increased duning pregnancy  The butchers know that it is eagjer
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378 PREGVANCY

to skin & pregnant animat than a noapregnant one.  Both observatons may be
explamed by the serous smbibition of the tisanes.

While a certmin pre-edematoms condition Is physlalogical in prepnancy
chinieally noticeable edema of the Tegs ocours m 28 per cent of all preguancer
(Hoffaer ofter Scheuert®s)

MeCluce and Aldrich s method of testing the skin for impending or not yet
palpable edema by measuring the duappearance time of & welt produced by the
intracutenecins inpection of 02 c.c. of 0.8 per cent NaCl solutron showed that in
peegnancy the disappearance time 1s almost alwave shoctened ' The reduction
of the duappearnnce tune } 1 direct propostion to the degree of cdema and can
be used as a prognostic sign ¥ The dsappearnnce time i3 shorter in the
Jegs than In the arms. It is conaidered to be an unfavorable algn suggesting im
pending eclampsia of the stams of a pregnant woman does nat dmappear on bed
rest 1™

Severe edema af the vulva is o sare complication of pregnancy being en
countered three times 1n 12 000 pregnancies The trouble may repeat steefl In
subsequent pregnancies The swelling may reach the size of o man s head and
may even necesmtate cesarenn sectwon W8 148

Cireulation — Dunng pregnancy the penpheral ctreulotion v marked by
rasomotor wastabtlity  Pallor quich changes 1o the facal color and scnsations of
beat and cold m the extremities are common partfcularfy in the later months
Red or nhite dermographin is almost always noticeable though vanving in
intensiy ™' *®  This widely heid opinwes has lately been contested (Precone
after Vignes %) Dermographsa Is most notsceable on the back the sternal aree
and on the abdomen above the fundus uters ¥ "% The reaction 1s seported to
be weaker 1o beavily prgmented slan

Direct observation of the peripheral blood oirculation by capuliarescopy
has shown that the flon of blood in the capnifaries of the lower legy and of the
fingernasts 15 often slowed down  Segmentatson or complete atasm of even efur
pitaton of the blood from the venules to the arterioles has been olmen ed more
aften than i controls #8838 It 4y consxdered to be an unfavorable prognostx
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CIRCULATION 379

sign if the stases do not completely disappear on changmg from the upright to
the hovlrontal posttion 1™ In edema and with hugh sedimentation rates stases
are pronounced  In hydramuion a tortuous appearance of the capillary loops
has been noticed. *® It should be emphamzed that stases of course are not a
symptom of pregnancy They are the expresslon of an impeured periphernl
arailation and occur in many conditions, The number of capillary loops
increases in two-thirds of the pregnant women after the second month but not
infrequently only as late es in the seventh or eighth month (Vinigradova after
Melbard ™)

Two months after delivery the normal number of hair pin type capillary
loops 1 uszally found again

The high permeabiluy of the capiltary wall i shown by the fact that the
tourniquet test is posttive in 80 per cent of the pregnant women 7 The serum
of blisters produced by cantharides on the akin of pregnant women contams three
to four times more lymphocytes than under pormal conditions. This ohserva
tlon can be mterpreted as evidenice of the higher endothelial permeabillty 0t
Other studses of canthandes reactions*™ showed oppomte conclusons.

Pregnancy B8 by far the most frequent cause of waricoss nens In women
Only about 3 per cent of the women patlents of e large varicose vein clinic had
their grouble before therr first pregnancy ™ The meidence figures grven by a
pumber of anthors -ary within wide Omits but 50 per cent does not seem too
higlr  They most often involve the lower Jegs only with a preference for the
right mde. In almost 20 per cent of the pregnant, vancouties of the vulva may
produce karge blush tumorllke convolutions.

Hemorrhouds are almost as common as varicose veins of the vulva,

The most mmple explanation of the varicosities of pregnancy s the pressure
of the aterus on the large pelvic veine. However thm cannot be the only cause
since varicoso verms sometimes develop in an early stage of pregnancy when pres-
sure ia pegligible  They sometunes appear as an early symptom of pregnancy
soon after the first mmwed menstruation (Balard and Mehon after Vignest®)
Even at the common time of appearance In the third month the pressure of the
uterus does not give n very plauslble explanation &nce uten of equal sire with
tumor hardly couse varncoss veine.  Other observations'™ can be {nterpreted
agminst the purely mechanrcal pathogenesis. The varicose vewns of pregnancy
often appear in crops and the temperature over newly developed varicossties is
up to four centrgrades hiihﬁthanmudd.eroun-udmtrﬂnrym
metrical skin % It is interesting that large intra-abdominal tumors may cuse
edema but rarely vancose veins.  The elastic fibers in the wall of the varicose
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382 PREGNANCY

The outbreak of the dmease is often preceded by premonitory itching with
out visible changes other than a few wheals. Often in ths prodromal period
nausea headache and fever may be observed but lack of uniformity characterizes
thws phase just as much as the later stages. The rash hardly ever breaks out on
large surfeces.  Usually in one or a few areas e.g around the navel and on some
parts of the arms erythematous patches appear which lead to the fully developed
syndrome. Wheals prurigo-like small papules vesicks puostules groups of
biisters and bullae appear in crops and create a rather polymorphic picture
While at times erythematous and urticanal leslons predominate in other periods
the ebundant bullae may present a pemphigus-like aspect. In some cnses aggre-
gated scratched mmall papules on the trunk and on the extremities resemble
prurigo Hebra  Thu dermatosis has been described as a separate dermatoss
under the name of prunge gestationia.'™ It is probably only a vanety of the
bighly polymorphic herpes gestationis.'"® Everybody who has observed cases
of dermatitis herpetsiformis over a long time knows that such prurigo-like stages
occur  However the separation of prurigo gestationis from herpes gestations
18 still stressed by some authors 14

The erythematous and vemcular patches of herpes gestntionis often spread
centrifugally leaving annular or gyrute lemons with accentuated edges and red
scaly or pigmented centers. There m little tendency to involve the mucosae
Ulceratwon does not occur and no scars develop unless severe pyogenic Infection
complicates the course  Beswdes the discomfort of large oomng surfaces in some
cuses the moin complaint of the patients 1 the furious itching buming stmging
or pain which accompanies the crops  The attacks of pruritus 1n particular which
@n be provoked by vanous causer especially peychic exatement can make the
condition of the gravid woman a most misernble one. It needs all the efforts of
dermatological and pey chologicnl treatment and 1n particular the assurnnce of
complete recovery without dufigurement to keep up the morale of the patient

The eruption affects the extrermitses more often than other regions but no
part of the body surface 18 sure to remain free  The nailbeds may become in
fected and the nmls may be shed The outstanding histokogical feature Is the
cosinophilia 1n the blister serum and in the tmsuwe particularly in perivascular
wufiltrations. Blood eosinophilia 1s too E hilia especaally in the
tissue though not being speaific, frequently accompanres aflergic diseases and
therefore suggests an allerpic nature of the dermatosis®  The recession of the
blood ecsinophilia is conmdered a favorable prognostic mgn ™

The relationship to pregnancy s f course an outstanding charactenidtic
of the disease. Though occasionally an ecarly symptom of pregnancy herpes
gestationn has been seen to appear most often in the second half of pregnancy tm
If there are attacks in subsequent pregnancies the onset may be earlier each time

T Rceler 1 Cangr of Devem  Lomdon, 1 9.
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HERPES GESTATIONIS 383

and the disense may become more severe ™A™ Beuuden this most common
type other refations to geststion ocowr Some pregnancies may remain {ree
and only tn a later pregnancy will the first eruption occur (Puente Gross in
discusron to Rostenberg’®) A normal pregnancy may be had between preg
nancies with herpes gestatonm. ™™ The onset may be very late, in the last days
of pregnancy'™ or even i the puerperium. ‘The disease may break out during
pregnancy improve or heal with the approaching delivery and then be fol
lowed bv a severe crop during the puerperiom!™ Charactermtrcally herpes
gestationts does not remaimn after preguancy as an ordinary dermatitis herpen
formus. In a few cases menstrusl recurrencies have been cbeerved. @I S
far unique Is the case of herpes gestationis caused by chorlocarcinoma two vears
after a pregnancy with hydetiddorm mole.!™

The prognosis is favorable for the mother A fatal outcome s rare and may
be caused by sepms rather than by the dermatoms itsell (Schinfeld after
Riecke! a7 A714.4T5)

The prognoss for the child is unfavorable.  Stilibirth ends about fifty per
cent of the pregnancies complicated by herpes gestationis, ™ Bables born alive
died 1n several matances from infection duning the first year 1747 Sidp Jegions
in the living or desd cluld pomsibly pertaining to the dermatoms of the mother
have been reported ™4™ hug the evadence of true connatal herpes gestations
is not convinang '™

The etology and pathogeresia of herpes gestationls is not much better under
stood than that of dermatitss herpetiformis. It 18 just the connectson with
pregnancy wiich suggests pome explanation  Toxeme of pregnancy with dam
age to the hver to the kidneys and to the skan has often been accused The
nitrogen content of the unne 13 reduced during the eruption and increases with
recovery  Just as in dermatitin herpetiformis, eruptions may be precpitated by
internal or percutineous application of potamivm sodide {Jadassohn s test)
However this phenomenon ks not constant  Endocrine secretions may as in the
case of Impetigo herpetiformis  provide & better explanaton than those grven
today Rostenberg ™ in his case found the anterior pitultary like princple
incrensed in the urine twenty-six days after delivery In Elliott g cae of
herpes gestationls caused by chonocaranoma the pregnancy tests were strongly
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positive  The relationship of dermatstis herpetformm to ovmran fynction
however incoostant and contradictory st may be cannot be easily dmmiseed
sn view of the crmsiderable case literature.! ®  However there still Is no satisfac
tory endocrine explanation  Soma evidence pomnts to allergy  The repeated
occtirrence i pregnancies With each subsequent attack starting earlier snd taking
2 more asevere course has 1ts parallel in acquired alfergy  The urticarnal element in
the eruption and the marked comnaphifia in the biood blsters and tiwnes lend
support to an allergic hypothens. Pasmve transfer has not been succemsful 1™
A hormone may well act as an allergen Tommasi™ suggests the corpus futeum
such autogenous allerpes are known  Infection as a cause can nelther be denied
nor as yet be proved Thus the pathogenesis of herpes gestatronis as well oy
that of dermatitis herpetiformis remains unknown

Based on the hypothess that herpes gestationis Is caused by toxemia and
the inabihity to produce neutraliring antfbodies Mayer and Linser'™ {navgurated
the trestment of berpes gestarionn with intravenous injections of 10 to 20 c.c,
of fresh serum of normal pregnant women  With this method Seltz cured 37
cut of 38 cases of the various dermatoses of pregnancy This method  #tilt
widely applied  In somic countries this serom w aveilable in ampoules  The
serum of pregmant mares has been succesaluily used too  In spite of successes
the theoretical foundation of the tieatment with normal pregnant women s
serum howe er has becose untenable because of the equally surcessful trent
ment with normal serurs horse serum and espepally with Ringer ¢ soluton
Rrecke! ™ gives the following formula for this muxture

Sodrum chiorede 18
Cakerm chlorsde 0 048
Pocamsam chloode o 084
Sodiam blosshonat 0 06
Aq dntill od me o

Thts solution 18 mjected ntramuscularly or subcutaneoy Iy mn doees of 156 to
200cc  Sim lar success has been acheved with serum or blood from the umbrilical
cord with the pattent ¢ own blood ™ and with milk.  In the published cases one
n the other of the above d meth s esy ity the novmal pregnant
w mensserum ha helped  One muy surely swsume howe er that failures of
the therapy he © not been reported wath the same real as the sucoesses  Only
afow fthe Deervers ba ¢ seen a conuderible number { cases of thi rare dis-
case ind the often wregular course { the dermat mis shoutd be remembered in
¢ wluat ng any metheud o treatment  Lately comtradictory reports on the sul

. mudes ha ¢ appeared (haman estract ™ corpas futeum ™7 and
ssmt nl T ha e adw been ad xcnted
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Purpara —It has already been mentioned that pregnancy increeses the
pemmhhtyonheapﬂlnrynnmdthanbemumiqmmt(hmpelh:ede
phenomenon) is often posltrve. wen
under the atrun of labor Ma’e-ermpurpuncnnhahnvebanobncrved“'
some of them with dangerous hemorrhagic complications. They are generally
oonsidered tawe, They dmappear after dellvery'™® but sometumes recur 1n sub-
sequent pregnancies, in some cases in the same epot as e fixed eruption '™
Rushmore!™ han collected forty-seven cases, mostly of severe parpure i preg
nancy  The mortality of the mothers as well as of the children exceeded fifty
per cent. Some casen have the character of thrombocytopenic purpura, ™
Pregnancy may activate dormant thrombocytopenic parpara or cause the first
manfestations of the disease. Besides purporic skin lemons of great vanety
In mze severe even fatal hemorrhages from the noee, the gums and other aites
may occur  If treatment fails, terminztion of the pregoancy is Indicated.
Brutse like hemorrhegic discoloationa of the abdominal wall 10 and about the
umbdlicus occur in ruptured extrauterine pregnancy and other intra-abdominal
hemorthages, This s known as Cullen s slgn ™

Miscellancou Eruptions —It would be monotonous to describe all the
rashes which have been observed 1n pregnancy other than the well characterired
dermatoses.  There are morbilliform erythemas, sometives with ecrema or with
peuriginous papules. Erythema exudativum multiformer™ 1™ 14 alsg on record.
Its differentmation from herpes gestationis is duficult 1n some cases. Urtlcarla of
pregnancy angwonenrotic edema and lichen urtcatus are known.  Pruritus of
pregnancy ls commen and sometimes of a seventy which may canse abortion !
Eczerna " lichenoxd multiple lesions resembling localired prurigo ™ pemphigus
vulgaria, 1™ scleroderma™ ™ mtanecus atrophy in spots (Temesvary and Op-
penbeim after Novak™?!) and other condstroas have occasionally been seen during
pregnancy somehimes repeatedly and usually healing after delivery  Selitzkyt
described toxic symmetrical dermatitie. It has been sald that the pregnant
woman bas a marked tendency to develop drug eroptions.™  Pruntus vulvae
and vulvits of pregunancy is often cavsed by monilia but ts rare compared with
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386 FREGNANCY

the frequent occurrence of yeasts in the vaginn of pregnant women ™ The
typleal monilla vulvitis causes Jtching and redpess of the introftns and of the
vagina  Yellow specks of thrush which are not eamly removed without bleeding
contan the mycella, Vaginal thrush cansed by Ueniliz albicons was found
n 25 per cent of 200 consecutive pregnancies having leukorrhen 1n Edinturgh
Scotland 1™ 1t 1 advisable to look for vaginal thrush in order to safeguard the
baby from infection at birth  Very httle {3 known about the cause of the more
;\‘:\: ulcerations of the external genltalia In pregnancy which have occasonalty
sten

Stimulation of Growth —Symmetncal erythemn of the palms mamnly on
the thenar hypothenar and finger tip eminences has been described in connectsm
wmih 2 vaneny of internal conditions, notable among them belng derhosis of
the liver and pregnancy  The ervthema usually leaves the triangle-shaped center
of the palms pale  The condition s often asmoclated with multiple sometimes
pulmating spider hike tefangiectases ™1™ The erythema as well as the telangi
ectases often vanishes after parturltion  In some cosex the spaders result In
actual hemangro-endothehomas which may even become focally makgnant and
infiltrating '™

Preeusting and apparently stationary hemangiomas may start to grow
dunng pregnangy 0

Fibroma molluscum gravidarum ™ 7% 5 an eruption of emall soft pedun
culated or sewsile sometimes ppmented Gbmmas which appears in erops during
the latter half of pregnancy and dusappear after childbinth  The fittle growths
appeat especially around the neck and 1n other areas where skan rubs against skan
¢ g under pendulous Ureasts and i the auilany fokds. They may be assocuted
with large brown spots 80 that a close bi with \on Recklinghausen s
diseas results including the microscomc anatorry  The testons which appear
duning pregnancy usually 7 but not always 2 disappear after defivery  \Vhde
the widespread  even um ermal types of fibromatoas gra idarum as it
should be called 19 are rare a crop of some  cutancous tags™  around the neck
¥ common n pregnancy  Pregnancy stimulates the growth of skin cancer
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produced in mabiuts by the application of earcinogenic tar fractions /™ The
mﬂhsﬂmuhthrgcﬁectufﬂncmngemunmedunmm The hvper
cholesteremu of pregnency makes one expect a mther frequent occurrence of
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Upoidoses. Tt is surprinng that xanthoma and xa thelaama in connection with
Pregnancs 1 fare {author s case see abo Schaal™%  Growth sumulathon may
also be the caure of the so-cafled gingivitis hypertrophica of pregnancy Thes
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388 FREGNANCY

disorder™ 47 frequently starts 1n the third month In the early stages the
gums are red and bleed caslly  Then they swell especially at the margin  The
bulging edge may develop folds which cover the teeth and cause considerable
trouble. If this hypertrophic stage s restnicted to a emall area an epubis-like
nodule mey result. The term epulis gravidarum which has been used is mis-
leading because of the different character of the two conditions. However
true epulis occasionally starts in peegnancy and the growth of a preemsting
epuls (Seitz) or giant cell sarcoma'™ may be stimulated The swelling of the
gums disappears quickly after delivery sometimes within & weel. Gingwvitis
hypertrophica of some degree is seen in more than half of all pregrant women

In 32 per cent the condinon was moderately severe and in 4 per cent severe 7

Threse figures were obeerved 1n Germany and may well differ from those of other
countres

:‘ i
*

Fig. 31K—X  thelaama, rarted In preguancy

Thus gingivitis of pregnancy s pumanly a connective tissre hypertrophy
The 1nfl 101 seems to be dary although it may dominate in the fully
developed case It has been shown that similar hypertrophy of the gums can
be produced 1n monkeys by injection of the concentrated urine of pregnant
women. ™ Huber'™ found 2 high level (700 M U ) of follicular hormone in one
liter of urine of a twelve-year-old boy who suffered from hypertrophy of the gums.
Newborn children often show s comparable succulence of the oral mucosa which
dmappenrs within & few days leaving the empty suckling folds  This may
be one of the effects of the maternal or placentnl hormones. Vitamin C de-
fisency and hypocalcema are accused by other mostly European denthats of
being the main cawse of gingviths 1n pregnancy  The proponents of this theony
base their opunion on the low content of vitamun C in the serum of pregnant
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women suffenng from qngivits compared with normal controls, and on the thera
peutsc effect of vitemin C.

Many dentists advise treatment with Vitumn C and ealdlum, Tt 1s claimed
to be belpful if the proctsa ;s not too far advanced.""*2™  The teeth should be
deaned checked and treated at the begmning of pregnancy in order to mminure
secondary infectian  Quly complications require local treatment

The treatment of the dermatoses of pregnancy s both tople and systemic.
The former is determined by the type and stage of the teson  In the vast majority

it 31 brere o crpties In prermtacy  There 15 slmost 2o #e prraent brfors

of the cases t 13 possible to keep the matlent comfortable or to heal the eruption
even dunng pregnancy  In the More severe and of course the dangeroas cases
the treatment should follow the methods described nnder herpes gestationis.
Runger s solution should always be tned first since it s not connected wath any
k. [ts antipruntic effect has been pratsed ™ Injectson of 1 10 S cc of the

™gat 8 L. m:’??‘“m“#.?::'m% Ringer Solu-
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390 PREGNANCY

patient s own blood has also been recommended 1™ The serum of normal preg
nant women should be guven if Ringer a solution fafls. In these cases the ques-
tlan of the artificlal termination of the preguancy willarse. In herpes gestationis
the prognosis s favorable for the mother and less so0 for the child  These coses
will rarely require the termination of the pregnancy  If the diagnoes of impetigo
herpetiformis is made the pregnancy should be mterrupted as soon as possible
before large areas become Involved and infected and make the operaton dan
gerous.  Even early abortson does not secure an absolutely favorable prognoss. %

Influence of Pregnancy on Existing Dermaloses —Pregnancy often
influences the course of existing dermatoses. The obeervations regarding
prorrasis are contradictory but improvement during pregnancy occurs quite
often The same 18 said of acme (hanfmann in discnssion to Seltz'™") but here too
the observations are conflicting #® The author has scen at least two cases of
acne conglobata with severe exacerbations during pregnancy

In severnl strikingly parallel instances patients with alopecia areata totalis
regained their hair during pregnancy only to loee it agan & short tume later
Seborrheic alopecia usually improves or is arrested.

Some contrasting obeervations on acleroderma and pregnancy have ap-
peared (Jadassohn in Wieners#16%,16.13%)  (See peleroderma )

Von Recllinghaueen s disense often takes a tumn for the woree In pregnant
women
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1634 Thi. 491 151

Megnarpe. J (L and Yoozg R L. NecroAbromatosks. Effret of Pregxascy sa the ko Meal-
fstions. A A 108 583683 1634




CrarrER XAV

CHILDBIRTH AND PUERPERIUM THE SKIN IN
THE NEWBORN

Childbirth and Puerperfum

Emphysema.—In rare Instances the Intrathoraac premare camsed by the
labor pams can puncture the lung tiseue and press the amr under the visceral
pleurn akomg the mediastinal spaces to the neck. Once such an wir channel m
formed more and more air 13 pumped into the loose connective Hesue. Finally
the sobcrtaneous timne becomnes mflated and panful and gives the palpating
finger the crepetant sepsation found In some chest 1njunes and 1n gas gangrene
The first symptoms of subcataneous emphysema are most frequently found in
the face, less often in the nape of the neck or above the stermum. ™ Some
authors fee] that the ph is better expl { by rupture of the tracheal
wall due to the Intense vibratlon caused by screaming  Pleural adheswons are
also belseved to play a part. ™™ Only very rarely has an actoal laceration of
lung thue been verified at autopsy (Depaul after Scheuer™)  Even laceration
of the buccal mucosa with ensulng emphysema has been obeerved ™™ The
clinical picture of the frog-like mflated neck, from where the emphysema may
tra el long dhtances under the skin must be impressive but even very ex
perfenced obstetrictans have encountered it extremely seldom about omoe m
sveral thousand confimements. The patients were almost exclusively prime
parse with pehic contraction and very large bables. The prognoms of the em
physemna per se s vyually favorable

Potechine.—Since pregnancy creates a purpunc tendency it {s not su
pemng that under the strun of labor petechae appear  They are most often
seen in the conjunctivie and on the pecl and shoulders rarely over the entire
body & ™

Urtlearia.—Urnraria beirning with labor and disappearing two days Iater
has been seen

Prunixes ™and Herpes occur occamonally 1n the first day of the puerperrum
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392 CHILDBIRTII AND FUERPERIUM  SKIN IN NEWBORN

Nail Halr —Not all the dermadromes of labor become immediately ap-
perent. The great event leaves its mark on the growing tissues of the nails and
hair but it is only considerably later that these sequelae become evadent.  From
twenty-one to forty two days after the delivery transverse grooves or lLines, very
rarely oanly white stripes may appear on the promal ends of all fingernalls or
on some symmetric nafls. These lnes which are known as Beat 5 lines are mors
prontounced on the nail of the thumbs and the first fingers than on the smaller
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Fix 220 —1oof of aa ald cow shewing periodical Hae forma loa  (Comrtesy Uni ersity of Wiecwn-
sn, Dypartasent of Dadry Husbandry )

Fig. 331 — e of a3 old cow  Physological riag formathen {n regular intervals eacept on the
free end which reprreents the oklert part of thy borw formed duriog 1he first yrars of Uity Thre rines
Wecome Isas iRt the older they are  (Cowriesy Univershy of Wiecousts, Depertacst of Dukry

Wesbandry }

fingers. They are not alwnys present but they are quite common  They may
occur after any acute discase and after gastrointestinal cardiac and other attacks.
Therefore they alone cannot be regarded as & certaln indication of precedmg
childbirth  Since 1t takes about thirty days for the nail to appear under the edge
of the cuticle and since the nail grows about 01 mm a day it scems easy to
aleulate retrospectively the day of delivery  But individual differences In the
rate of growth and other factors make a more accurate determination than the
week of the event impossible 40

Peau s linew also appear on the nalls of the newbora (see newborn)  Com
parable to Beau s lines of the human nalls nnx formation on the horns of cons
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after calving are commonly obeerved and used as a0 indleation of age Similar
marks are kmown to occur on the hooves of mares.

The growing kasr is affected by the trauma of childbirth just as is the nall
A considerable number of halrs ere so weakened that they fall cat efter two to
three months. Other hairs show only a thmned portlon of varywg length
(Pohl-Pinkus mark) If the puerperium is complicated by fever and mfection
the mark may Involve & Jonger stretch  This mark s not only thmper but also
Hghter m color  Considering the dally rate of the head halr growth as 0.3 —
0.5 milimeter or approxmately 1 cm. per month™® 1t is powsdble to determine
the day of the delivery within certam limita, If severa] pregnancies follow each
other closely the halr does not have enough time to recover and stays thin and
short. Some veterinarians believe that anlmals who are prevented from eating
the placenta lose much hair ™ even to the degree of complete epilation.  Gross
advises administration of 5 gm of placental extract three times daily for the
treatment of post partum hale loss m women  His serien of 24 patrents, afflicted
with a coadition which offers 2 good prognoms anyway needs confirmation on &
larger scale

Skan uritatioas from the lochm and dermatitis around the mupples, shall
be mentioned for the sake of completeness. Simunich noted in one thousand
coosecntive cases, the following postnaial complamts coocerning the skan
five cases complained of pruntus, four of which involved the extremities oaly
oae the vulva. There were four cases of excessive persplration and foar cases of
berpes between the second and seventh days. In eeven cases the axilary
glands were swollen. Reports of infections of many kmds,!™ and onset of
chronic diseases, are numesous, but no charactermtic dermatoses seem to have
been described in refation to this phase. Puerperal sepos may exhibit itself in
erythematous, mocblliform scarlatinfform and other raghes.  Exfoliative derma
titls probably caused by Staphylococcus surets hemolyticus has been seen 1™
Purpura ocrurred also in the course of peerperal complicatrons.  Sensitimtion of &
woman to her own milk, with allergic symptoms lilke urticana and angloneurotic
edema ia conudered possible though still lacking confirmation, ™

The dermatoses of pregnancy usually snbside in the postnatal penod but
exacerdalions 1w ke early puerpersam are espocially characteristic of herpes
gestnthonis,
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Prorass which quite often disappears in pregnancy commonly recurs

durmg lactation
The $kin in the Newborn

The skin of the normal and fully developed newborn baby fs red {erythema
neonatorum phymologicum) and covered with vernix caseosa. The fetal lanugo
hair has duappeared with the exception of some fuxr on the shoulders and on the
back  The head 18 usually covered with hair of up to one Inch (2.5 an ) in length
The eyebrows and eyelashes are developed, The nalls have o palpable horny
consistency and slightly exceed the fingertips in length  The panniculus adiposs
in well developed and causes charactenstic bulges and folds especially on the
buttocks and thighs.

Microscopically the horny Iayer of the epidermis is very thin ™ and the
nuclel stain well throughout the epidermis. ™™ The paplllae are flat but
the papillary vessels are hyperemuc. The tunice elasticn of the blood vessels
15 well developed 1n contrast to the media and advennta.'™  The other elastic
fibers are still but Lttle differentlated ™ It takes about three years until the
elastic reticulum 18 developed approumately like that of the adult  The conum
m rich in cells.  The fat cells have In contrast to the adult well-discernible
nuclel The Pacinmn corpuscles are completely differentunted  In apite of the
developed musculi arrectores pilorum goose flesh does not occur in the new
bom Y™  The halrs are devold of a medulla

The pebaceous as well as the sweat glands assume thejr chamcterlstic
shape and full function after the fourth or fifth month ™ of extrautenne Lfe but
secretion s present ™ as early as the sxth month of embryonal hfe  Afilla
neonatorum are either enlarged sebaceous glands or cysts filled with desquamated
horn cells

The 1nsenaible perspiration is greater'™ and the acdity of the newborns
alin s loner than in the adult The average pH of 6 7 Is close 1o the neutral
point 7 Of course the transivon from fetal to extra uterine life affects the
whole system so profoundly that it ls not surprisiog that it Is recorded in the
growing matax of the nalls. Schick!™ determined the rate with which the

physwlogical nail ne  of the new born moves toward the frer end of the nail.
On the

30- 39th day the line has grown oat 0.5 m Ibmeter

40- 49th day the line has grown out 14 miTumeter

50- 59th da the lise ha gron  out 2.3 milimeter

60- 6th day the bme has gros  out 3.0 millupeter

T0- 79th day the line has grow  oat 3.3 salluncter

80- Bth day the Line has growa out 3 6 mlimeter

90-100th day the Ene bhas growa out 4.2 miMmeter
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These figures were obtained from 250 messurements. Heller Is skeptdal
about the practical value of these measurements smee indrvidual vanatoas are
common.

On the bordertine of physlological and pathological pecultanities are the milic
of the face, the symphyss praeputialis wiuch disappears by desquamation
the mongo! spots and the saperficial epathelial cysts 1 the nudline of the bard
palate (™ Several types of flat and faintly red telangiectases are known a3 new:
pallidi (stork brtes)  Unna s nevus is a relatively nconspicrous, macular pur
plish irregularly contoured telangectams of the nape of the peck.  Other slmilar
vascular maculae occar on the forehead Y7 on the eyelids and elsewhere.  Moet
of these vascular nen disappenr spontanecmly  They should not be confused
with true h B Icterus um of varymg degree octurs 10 abont
two out of three bables and clears up during the first week. A pecubiarty of the
infentile skin 13 its tendency to form blisters. Thus scables in eurly childhood
wyphills and even peonashs may produce large blebs and the urticarm of this
age often shows a central vesicle and & papular appearance giving it the charne
termstics of strophulus. The allergic skin reactions are likely to be vigorous or
even violent so that a mild test reacton e, g a modemtely pomtive Pirguet

hemorrhagic

should be judged with great cautson.!™  Of great importance is the
tendency In the newborn  In 66 per cent of the babues the endothelial permen
bility as measured by the number of petechue eliated under controlled condi
thons by the application of & suction cup ® Incroased above the adult level
At the age of ten years thws phywwologlaul hemorrhagic tendency has dmap-
pesred ™

The incldence of the more severe kemerrhagic dtathesss of the newbern 13 about
oae in two hundred ™ with a marked predwposidon by asphyxia at birth
The disease is not noticesble at birth  On the third day symptoms of hemor
rhagic disease such as the oozing of blood from the navel from drcumeomon
and from other wounds or brulses may become manifest. There are often large
purpuric spots but, according to Quick ™ petechiae are charactenistically absent.
Melena neonztornm 1 the most common type of the discare Thms trouble is
due to hypoprothrombunemir. The prothrombin level at birth is near the
adolt kevel but 1t may fall during the first fex days to as low as 10 per cemt
It returns to normal at the end of the first week.*™ The cause of this drop ma
deficiency in vitamin K. The human body 1 unable to synthesige vitamm R
which comes entirely from plants  The newborn = physiologically provided with
encugh 1 tamin k from the mother to tde him over the first week, until he can
draw from the harvest of his Intestinal flora which becomes estabdmhed during
this time. If the baby does not get enoogh maternal vitamin K or if his allot
ment s osed up or destroyed before hes own is ready for use the level falls below
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the eriticeal punt and causes hypoprothrombinemia and hemorrhage  Vitamm ko
vestores the bleeding mechanbim to noomal. 162 my of witamin K (menadwne)
are givens to the mother within 1wo days before delivery the boby s vitamin
ration o mereased enough to prevent hemorrhagic disease.’™ The modern treat
ment of hemorrhagic disease of the newbormn has reduced the moctality from 57
per cent to 20 per cent !

A group of phenomena ln the akin of the newbom 1 explained by the ¢ of
materncl or placental hormones  The squamony eprikelsum of the cagien of new
born girls develops a marked hyperplanz and tecomes piled up to a thickness of
3040 fayers with the top layer constantly desquamating 317V The vaginal
smwar shows an abundance of naviculated squamous cells with pyknotic nucle
indstingumhable from the smenr of pregonnt women  This phencmencn Is
cluueally noticeable a3 2 crenmy white discharge rarely mived with blood from
the ecervix A {ew days after birth regrewslon of the hyperplastic epithelium sets
in and the normal infantile vagnal mucosa develops. This phenomenon is s
regularly found and e strilong that it hos been sugyested to make use of it
for the objective determnation of the age of @ newborn baby ™7

Not as constanc as the reaction of the vagunl epithelium but wefl kaown
for ages w the swelling and secretion of the mammeary glaxds in the newborn
of both scxes (witch milk) The hwea alba edpecially between the nave! ond
moas veneris becomes pigrmented in 8 per cent of the babnes ™ This pigmentation
becomes vidble at the age of three werks and persista tno to three months
The succulence and sometimes even the swelling and fold focmation of the grms
i newborns (suckiing folds) has been compared to the hypertrophic gingrvitis
of pregnant women'™™ (see pregnancy) The fabia majora and also the male
prsvials of the newborn are often wwollen and succutent  This abso may be due
to hormoanal mfh Other infl of p have been obrerved in
the mternal genstals of maie and lemale new borns, ™

The comedones and the false miln L e the enfarged selaceous glands
and the s metimes ohserved zcne of the newbomn (also hm vigorous lanugo
growth) have fien been interpreted as hormonal pregnaney renction One has
even In wview f the n gunadal Latsons spoken of 2 minmture
puberty  of the newborn  The hypertriichosis { the newbarn fias also been called
aparallel ¢ the hvpertrich s [ pregnaney 997
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MENOPAUSE

The known physiological changes connected wath the menopause are mam
fold The wregularity and the final ceamng of menstruation b due to ovarian
changes wiich may precede the actual menopause for a considerable time.  Fail-
ure of the formation of corpora lutea and smmultanecus persistence of Graafian
follickes 15 thought to be responsible for & temporary oversupply of estrin which
may accoant for menopausal hemorrhaget™  The wanng fimction of the ovaries
18 followed by excessive and persistent oversecretion and excretion of the lateumiz
mg end follicle strmutating factors of the prepituitary ™ Thisamount of anterior
pitultary hormone which exceeds that In preguancy by a wade margin disappearn
only slowly '™ Injection of large doses of estrogen makes the gonadotropic
factor temporarlly disappear from blood and urme. In more than 50 per cent
of the menopausal women s well as in castrates considerable quantities of the
estrogenic factor cleculate {n the blood and are excreted in the nrined™  Along
with the hormonal changes appear a great number of symptams nervowsmess

exhaustion  hemdache insomnm depresslon arthralgis cardiac comscousness
and obesity

Dermredromes —Hot Flusl c9 and Perspiration Formleation —In
the skin hot flushes and excessive perspimtion are the most comution physialogical
phenromena of the change of bfe  In evateations of large serfes of the menopausal
syndrome!T™@ 1™ 107 the jncidence of hot flushes varres from 59 to 95 per cent
This 13 under dable Mnce the ph: 1s extremely variable 1n severity
In the typkal folly developed spell the patient, often after an abdommal auma
suddenty suffers from a sensat>on of heat which is described as creeping fram the
lower parta of the body to the head The face is uvsually flushed In severe
attacks the patient has the urge to open her dress and seek an open window
order to satisfy the sensation of air hunger After a short perlod of abouat
twenty seconds to three minutes the attack ends with a profuse perspiration which
often cauwes chills. Fortunately such severe setsures are refatively Infrequent
and the vast majority of women experience only milder flushes. The number
of atracks varles from a dozen times a day {or severa! years toa few attacks which
almost pass unobserved.  The Hushes (aleo called flashes) seem to be a most de-
pendable ndication of the cesmtion of novmal ovarfan function

In many

™lewis T T ympcumm  ewepnte-Disercrs, Rev M Progr pp 8587 1940
a The Momepasse  Bymsptemss, Hormooa!
oy Disgrosls of Mewopruml and Cfimactaris Hasem, Rev M Progr
091 P
"Il kineow. L P Menepuneal Sysirems 1,000 Conescative Patimts Trested Whh Ketrogea,
JAA 1L 2e0-343, 1533
MM Duwell. ] O and Paterses A 8. Physical and Pry o the
3 Obel A Orymasc Feit Lap &7 219338, 1930

£



398 MENOPAUSE

cases in which deep X my therapy was directed to still functroning ovanes
mostly because of pelwic malignancy the author hardly ever observed the onset
of the induced menopause without flushes. On the other hand if Aushes fafled
to be noticed the sterilization was usuaily not accomplished  Reynolds showed
that the menopausal flush is caused by artenolar dilatation  He demonstrated
10 plethysmogruphic tests that the mjection of estrogen In menopausal women
is followed by a plateau type of vasodilatation This reaction does not cause
any sensation \While the plateau type response 18 developing a sharp in
crense m the tested finger volume may occur and last from threo to fifteen minutes.
Danng this flush type reaction the skin temperature s elevated and the patient
has a sensation of hent. Excessive perspiration and formicatron » a comphint
1 about one third of the cases. ™

Hypertrichosis.—\While fushes and perspiration have a physiological
character a great number of dermatoses have been related to the menopause
On the borderline between physiological and pathological dermadromes is
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Fie 173 Climacteric hypertrichosk

the hair growth which sometimes appcars as @ more marked lanogo on the
upper lip 1nd sometimes as more or kess numerous thick dark brrstles on the chin
and in the ears. At the same time the hair on the scalp 2+ well as the axillary
and publc bair loses much of 1t vigor and becomes scanty and thin  In mre
cases the menopxusal hair growth may ussume the character of a true beard which
embarrasses the unfertunate woman to an extreme degree  The menog wwal
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facal hair growth ahows a remarkable mmilarity to the scattered 'beard” of the
male castrates. It seems that the funcboning ovary affords a certain protection
agwinst the hair growth sumulatng effect of the adrenals. In two cuses of the
Hteratare menopausal facal buir growth was strongly stumulated by ovariectomy
In ooe of these remarkable cases the patrent had to shave twice dally and m
the other the woman made the best of her condition by exhibiting bermelf as a
bearded woman 1n the side show of a circus ™ Rosenhagen tired to solve the
pathogenesls of the menopausal beard by paving special attention to this ques
tion during autopeies on women sbove the age of thirty In thirty cases with
marked beard growth the ovanes and adrenals were separated from fat weighed
and histologically esaruned In five cases adenomas of the adrenal cortex
were found but the remmining twenty five did not yleld any tangible findings.
Perhapa the shift 1n the relation between the still vigorous adrenals and the
atrophying ovarres suggests an explanation ™A™  But if a0 why does nutd)e
menopausal hypertrichoms appear more freq h? Another d cause
 the glevated prolan level In the blood and urme, which together with hyper
trichosts, 13 also found 1n the basophile adenoma of the antenor prtuitary

Pigmentation Benign Cutaneous Neoplasyns.—Changes In the pig
mentation and chloasma resembling spots, as weil as deplgmentations occur quite
{requently '™

Stmulation of the growth of mmall saft cutanecus fibromas and moles s
common It may be explained by the oversupply of prolan  Similar phenomena
can be observed in pregnant women The so-called cutaneous tags or small
fibromata pendula around the neck are very common in menopausal and ewpe-
clally obese women,

Obesity —The panniculus adiposus ls very often increased  Careful study
of the blood chemmtry basal metaboliem etc. hasso far fafled to find the cause ™
Somme women become thinner with the change of life

Pruritus Yulvse Loukoplakia.  Kraurosis —Pruritus vulvae s
common in the menopause. There are many causes or combinations of causes
which may lead to prurtus and its related conditrons. The most common
{rntations those caused by discharge and infected urlne!™ do not strictly fall
into the scope of this book. Oxvurizus does not scem to ploy a major roke in
volvar pruritus of the menopeuse, but mycotic imfection s very common in
Amenca n cootra t to Earope

Latent diabetes with or wathout sugar in the urine often causes pruntus
vulvae ™ Conadence with the menopausal age may often cause the physican
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400 MENOPAUSE

to treat such patients with hormones nstead of applylng niore senmtive tests
for detecting diabetes. It seems as though the part which the various etwo-
logic factors have been accused of playing depends on the various authors.
Still after the deduction of all the readily explainable cases of praritus vulvee
there remalns a group which can be Linked to hormonal disorders as was sug
gested a long time ago M maigly because of comexdence with menstruation
hypomenorrhea'™ and particularly the menopause and castration 117 4™
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Fig 223 Krasross vul ar

Lately based on blood assays unexpectedly high estrogen values in the menopause
have been found together wath pruntic conditions of the vulva ™ The frequent
reports of successful treatment with estrogens have done much to eatablish the
general opinion of a hormopal etlology

It has been attempted to separate chronie pruntus vulvae keukoplaka
and krauress.  Since tranmtional pictures are common and the same case may
in 1ts course pass through all the vareties 1t 1 justifinble to deal with them

L Xrawrode DlL foc. frase d dermat etsyph 1912 also Ans de drrmat. ot opd
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together The disease starts with & subacute dermatitis of the vulva and often
of the perfanal atea. There are exacerbations with coring and widentng of the
Invalved ares, followed by regremions. Secondary Infection especially folll
culitss and rrritation from scratching > common A certain percentage of the
cases may heal in this stage while others may develop a condition which 1s
quite different from chronic ecrema. The akan which was red and succulent
before gradually mcqures a leathery rgpd character and cracln emily It
becomes more and mote deplgmented pearly or bluish white and dry  The
bade the labia minora and the clitoris disappear  Finally atrophy of the vulve
with white thin akin developa. The introitus vaguiae may become contracted.
Pruritos Is present in all stages, snd on chose inspecton leukoplakia can be found
in almost every hstance.!™ It 15 from these lenkoplakic patches that cancer
develops 1n more than fifty per cent of the cases. The hestologic picture cor
responrds to the described clinical sequence. Hyperkeratosis acanthosis, and
fammatory Infiltration of the upper derma w followed by thinning of the
epldermis, and loms of pigment and elastic fibers. The papillae duappear com
pletely Many patlents with chronic vulvar eczema never develop leukoplakia
and kraurosld and cancer {s rare {n these nonleukoplakic cases.

Treatment of the pruritus vulyvae, based on the elimination of the mentloned
etiologic factars, {s not often possible.  Bemdes various local procedures, estrogen
therapy should be trled. The dosage advised has become higher and higher
Foms™™ starts the treatment with Injections of from 10 to 25 mg of estradwo]
benroate twice weekly As Improvemest occurs the injections are reduoeed to
one a week. Smaller doses are necessary 1if local treatment In the form of oint
ment contalning estrone, estradio! or extradiol benroate » used Foss grves the
following formula for the ointment

Estrafiol benzoata 10 rallligrams b ecsma off mived with 100 gramm of bese
cometating of

Halbot [ver ol 20 prts
Cerno alhas 16 parts
Adiple lanse 2 parts
Sodfom biborats 1 part
Ol. amyydaies 41 parts
Ageas 20 parts

A great number of eimilar creams bave been advised *~™  The maseaging
nto the thoroughly cleansed skin of 05 mg of estradiol 1n semume ofl seemns a
practical method *t Thu should be done once dafly by the physician  Later
the patient may follow it op with an estrogen cresm.
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Suppositories containng 0 36 mg of di hydro-oxygestrin in 2 grams of cocoa
butter have been found effective when inserted nto the vagina once or twice
daily

It seems a8 1f the Initial enthusiasm about the hormone therapy of vulvar
pruritus 15 subsiding ™#.1%.18% Tt 13 certain that estrogen therapy not infre-
quently fails, The difficulty of finding out the suitable cases has led to the un
successful treatment of many cases It 1 furthermore agreed that only few
patients achieve complete and lasting comfort  Relapses, which require further
local therapy or a few injections are common  The more severs cases need almost
continuous substitution therupy in one form or another ™  Some authors are
reluctant to admimwster the estrogen locally over a long time because of the
danger of producing cancer in a condition which 18 precancerous in itself  Finally
adverse effects like uterine bleeding 1n menopausal women and local exacerba
tions are known to occur  However the fact remains that estrogenic therapy
11 many cases 1 onre of the best methods we have for giving rellef 1n a very
annoylng condition

Similarly as in neurodermitls to which pruritus vulvae has other parallels
the gastnc hydrochloric aad has been found low or completely lacking in about
one out of three cases. The more severe cases of kraurosis and leukoplakia are
aseocuited with achlorhydria 0447  These cases seem to be benefited by regular
HC medication  Vitamin A i any conventent form!™ and vitamin E or
wheat germ o1l in very high doses!™ an well as vitamin By ™ 1#* gnd uncooked
diet have been recommended but not enough convincing experience has been
forthcoming

In discuseing the internal therapy of the pruntic conditions of the vulva, the
importance of the various local methods such as antipruntic salves and lotrons,
surgical procedures and radiation therapy should not be forgotten

Miscellaneous.—The great number of cases of eczema herpetiform erup-
tions pruntic attacks and other dermatoses which have been labeled as meno-
pausal because they appeared in women at the age of forty to fifty-five have
rarely been investiguted closely enough to corroborate thu claim  Naegeli
and Fellner " belleve 1n a higher cutaneous sensitivity in the menopause Justas
is present durmng menstruation  This 1s supposed to account for many of the ecze
mas 1n middle aged women  High urinary prolan does not prove more than the
onset of the menopause and therefore does not confirm gonadal ongin of the
dermatoms in question  The best though still not a perfect proof Is prompt cure
after treatment with estrogen
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A tendenicy to edema 1o verdous forms 1 an often mentioned chimactenic
mandestatioa  There are slight fugitive edemas of the extremities and also of
the face which develop o 'er night and desappear dunng day tupe '® Angioneu
rotrc edemna (Quincke s ederna) i nndoubtedly more 1 the pa
and may then respond to hormonal therapy

Urlicarra factitia and an urthcarial character of vamous types of dermatitix
18 often meationrd in connectson with the menopause.

b -1 ¥ ns
Fat D) IO Krra ederoas cimecterioum Tasthassen dierrt palmar by prrisrs ooes o
Ing alwvwer of rwiciy rreqwenily  Hh ebedty and hyperievsion flloviee Iimepaner  ( owritwy
Dr 1 iariawes Coprubeses, Dwamary

Havthausen'™s described o keralodersra dimactericoust ten cuser of a
dermatosts which he observed in women who besides the symptoms of
menopause shomed some degree of obenty a normal bama) metabolsm arterial
hypertennon and ocvamonally arthntis.

n the early atages the skin changes conmat of lentil sire discrete waly
k K without i wn  They are seen on symmetrtc spots
of the pnlms and soles  Later they an hardh be differentiated from ecrema

"wn Uober Limakteriacin Oviesm Med Aida $8: (3701571 (65
VrTasthimers H Kermsodama Ofmechurima, Peit J Drems 46 180 1334




404 MENQOPAUSK

The relatrve frequency of pemphigus in the menopause has been empha
eized ¥2 The author m inchined to confirm this impression

Rosacen and telangiectases are often mentioned in connection with the
menopause  The same applies to Fox Fordyce disease to Polkiloderma atro-
phicans vasculere calafications of the ekin  acrodermatitis atrophicans,

Raynaud ¢ syndrome scleroderma  erythema perstans trophedema 18-1me
xanthelasma and other dermatoses.

Fix 134  FKer oderma climactericam (Maxthawssa)  From Lynch F W Arch Dersm & Syph
1943)

TWerther J  Pemphiges, Arch 1 Dermat  Syph 151 179 (K30
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WiChvos X, F Xan heisersa ad [kteroa, Stache f kita, 3ied T3 ATP 1911 Wien kim Weba-
achr ¥ 1630-1833 1910
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MISCELLANEOUS DERMATOSES WITH ENDOCRINE
BACKGROUND

Dermatitis Dysmenorrhelea Symmetriea —In 1912 Matrenauver and
Polland!® published mx cases of an unustal dermatitiy in dysmenorrherc, mostly
young girls The atincks o crops were not in connecton with the menses
The lemona appeared fn patches wiuch were mostly round ou the trunk and
moce oblong oa the extremitien. They were approximately symmetraal except
in or close to the mudiine  The individual lesion started with & burning eenza
tion followed by & pale red urticanal erythema, the tmge of which was different
from the early stage of ordinary dermatitls.  Witinn balf an hour the urticarial
nfiliration made the follicles stand out. Serum exuded Into the follicles and
formed a thin yellowish crust on the folicular orifice  These follicular lesions
often coalesced within a few hours to form large weeping or crusty patches which
were still slightly elevared becnuse of thelr urhearial component, and surrounded
by a narrow inflammatory margmn, Follicular extravamations often gave the
patch a charactenstic dotted appearance. The varying Intensity of the changes
could produce all degrees of Inflammation mmnring the gamut of exndative and
hemorrhagic stages to the severe destruction of conbechve timwe with saar
formaton  The lesrons healed quickly within a few days onless deeper destruc
tion occwred which was rare.  [n thess cases the picture and course was that
of & dry necrosls and slow demarkntion cavsed by an anemic infarct. The
patches appeared mast often oo the face and less often on the hands arms, legy
and upper ttnk. In one case the ora! and laryngeal mucosa was {nvolved

Looking at the pictures of the onginal article one cannot help thinking of
artifacts produced by striking or rubbiog the skin with the fingers, The anthors
were fully aware of this impresayon and did everything imaginable to rule out
self infllcted lesions. "¢ They obsened some patches developing while the
patieat was oskeep or under 1mpervious dressings of xincgelatin - The buccal
and laryngeal lesioas certainly could not be selfanficted. \When 2 jesion was
observed to appear on one leg the correspondiog spot of the other leg was im
medlatefy covered by & noc-gelatine dreming  \When this dresung was removed
after two hours of constant medicnl watching a typéal patch was found. It
was impossible to produce typical lesions by mechantcal and electnien! srritation
by epraying with ethy! chlonde or by other methods.

All patients were suffering from dysseworrkes  The menses were irregular

d with many complaints and the flow scanty  Puberty and the onset
Tylatremimer R Teland, Dermms
lr:?luulil!l!“ » At
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412 MI*CELLANEOUS DERMATOSES WITH EXDOCRINE BACKGROUND

small patch ludden under the hair to the mre of a whole leg  The spots are olten
found on the nape of the neel on thclorwcrback,tmdmthebuttocb. They
reeemble the mulk coffee spots seen in von Recklingh ]

These areas of pigmentation indicate some refatsonslup to the skeletal mvofre
ment Unulateral bone disease 18 usually nccompanied by ipsilateral pigmeats-
tions widespread bone lestons by numerous and large pigmentations.
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MISCELLANEOUS DERMATOSES WITH ENDOCRINE
BACKGROUND

Dormstitis Dysmenarrhelca Symmetriea.—In 1912 Matrenaver and
Polland ¥ published sx cases of an unusual dermatitis 1n dysmenorrhelc, mostly
young girls The attacks or crops were not in connection with the menses.
The lemons appeared In patches which were mostly round cn the trunk and
more obloug on the extremitles They were approximately symmetrical except
in or close to the midline The individual lesion started with a burning wetrsa
thon followed by a pale red urticaral erythema the tinge of which was different
from the early stage of ordinary dermatitis. Within half an hour the urticarial
infiltratton made the follicles stand out. Serum exuded into the folllcles and
formed a thin yellowish crust on the follicular orffice These follicular lesaans
often conlesced within a few hours to focm large weeplng or crusty patches, which
were still alightly elevated because of ther urticarial component, and surrounded
by a marrow inflammatory margm  Follicular extravasatons oftzn gave the
patch a charactermstic dotted appearance  The varying Intenmty of the changes
coald produce all degrees of Inflimmation running the gamut of exadative and
bemocrhagic stages to the severe destruction of comnective tissue with scar
formation  The lesions healed quickly within a few days unless deeper destruc
ton occurred which was rare.  In these cases the plcture and course was that
of 2 dry necroms and slow demarkation caused by an anemic infarct. The
patches appeared most often on the face and lese often on the handy, arms legs
wod upper trunk. In one case the oral and Jeryngeal mocosa was Involved

Loolang at the pictures of the orginal article one cannot help thinkmg of
artifacts produced by strikang oc rubbing the skun with the fingers. The authors
were fully aware of thm impression and did everything imaginable to rule out
eell inflicted legions. ® They observed some patches developing while the
pabent was asleep or under impervious dreseings of smogelatin - The buccal
and laryngen] lesions certainly could not be self inflicted. When a leon was
observed to appear on one leg the corresponding spot of the other leg was fm
mediately covered by a mnc-gelatine dressing  When this dressing was removed
alter two hours of constant medical watching a typical patch was found It
was Impossible to prodace typlcal lesions by mechanical and electrica] Iritation
by spraying with ethyl chloride or by other methods

Al patients were suflering from dysmenorrkea  The menses werw Irregnlar
connected with many complaints and the flow scanty  Puberty and the onset
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of menstruation had often been late 1n one cnse precodous Psychopathic
stigmata and funchonal dreulatory disorders were noted

There 18 no doubt that the syndrome described by Matzenauver nnd Polland
is &0 unusual one It must be very rare and the geographc distribution very
uneven \Vhile the six original and two of the later cses of the conspicuous
dermatons were scen 1n the clinic in Grax Austrla almost all the other caves
20 far about forty were seen 1o European and Ameriean centers which handle
grent numbers of patients. Only part of the forty cases published so far closely
resemble the onginal description !*18  The dlassical dimien! picture of round
oblong or fingershaped symmetnica! patches does not seem to be a requirement
anymore since cases of various types of dermatitis assoclated with ovarlan dis-
ocders have been published as dermatts dysmenorrhercn  This has apparently
been done with the consent of Polland who in 1935 in an abstract written by
him  did not object to Urbach s¥™1® [ncluding some cases of erythroderma
and neurodermatitis into the syndrome alled Dermatitis dyxmenorrherca

This depreciation of the morphology has come sbout by the progress achleved
in determining the etiology of the menstrua! dermatoses  Urbach believes that
the reactivity of the individual determines the morphology of menstrual derma
toses of & given dyshormonal causation Thus today the term dermatitis dys
menortherca mncludes vanous dermatoses amociated with menstrual dsorders

Urbach and Kitamura "™ In their case of roenstrual neurodermatitis labeled
as dermatitls dysmenorthejen found the urlnary excretion of genadotropic
substances increased while the estrogen content of the unne appenred to be lower
than normal The patient was improved by estrogens and progesterone alwo
by bleeding and laxatives. The effect of the latter kund of treatment suggests
a touc factor  According to Urbach it is occastonally posaible 1o demonstrate
that in dermatitis dysmenorrheica the premenstrual blood contnins a substance
which when injected into the skan of the patlent during the intermenstruum
will evoke an immedsate urticarial reaction and a delayed response in the form
of pinpolnt-sired papules cllnically resembling the menstrual dermatosis. Sech
a reaction could not be eliated 1n the patient with her own intermenstrual serum
or with premenstrual serum from normal women  Normal control persons did
not respond to the premenstrual serum of the patient Probally as in the
other menstrual dermatoses allergic as well as toxic, and powsibly neuro-psycho-
genic factors mny be of Importance  Pregnancy and cesaation of the menses
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FOX FORDYCE DISEAST 40,

peevents the attacks. This has been d d-1n several in when
after faflure of other measures \ ray castration was resorted to D¢

In severa! cases monthly attacks preceded the unusmlly late menarche and
falled to appear later *- ®1 In two cases of symmetnic dermatitls dysmenor
rheben marked prolanuria could be demonstrated.

The treatment should tend to correct any endocrine disorder I this fafls
the desensitiration with premenstrual blood after the methods of Geber and
Lehner and Rajka shoukd be tried (sce menstruation) Estrogen sahve (5000
units per gram of Aquaphor) has been claimed to be successful bocally ' Castry
tion must be reserved for severe and intractable cases

Fox Fordvce Disease.—The dermatosis In question s a chronle, symmetn
al papular ltching eruption Involving the armpits and the pabsc area. The
axillary lemoas form a diamond-shaped palm-sired group of closely set yet ds-
crete, firm, shotty penoral papules of pinhead to pea size.  The papules are of
pormal or pink color only hittle excoriated and mostly armanged 1n beaded rows
which cross the axilla Thcngnt:rhkemﬂmnbcn.ﬂduncmmmdb}
stretching the skin  This dermatosis 1, with rare exception, extremely jichy
50 that the axillary hafr Is nssally rubbed off Similar lesions oceur
rauch ke often in the pubic area and 1n the skun of the externa]
the mavelihs tenitaba and

The pathologic changes consist of acanthosis parakeratoms Leratons ang
mfAammation mainly surrounding the openings and Liniog the docts of the
sweat glands and of the halr follides. The orifices of the invohed l‘l we
usaally blocked by a keratotlc plug tre
Tbedmnhqullemnndlcemltonﬁectmzmenwdnmmd
eg the Negroes and Jews (Jadassohn in discussion =) Ouly m q ten
instances has It been cbeerved In the male. = = The erption fs gy, 7
duslvely a disease of the menarche It has never been men before «
2t which period it sometimes starts ¥ The menopanse ruay h.w(u:“h‘“y
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FOX-FDRDYCE DISRASE 09

order meems to improve in pregnancy MR 1% Ovanan definency with amenoc
thea, dysmenccrhes infantilism  cystic ovary and other sexua) dysfunctums
have been described in the great majority of casen!™ #-82  Premenstrinl and
meastrual exacerbations which may dimax m violent peuritic epells is often
mentloned. Hyperthyroldiem!*s and hypothyroidism!*® have been found much
fea often than ovarun deficlency

Fus 2% Yoz Fordyos dweam  Exirrmely icby wabaided  oder ray Uratmment.

Considering the well known sexual retntronship of the apomine glands
Puberty) and the evidence of accompanying ovarian dizorders an m’nn:n eﬁdg;
seems very probable  Thu is further suppocted by therupanxtautmgm
therapy and in some cases proluton therapy ™ ®4 Some anthors beliye
that the condibon is not curable and others thmk that roent erupy
most effective treatment e e
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410 MISCELLANEOUS DERMATOSES WITH ENDOCRINE BACKOROUND

Albright s Ssndrome —This typleal combimation was first recognized by
Fuller Albnght!™" who described a tnad of disserninated osteltis fibrom areas
of cutaneous pigmentation which have n dstribution suggesting some connec

Pl 530 Albewh  eyndreme  Arve of phtaco stben and precoriess puberty  From Albeahi
F Muier 4 M TMampton, A O aad Amith P “ew EaglandJ Ued)

tion betw een them and the bone fesions and reaual and romatic precocity when
th diccase occurs 1n the female sex™ Pathodogienl fmctures are common

“Afhewh F B ke A M Hamptes A mih P Owlie Flyow Diew-misats.
rras ion and Faderrine Dysfunction 'nrn—u-b-nl-nn Frmaim Xew Fagand
1 Med 216 737 748 1937



ALBRIGITT 3 SYNDROME 41

According to Lichtenstein and Jaffe 1% who reviewed ninety cases among them
fifteen of their gwn the syndrome is not extremely rare if one includes the in
complete cuses.  The disease afiects gurts moce often than boys the ratio being
about 32 Tha first symp 1 often & pahokgical freeture which leads o
x-ray examination of the bones  Scattered but often unitateral patchy cystlike
Yeslons of osteatls fibrosa are fonnd  There are always parts of the skeleton show
g normal bones.!™ ™
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412 MISCELLANCOUS DERMATOSES WITH ENDOCRINE BACKGROUND

small patch fudden under the hair to the size of a whole leg  The spots are often
found on the nape of the neck on the Jower back, and on the buttocks. They
resemble the milk coffee spots seen in von Recklingt 8 neurofibr M
These arcas of pigmentation mdicate some relationshp to the skeletal nvolve-
ment. Unilatern] bone disease 1s usually accompanted by Ipsilateral pigmenta
trons widespread bone lesions by numerous and large pigmentations.

.-

t

Fie TU Ubrkht eradrotee  Net wree of plgme U bea. (Conriesy Wiwnaal  (heneral leapital )

The blood cakum and blood phosphorus are normal this fs important In the
differentiation of hyperparathyrordism  In spite of at least twenty-five recorded
explocative operatrons a parathyrod tumor has never been found The differ
ential diagnoss has to rule out neurofibromatosts Hand Schaller Chrstian s
xanthomatosts Paget s disease multiple hemangiomas of the bones and some
other rare condytion  The diagnoar 1 €a y if the clasaic tnad of bone dusease Pr
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mentation and precodty in the female t peesent.  Several petsents started life
with icteros gravis neoaatorum which persiated for ntonths. et =

The etiology Is unkmown An embryomc defect (Alhoght) seems likely
The twin brother of one patient wus normal. [n same cases a positive Babinakd
suggests a participation of the nervous system =

The prognoms of the disease should be guarded but not too pessunmtic.
In.one case pr puberty wap followed by normal adult sex Life with the
coasequent production of a healthy child. The bone disease may become arrested.
The individual boae kexlon fs amenable to surgical treatment.

It I of interest that Lena Medina of Peru who gave birth to a child at the
age of five probably represented such a cuse of Albrghts syndrome  Her
attendlng physiclan Dr Gerardo Loaada of Pisco Peru informed Dr Albright
that she had both the brown spots and bone changes together with the precocity

Geroderma Genlto-Dyatrophicam  Progerin.—In this rare syndrome
which has been seen starting early in life in both sexes the most striking feature
w the senile appesrance of the skdn and particnlarly of the face. There are many
fine wrinkles the skin m flaccdd yellowlsh and the subcutanecus fat and the
muscles on the dwtal parts of the extremities are unmlly extremely reduced.
The hair is esther completely lacking oc restricted to the scalp  The akdn gives s
scolle atrophic impression which make children or relatively young persous look
old. Diffuse and early srteriosclerosis is a characteristic feature. Generalired
pgmentapon has been scen The pails are thin and brittle.  The skzleton s
either eunuchodd or dwarfed The intelligence Ia mtuct. Many endocrine
symptoms [ike diabetes mmpidus exophthalmos, polyphagia and amenorrhen
have been described The testicles are strophic. Aplasla or atrophy of the
thyrold and tumoe or scleroms of the pituitary have been found at autopsy
The disorder Is probably related to Simmond s disease in which precocioos se
nility is abso & feature!™ In spite of the severe changes the mentality remains
alert and the patents may live for many years. ™ % A yyndrome of Ifantilism
with web formation of the akin along the neck Is known a8 Txrmer 519 syndrome
In ooe sutopsy cose!™ no functloning ovarian timue could be fornd  Thers was
no axillry halr present and the pubic halr was scanty

Scleroderma Polkilod Acrodermatitls Atrophi The vol
mhomﬂmmnmmuemndcmmmhmplema{mporumncmmpany
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414 MISCELLANEOUS DERMATOSES WITH ENDOCRINE BACKGROUND

Ing and often contradictory endocnine symptoms although no definite relation
ship has evolved  In scleroderma the most frequently observed and best founded
systemic relationshup 18 a disturbance of the ca/ctum metabolsm  Thibjerge
and W\ eusenbach!™ demonstrated calaum depoeits In the sclerodermatic skan
Later this observation was often confirmed 1™ 1™ hut its significence denjed
again more recently ™ The blood calum and niso the phosphorus were often
found to be above normal 1%~ ™ and the tolerance to calaum espressed by the
ability to restore the normal calaum level in the blood after injection of calcjum
was found dusturbed *  Both calaum and phosphorus are retained in the body
in scleroderma!® which 1» not in line with the negntive calaum balance 1n
hyperparathyroidism to w hich the relation seemed suggestive ' The Hamilton
Schuartr test for parathyroid hormone showed high values fn the arculating
blood in two out of three cases of so~called Therner 5 syndromes (adult progena)
This syndrome 19 a rure heredo-famill disense 1n w hich scleroderma blue sclerae
hypogonadism trophic ulcers metastatic calclficution osteofibrosis and other
endocrine sugmata are the main featurea ™% The Hamilton Schwartr test
was negative i two ordinary cases of sckeroderma (" There 18 some evidence
1 sopport of hypoparmthyroldism jn scleroderma '™ in the rare cases of its
assocation with tetany
Pnimary atrophic and absorptive changes *? "3 prior to the scleroderma

in the phalamges and 1n the distal ends of other bones !¢ gsteomalacya MM
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SCLERODERMA, POIRILODERMA ACRODERMATITIS ATROPHICANS 418

bilateral cataract 1" Y14 the experimental production of sceroderma like skan
changes 1n young rats and pigs following injection of parathormone!®™14 and
finally the relatively saccemful tractment of sderoderma by unitateral parathy
roidectsmy!® 1485 faye gyven support to a kyperparatkyresd etlology especinlly
slnce some of the exciwed parathyroids were found hypertrophied or inflamed **
However the results of parathyroudectomy are still controversal. ™

There are many obssrvations suggesting other emdocrine dysfunctions
Amenorhen dysmenorrhea WW M35 onget of the disease 10 pregnancy and m
the spantaniecus and induced menopanse ™ ™ *® findings of ovarsan changes
the therapeutic sucress of estrogens, *31%¥and the 3 1 predominance of the femalke
86 '™ are reasons encagh to conmder the gosads  The mtuation @ similar with
regard to the pancreas thyrod ™7 and pituitary It Is now generally acrepted
that acrosclerosss ™ or sclerodactylia s essentially different from the diffure or
localized sclerodermn (morphea)  Acvording to Seller ™ acrosderosts 13 @ regela
¢ mewronss and 1s related to Raynaud s dsease. True sderoderma however
seems more likely to be a fermentatirs disorder related to the pamcreas It as
In some instances been socvessfully treated with pancress liver stomach ard
duodenum extracts (Sellei*™ and many other articles by the rame nuthor)
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ACROCYANCEIS 417

Amonzthemnymdoa{nalymptumjwhichhlvebemmpoﬂtdlnwnnec
tion with the rare potk the relatively frequent onset
htbennopaml-emnmhydmmdon"' The smme 18 true of acredermatitls
atropincans  In this dermatoan which is not very rare in some parts of Europe
the females outpumber the males 2.0 1" Thers are some obeervations of acro-
dermatitis atrophicans in Graves diseare!™

Acrocysnosis —Erythesa  vemoszm ' Hrylhrocyasons  symmeirica '9*
Eqﬂmm-an:m&riw.aﬂéo{mndnjcmﬁﬂa
sometimes circolar paim-ured cyanotic plagues almost ex
dmhtlyocmn{nlluymngnh’“hntbeendambtdundawanmmu"’
The plaques are mostly seen anteriocly or laterally on the lower kegu, less often
on the Inner aspects of the thighs right above the knees. The lesions are bluish
red sometimes with brght red (anaabar) spots ™ and some thin telanglectases.
The erythema vanishes on pressare,  The slan 1s tant and cannot be folded  The
{anugo has usually disappeared. There i an fll-defined deep firmness which
gives a doughy Impression though there Is no pittng  The jesioas are cooler
to the touch than the normal skin. Superfical ulceration has been seen but
this b rare. ™49 Iocal fat mcrease has been described ™ There 1 caly
muumal nonspecific inflammation around the vesaels Capillaroscopy reveals
varicosities of the capillary veins and frequent spasma!®* The course is an
extremely chromc oae.  The leslons appear in the wmter time, improve in summer
to some extent and reappear with the first frost, Like meny lower leg conditrons
they are better after a night s rest and worse again in the evening The derma
tosis 13 climcally closely relsted to chilblains from which it differs in the site and
the accompanying arcrmstances which maks an ovarian relation probable
The patients are overwhelmungly yoxxg girls and women up to about thirty
years of age.
Children do not seem to become affected though they are very musceptible
to chilblains. Irregularitres of menstruation ™ obesity!™ and other endocrine
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tigmata hke hy peridronis of palm and sl Marafion o™ main hypostanalke
dry skin goater’” and adrenal hypr ten mn' have often bren admepird 170 10 10
The conditlon has aleo been seen fter castratlon " F trogen therapy and thy
rourd have been helpful in many cses Vet no endirely eominang endacein
celion lup ha w0 far been eatal i hed Tuberculosss ® han bern con idered
since pome cases feveloped fnve tubercubord fnducativa ' The crmdition seem
t be rarer in the Uoited States than in th eorespemd ng climates 10 brope
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AGEING*

Senfle afropky of the skin starts shortly after the age of forty ™ The
epidermis becomes thinner at the expense of the lower strata.  The borny laver
appears looser The mitoses 1n the basal layer become scarcer or disappear
completely and the cells of the baeml and packle cell layers show perinuclear
vacuolimtion  The stratum granulosum Iy hardly discernible.!™  The papillae
flaiten and lose their elastic fibers  The collagenous fibers grow thinner and
staln poorly The elastrc Gibers show clumping shoctening thickening and
irreqular positroas together with marked hyperplasia especrally 1n the face and
fieck. This hyperplasa of the clastic tissue may account for the yellowish
tinge of the face and hands in eome old people ™

Elacin collistin and collatin are often present. ¥ The peculmar accumula
tlons of elastic fibers in the facal slan known as elastica mmica ™ which develap
at puberty and reach their highest development at thirty are definitely regreseve
at forty At sxty the alterntions of the elasticz are marked '™ The elastic
fibers of the blood vessels especally of the elastica interna, partrerpate in the
changes. The senile changes in the elastic fibers seem to depend on exposare to
Lght nnd elements, since they were not found 10 unexposed akin of okd people ™*

Extravasation on slight trauma (pmrpara sewills) is common

Severe artenosclerotic changes may be obeerved along with corresponding
renile changes in other orgnns.

The sebaceons tlands are reduced In number and they show certain qualita
tive changes. In the face especally oo the nowe and forehead hyperplass of
the sebacrous glands s common after the age of forty The hair follickes are
often {ound without halr and the mua:uh arrectores pilorum are ustally atrophic,
The fat shows d tion '™ The water content of the senlls
skin is redeced "‘""l.udtberatco{mtenﬂ)hpenmmﬁmubwu—t}mnln
young subects. ™ The capillary reactivity to mechanionl and other stmull
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i staw in respunce and skw 1n ¢ turn to the normal staty B 9 Cavalued
who systematically steded the physwlogical reactions of the senile skin In com
panson with that of the middle aged found red dermegeaphl m delayed and
urtlcaria factita b frequent and b peonwneed Marafon s sign (see thy
roud) the mlomater eractin and the urtreanal intracotaneot morphine reac
tion are alo k=t matked  Senile atr phy @auses decrease of th wen Ttivity to
touch pain aad temperature The fact that old people suffer from cold more
than young person i not du w0 inereased sen atisity but ta other penbably
scenlar facts
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The cutincou manifestition  of ageing are of practical importance for the
obpe hive determination of the age 1% Ar the age of 20 the {aqal shin is still
free of wnnkles  The cherks are rounded so that the mouth and noe appear

mall At *§ the forehead and the lower Iid show the first wnnkles and the
nacolablal fold liecume apparent  The vens of the back of the hand begin to
thow *® At 30 crows [eet apperr at the lateral angles of the eyes. The
beard grow th 14 most Vigorous between 30 and 40 At this age men often become
more hairy on the cheat arms, and the dorma of the hands,  The occipital hairline
loses hits sharpness

The thirty filth year usually marks the first folds in front of the eare.  (Nude-
shdin after Sebastianyt™)  These preauncular wrinkles increate in length more
than In depth so that some criminologists have attributed much importance just
to the length of these folda™  Graying of the hair at the temphes and a lers
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rosy and more ruddy hue of the cheeks may become noticesble in the fourth
decade The age of graying varkes wdely A familial factor can often be
recognized.

A person of 40 already hap moat of the typical wrmkles. The preaurfcular
wnokies are now multipls and extend upward to the upper level of the tragus.
The cervical folds, which run from the chin down to the jugulum may be seen in

ht.
hw.iltu:SLhembarblulwrmUa become more marked. In light coming from
the mde the cervical folds”can now be clearly seen  The lips start to become
thinmer In & fat person the double chin » marked and m a lean person the
cervical skan becomen too wide "™ The eyebrows may become bushy or at least
a few long hairs may grow

g B ™ 15

g 13 —Female arod 63 yourt. Leag ¢ar pomariculsr wrinkies
Tiz. T —Corvical and othar fokde and wetnkiee,

In the early fifties all the wrinkles grow deeper  The hands become wrinkled.
Small wrinkies of the brudge of the nose of the ear bobe and of the chin are
present.  The entire skin is now relatively dry  The graying of the halr can no
loager be concealed by pulling out of the white hairs.

Senile hyperpigmentation starts around 55  Wnnkles on the bridge of the
nose, the ear Jobes and the chin become marked  The longitudinal cervacal folds
are accented.  The rhomboldal crossing folds in the nape of the neck (Cnus
(hombozdalis) are seen In some men especially those who live an catdoor Life

In lheunhdegdetbemthnppenrtobel«merbeumeolm—uphyo“he
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At 60 th fir t radul wrinkles aronnd the mouth aj pear on th upper bp,
The cheel become bo~ean b dr sy Th ghn penis becomes smaller and the
penile slan weinlled and dyker The put ¢ harr In the male apprars thin and
ke~ curly though pem i1y speea ! ver a wider arey than in younger years The
scrotum [ longer and mare Lwad and faily to contract en exposure to old
probat Iy becruse of atrop hy of the tunica dartes

A

Tie 236 He M7

P 730 Maleagnd 7 yrars  Load ear drempy e7elkl, prraaricalar fold  Famented ot
Fis 137 \etmilian of Hpv ks dieapprared  Wrinkles croee Ko

In the femak nalogou regres km of the libh majora takes plice  The
ubcutaneou fat 1 oft n ccumulated aroond th hipe leaving the extremities
and the chest elativeh kean The formation of the arcu  senilis comeae begin

Around 65 th Iur gr mth in the ear luct  the nostril  and on the nape
of the neck becomes more con picwou in mena wellas in women  The bni th
hypertrichosr on the chin s ften marked in the female sex

At the age of 70 the facuil wrinkles are often found crossing cach other
Sametimes they [orm a nethhe pattern or a papyTaceou~ wrinkling like that reen
in castrates  Senile egmentations have ocreased  The kin b thin and a fold
{ifted from the Lack of the hand returns but lowly to the normal position  The
head halr 1 usually thin or ha disappeired  Complete senile bakdnew | octa
stonally seen [n women also
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Fle 360 Trmale agml A peare  Kenlie herptoma bawl orit eptibeBlams of aasedablsl fob)  Crowiss
Finki Arvwn | 1he mow b Yermiion border hae dimpprared

Fle 2 L —3lake aged 54 yrars  The leag eur of old age.
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The thioning of the lips Is completed at 78 so that hardly any vermikon
can baseen. The thin mouth appears longer and sunken because of the atrophy
of the alveolar ridges and the Joas of the teeth The backs of the bands are
wrnkled 1ike thin paper

~ 4 =

. -

Y 1Skt
Fie 30 —fealle picaarnted spot

The cighties are charnctenred by the tired expression of the eyes caused by
the drooping upper Ixd (senile ptosls)  The radial wrinkies aroond the mouth are
consptasoas The cenvieal folds which appeared long before are very marked.
The ears not only appear longer but are actually tarper and flabby The nose
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scems to be larger  The skan of the back of the hands 15 now very yellowmh
thin and pigmented and the underlying fat has practically disappeared  The
muscles have atrophied. The knuckles and small jonts are very marked
There are not ocaly transverse wrinkles but also langitudinal folds. The hand
grves & bony {mpression

It should be kept in mind that all mgns of ageing are subject to relatively wide
vamations. However the evaluatlon of the appearance of wrinkles 1 & fairly
reluble guide to objective age estimanon

Ol age predisposes to a great number of a'lnla.rom Ep1thd.lmnu kera
toses pigmented spots small b y the h of the
vermilion border of the lips, xanthelasmas of the uydld.u sehaceous adenomas
pendulous fibromas (acrochordon) and otber neoplasms are common The
dryness of the skin cansed by the reduction of the sebaceous glands is often
tronblesome.  Pruntus eenils b another commen and stubborn akan trouble of
old age probably caused Ly the vascular changes. Purpura senills (Bateman
after Pasini'™) js found on the acral and extensor surfaces, On alight trauma
or even without it telangiectatic and purpunc spots appear and undergo the
usual color changes laving long lasting pigmentations Such spots are often
found on the back of the hands where the senile atrophy 13 pronounced and the
exposure to slight trauma is greater than of other parts. Purpure senilis does
not distarh the well belng of the patient

Thickening and opacity or dark discoleration of the toe nails is a commaen
sight in old people  The rate of growth of the hair and of the nails is substantially
reduced ™

Teelsl A Purpurs femits, Mocatsd [ mrakt, Dermat €3 48 1908
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Diabetes

The Blood Sugar Test —\\ith the increa ing hnomledge of diabetes,
particularly with the d welopment of the methods of Hood  ugar determmation
a large number of investizators have stndied dermatowes in hyperglycemn a
well as the pre«ence of hyperplyremit in dermatoes Today it s generally b I
that the abmence of surr in the urine docs not rule out diabetes  The determina
tion of the blood-sugar level after fa ting and after a mea ured intake of upar
has become an important dugnostic procedure and many investigators have
tried to eorrelate dermaton~ and the ) Jond surar

The pormal fa ting valoes given 1y different authors vany con derat ly
but 80 to 120 mg in 100 cc of 1lond may be con wered normal  The graus
metric method  (Bang Hagedorn and Jeneen) give kmer values than the oolon
metric method (Folin and Wu)  Populaton with a deet rich in carbohydrates
have a higher average thnd  ugar kevel than groups whose carbohydrate r
Jower ®  For the det rminaton of sugar tokrance rome authars prefer the
intravenou injection of glucos to the oral admini tration but today the drink
ing of 100 gram of dextro~e in water after twelve hours of fa ng and the de-
termination of the blnod sugar after one hilf one two and three hours 1 a
standard method '™M* It not only avord  the intravenous infecton but duph
cates the normal manner of sugar intake It mu t be empha 1red that dioeders
of the endocrine-sympathetic system men truation exertion during the test and
under or overfecding with carbohydrate doring the days before the test may
influence the blood sugar curve L rbach con sders a blood sugar tokerance cunve
characteristic for dialetes onlsy 1f

(1) The highest pomt of the cunve [ reiched later than one hall houar

after the ingestion of the sugar

(2} If the cour~e of the cunve i protracted enough to form a flat cune

instead of the normal eteep type

(3) I the fasting alve ha not been reached agun within three hourn,

Blotner'™ considers patentul duabetes if the peak of the curve reaches 168
mg per cent in one-half or me hour and he diagno~es diabetes when the blood
sugar exceeds 170 mg and some or all of the orine apecimens contain sugar

Carbohvdrate Metalnll m In the Skin —1 rbach and his collahorators
designed a method of examinmg the skin sugar content which requires only a

"Urbach, F Mrmnrtmph)m ﬂmth‘MdﬂMl Iibert
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very amall quantity (30 to 40 mg ) of skin taken with an electric bwopey punch
of 3-5 mum 14 1

The skan suger content in labocatory animals vares conmderably In the
rabbit it reaches 143 per cent of the blood sugar the highest of the known values
The normal human fasting akin sugar amounts to only 58 per cent of the blood
sugar #  These findings are remarkable because the blood eugar levels in man
and in hbovatory anlmals do rot duffer greatly both bewng between 83 to 111
mg per cent. These figures refer to the so-called free sugar  The bound sugar
which can be obtained only by acad hydrolyas is fifteen tumes higher The skin
makes up 16 per cent of the body weight. Only the muscles weigh more of all
the organs. Conmdering the high sugar content, together with the fact that the
skan weighs one-sixth of the body and three times more than the Liver it Is ap-
parent that the skin fs likely to be important in the sugar metabolism  Urbach!*?
considers a fasting skin wigar kevel of more than 68 mE per cent os pathologe,
He showed that the curve obtained by skan sugar determinations after oral ad
ministration of 100 grams of dextrose mrtates the blood sugar curve but it re-
quires aboat one-half hour more to reach the manimum and about one hour mare
to reach the fasting value agam  Diet low 1n carbohydrate preceding the test
causes s lower fasting level of the skan and blood sugar and a much higher max]
mnm level of the skin and blood sugar curves than & high carbohydmte diet.
A diet high In fat lowers the sugar content of the skin while the blood sugar Jevel
remalns the same!™  In the depancrestized dog the skin sugar increases much
more than the blood sugar

In dubetin the -SSR TR i bigh  Following the tolrance

blood sugar

test the skin sugar is almost doubled and the time required for return to
normal may be longer than five hours. ** This demonstrates that the diabetic
skin stores sugar for a long time and would explain its often obeerved suscept!
billty to infecttons  Storage, decomposion and excretion of sugar seems to be
a normal function of the ekin ™

Urbach found in disbetics with dermatoses such as furunculosts hydra
denltis eczema urticarm and prurstna the skin sugar higher (85 mg per cent)
than In dmbetics without dermadromes (66 mg per cent) 1n spite of about
equal blood sugar levels. Thus in the diabetics with dermadromes the ratio
\E—%mmzomhwmmmnmmmmm In animah
poisoned with extremely high doses of 1msulm the akin sugar pever fell below a
certoln level In duabetic patkents, dwet and insulln coukd not lower the skin
suger below 39 my per cent P lsbury'® made the existence of an autonomoun
carbohydrate metabolism i the skin still more evident by studying lactlc acid

U rbach & ¥an ) Zackeryriull der sormmlen [lant. Sloche Itechr 14 474 1034,
romch, Areh Dermat,
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formation in the skin  He found this characten ue product of carbohydeate
metabolism to be pormally present The +kin contalns several enrvmes con
cerned with the splitting of carbohydrates  The stage of thi proces are the
rame as in the moscle and 1n the liver 12

Lrbach and hiva coqatey!*1 440084481 df conered what they called frelated skin
diabetes or cutancous ghyeohn techia  They found that there e t 10 some caces
1high fa ung skin sugar and a flattened skin sugar tokemnce cunve in the preenoe
A normat fasting Uk x) sugar and a normal bhin | sugar tolerancee cune The
patents uflered moatly from chremic eezema furuncubord and vaginal or anal
prurdty A certain number of them rewponded well £ In ulin and a dict low 1n
carbohydmtes chincally as well a in the (4 ting skin sugar and 1n the skin suzar
tolerance curve  No tran ation of  kin dubetes Inte frank dulettha been o)~
served ® Thi skin dubeted ha not become wid 1y kamwn mainh hecause
of the nece~ 1y punch Piopries and the new analy tic method
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Bewides the excred Lin swert and werum from artificial e have been
tudied with regard to their sugar content U rbach emphasizes that the analysis
of bleh serum 18 no subwtitute for that of skin timue  The blster «erum sugar
higher than the akan sugar  lts changes after sugar ingestion are mimilar but
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slower than those of the blood sugar ™% In persons who are Intolerant to
sugar the sweat contalns an abnormal amount of sugar After Ingestion of
much dextrose the sweat sugar may increase lOOmlSOpcrmntormo(ewm
300 to 400 per cent. ™ The suger from evap d sweat may

the sion ond caose fmtation pruntus and folliculing just as the sugnr does in
persoas who are occupationally 1n contact with suger  Carrié and hoeng!™
mensured the sugar accumulated on the skun It reaches {ts maxymom four days
after a bath the armpits collecting more wugar than open sreas.  The sugar on
the skan I8 much higher In disbetica than in normal persons. The sweat sugar
values determined by reduction only have been conmsdered more recently as
beng much too hugh *

Another approach for testing the akdn In drbetes has been advanced by
Seelig " Using the method of McClure and Aldrich he compared tho time which
2 wheal produced with .5 c ¢ 8f 1 per cent aqueous glucose solition needed to
disappear compared with one produced with 9 per cent saline solutwa. In
diabetics and glucoes wheals dissppeared more quickly yrt never before the
controls with mline wheals. Thus seems to mdicate an increased avidity of the
diabetic skin for glucose

The majority of the wvestigators tned to find out how the blood sugar
nfluences the skin  The pomibility that the skin or at least pathological changes
of the skin might saflxence the Sood supar has been given rauch Jess attention

Sk frritations of many kinds eg from croton ofl ®™ Injectrons of saline
foreign proteins and olrve oll Increese the blood segar within certnin lUmits
according to the intensity of the inflammatjon. ®4M-%1  The extract of art]
fidally inflamed skin mjected into normal rabbits rames the blood sugar level to 2
larger extent thau extrucis of normal skin  The mcoroase i higher In rabbsts
with already inflamed skan than In rabbits with normal skdn It is Inter
esting that high blood sugar curves in peoriams may become normal after the
tlan symptoms have been cleared by local trestment. ™ Marchionini and
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Hovelbomn™? studied the Influence of ultraviolet bght on the carbwhydrate
metabolism At the height of the erythema the (a ting value of the blond sugar
drops and the bkwod pres ure deareases The  together with the fnereare of
blood diastase points to one or several in ulin re<embling! ™ substances in the
skin produccd either in the skin or in the pancreas on stimulation from the skin
Moncorps™* alwo found a substance in the skin which raises the blood sugar

Incldenee of Dermatoces In Large Croups of IMabetles —Creenwood!!
compared the slan of 300 diabetic and 300 nondiabetic general hospital patients
About 25 per cent of the dubetics either had or had kad skin diccase~ mainly
pruritus (7 per cent) ecrema epklermophyimi  forunculms and carbuncle
(2 per cent) and xanthoma palpelwarum (18 per cent)  The patients with a dny
skan (20 per cent) sevmed to be more apt to develop dermatoses than thowe witha
moist skin  The figures were generally higher than in the nonduabetic group
The total percentages in the control group are meaninghs because of the
difficulty to obtain relable firures for epidermophytos Tauber! 7 found
among 514 dubetics most of whom mere hospital patsents gangrene in 18 per
cent ulcers in 4 3 per cent furuncles and carbuncles in 38 per cent infected
hands and feet 1n 23 per cent and pruritu vulvac et ani in 08 per cent This
and other (s show that the reconded Incrdences vary wrdely even in large groups
peolially due to the sckection of the studied wenes Stati thes of ho<pltalired
diabethes are apt to carmy a high pereentage of severe complications especially
gangrene which are much rarer in ambulatory groups (Lane s rerfes given in
Greenwood *1%)

How often is a dermatosss the pre<enting symptom of diabetes? Eveny
expencnced dermatologist will remember with satrefaction the cases of perioral
eczema balanitis or prurites 10 which he first made the dugnos of an under
Iying diabetes  In the large material of the Berlin University Skin Chnke 27
out of 1,000 patients were diabieties and enly 13 per cent of them knew of ther
disease  In the others their diabetes was dugnowed by the dermatologist
Among the diabetic skin patients of the Berlin Clinie 59 per cent had ezcema
(one-fifth of these ecrema of the genital region) and 22 per cent balinitis These
patients represent a group with uncontrolled drabetes

The degree of control of the dubetes {s proballs the man factor which
Influences the incidence of dermadromes  The whole dermatological aspect of
duabetes has changed mnce the introduction of insulin - In examining about 200
diabetic patrents most of whom were well controlled the anthor was surpased
to rco how rare were even thoee shin dueises which are generally considered
typical of diabeucs. Epidermophytosis was scen to be neither more commoa
nor more severe than in nondiabeticn.  Gangrene furunculosrs and carbuncle
were rare about 1 per cent  The most common skin change in the controlkd
diabetic Is a slight yellow dscoloration probably due to minor degrees of carote-
nemia (Xanthosms dizbeticorum)

"Oreeaweed, A. M Fiin ta Dibeten, £00 Cabre, J A M A 381 T7L-TT8 1877
PrTouber £ B Mypergiytemis in Disessws of the Sita, Arch, Decamt, & 8733 37 193205,

1013,
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Myeoses.—Greenwood"™ found epidermophytosls In 40 per cent of his
series of 500 dubetcs, Greenwood and Rockwood ' found eliical evidence of
fungos infection in the interdigtal spaces of the feet in 70 per cent of diabetic
padents their diabetes beng generally uncoatrolled Al thickened and opaque

Fie. 17 -~ Npidermophrtons bt diabetio patient.

nails were found to be infected  Na relatioaship to the blood sogar tevel could be
established. Percentoges of other authors vary widely (see table in Gray and
Close.*7) Because of the great differences in the inodence in nocmal control
groups it 1s difficult to state whether the inadencs In diebetios is actually higher
than in comparnble normal groups. Many authors ™ emphasire the importance
of the nails as a source of retnfection.

The mportance of mywotic foot safections 1n diabetics les in the danger of
more severs infections complications and gangrene  The chinkal aspect of
epidermophytoss in diabetics does not seem (o have special features.

Every dermatologist has ecen in obese women the characteristic, though
not very common mcture of intertriginous genito-in I and Infr 54
dermatins often coused by sowfsa This bright red sharply bordered Intertrigo
surrounded by small pustular satellites » very suggestive of diabetes Oral
monllasa (throsh) is common in infants but is rare io adukts. If 1t oceurs wrine

nu-mlw pobs A M axd Bockwoed, £ 31 Widn in Diabetis Fatioaty, Areh Dermat & $7ph
1
TGray 11 and Clowe W K Chirepody and Disbetss, M Reo, 184 443443, 1841
Mgriscance

of Dermaisphyiosis (Ovaen of Osayreme) Franeyivazia 3L J A1
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Flg. 550, [nframemmary meaiTive fa  Obewr dlabetic wwtzas aged 30 yran
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and blood should be rxamined for augart ™ Yeast infections of the hands feet
and partlcularly of the vulv occur mostly in uncontrofled dubetkes ' Proper
management of the diabetes without kocal treatment can enntrol the infection
This Indicates the speafic influence of the dualbetes

- e 1

Fie 232 \Mewslachs in diabees ourtesy DM hien of Dermatobgy Dereroes of Mefidee
1 miversity of Chicass )

Diabette rxdrovagintis « usualls a mycotcnfection ? 77 97 [t js encountered
in about 50 per cent of women with dlabetes  The vulva appears slightly swollen
and tender wath a reddish blue color and a thin grayish surface  Abrosions and
excoriations together with a sensation of heat cause much discomfort  The
inflammation fs usually limited to the moist surfaces but mas extend to the mons

TChrirteph  Foor Wad [iebetes TH 21 804, 1977
e TP WL aad Plrmphlll, R B Alcallists of e Fiim fn Diabetes J A M A

F € Disbetkc o Mycotic Valvevaginithe, J A M A 100 177 178 1932
sealtlne amd Campheil Ditbetic or Mrcstic Vilrovagimitk, Am I Ohet & Grwec. 38
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venens, anms and crural folds Smail white areas (thrush spots) on the labia
minora contam yeasts. Glucose appled in powder or solution is supposed ta
camse & flaring up of the vulvitis it mycotic infections as compared with vulvids
of other causes.  Heseeltme!"™ speaky of mycotre vulvitis rather than of diabetic
vulvitis, because it Is not the writation from the sugarcontaimng unne but the
Infection that ciuses the vulvitls  The sugar fermenting yeast, of conrse finds a
good medwm In the glucose-containing urine and tissoes. Optimal growth of
yeasts and also of staphvlocoeny, Is found on media with 150 to 200 mg per ceot
of sugar This figure corresponds well to the sugar contents of serum in many
diabetwcs 11

Diabetes was the cauee in 26 of 31 consecutlve patrents with pruntus vul
vae ™ Fifteen of these 26 chabetics failed to show sugar in the unne  Only
blood sugar tests and a detolled history established the diagnoss. These women
were between thirty and fifty years of age  Such cases may often be treated as
menopausal prunitus if no finer dagnostic test than the unreliable urine test
used

Fle 251 — Diabetio balantity wad Slert of glane peue, (From Urbeck, £ Siin Diestem, Nxtrition
o Metaboln, Orowe & Stratiom, Ino )

Diabetic balanifiy 1w much rarer than volvitis the ratlo beng 1.3 * It
oceurs fes often 10 drenmased men whose ghans penp 13 dry and does not give
the yeasts such a [a omble Mokt med um. Among 147 cases of diabetic balanitis
treated 10 the Liversity Skan Chinic 1n Berlin there was not one i a drenmcised
man

Ecrema surrounding any 6ot only the urethral and anal orifices is always
suggestive of dabetes. Ecrema around the eyes may be caused by sugar-con
taining tears, perioral eczema and perliche by sugar-contarning sahva

T Ergaliardt W Ilahen g3 betm v durrh Staphyiek
wrn wnd Petvn Oore Urmche [ domm erhokien Hant- wad Schwebmmcher 7 3140chen wed Wetmechs
™ 3037 3018, 1833

A Futraieeites 3ad Disbrie methes lneyy Dim Brria, 113
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Va cular I case ~\ascular disease of shight degree 1 evtremely frequent
in eklerly and mi e aged diibetic Abnormally tow temperature pallor or
cyanmi of the fect have been olmerved i apps ndmately one half of 124
patent "0 The caplibny fogility of dubetdos 2 demonstrated 1y the
tourmquet test § Rreater at exch decade than In nonduletie groupe ! & Ge ttron
empha 1res the increa ol capilling reactinaty an dubetes

In many v gangr e o the toe of foot can be traced to mmor sk ail
ment fike eprdermophyton  intendigital i ure ingromn toe nall infected coms
and calluses an ] mall anpunes fom eell tr atment 7 ANl thew conditen

hould rerve particulir attention M ony of th m a1 cated 1y impeoper amd

¥ 33 Diahetic aaugrene

tight shom  Syntematee (oot hvgeen 30 diabetics ha been ad ocated I many
physican having side experience in the management of duabetex  The fnstity
tion of pechl (oot climes in Lge cedters ha undoubtedly helped to decreas

the namber of ~erau complications, ™2 %

Myaite M Diahetrs Atee ss Oleerved I 100 Cuses for 10 ar Mors Yearn  Proiphers!

Lar Find(ons in 69 of Thess Caart, dum J 3 A 1991 D224 190
Tty BB Reds A And Actman. A 3 Capllary Frasfty (a Relstion s Disbeise.
Hypertenalen asd Age Arch 1 Med T3 18-33 1944

"™jeaits, E ' Trrat wt Diabetes, Maladeipbia. 1937 Lea & Feblper
I R amfart 8 &nd ROl E P Prephylactic Feor Treatmest Asa. bort.

TR e bt
106 130-124, 1537
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In these foot clinws the patrents are educated to follow a datly mocnuing
routlne of a warm foot bath without or wath Lttle scap followed by a alcohol
rub and dustmg with bocic acid foot powder They are advised to massage ther
feet with lanolin at night. Epeorn st shoukd not be used for the foot batha
because it makes the skan dry Commercial corn remedies shoukd not be applied
and bhsters not opened  The toenails should be clipped properly  Foot exercises
conmsting of a meries of movements of the toes feet and legs are considered 1m
portant if any vascular dmense is present  All exercises are done six times and
If there 18 a tendency to coldness the exercises should be done twxce a day  An
important part of the exercise is the alternstmg raising and hangmg down of
bath legs for three minutes. Contrast baths of the feet are recommended
Thbe patlent should begin with 105° F (40 5°C) and change five tunes to 50°
(10°C) keeping the feet one minute in each bath and finuhing wrth the warm
bath  He should keep b feet warm with stockmgs and not with hot water bot
tles. Expert care should be taken of aboormal toenails calluses corns and my
cotic hnfections. Extremely well fitting ahoes and comfortable stockings are
important. No walking baredfoot no arcular garters or bandages and no metal
arch supporters are permitted

Impending pangrems will usually be dugnosed by observing the followmg
sigme ¥

1 The pulsatson of the peripheral arteries especally of the dormlis pedm
Bath mdes must be compared  Good pulmtion does not preclude gangrene of &
toe because a more peripheral part of the artery may be occluded. Absence
of pulmation dota oot always mean impending gangrene because w collateral or
culation may develop

2 If the color of the elevated and dependent extremity remains the same
the prognoss bs relatively good whether the pulse {s palpable or not. Pallor on
elevation slos recoloring on return to horirontal pos pon and parplish dis-
coloration of the dependent extremities means extensive arcubitory disturbance.
The level of the atmormal dmcolorntion indicates the approumate level of oc
ctuslon

3 The slan temperature b taken with special thermometers or by running
the hand (ulnar mde) from the thigh to the toes One should ahvays compare
both sides A gradual fall of the temperature is normal but a sudden change is
of the same ® 33 a level of docoloration

4. The histamine test connsts m scratching throegh & drop of hutamine
salution on both sides and on various levels or in ntradermal injectsons. The
wheal and flare formation s mpposed to be in inveree proportion to the degree
of creulatory imparment

Dlabet:c gangrene does not occur in the bower estremitses only and it
not entirely a dwenre of old age. Gan-zreneo(nnnyo(herpamo{t}vebod)
surface ore on record.  On the face gangrene may at first resemble erympetas
and later turn into a deep slough (requently with a fatal outeome partrcnlarly

TOredimiy M [nfeciion asd Gangrear of Eriremitis Dl
1 e nocs ad Tretmest Am J
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11 Magrod pementatwon of the band  troph  nlwnle purpur  Foch moes ppe
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Necrobosd { pwdica dateticorum (U luchb-Oyqenbomd  (Courtes P L. Batulun)
1 Dutetes  Infectal toepad il oy dagevol g greoe

4 Duletes threeds Lifer g rone seem kcalieed
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f the cheek I» [nvolved.1™ Loss of Hpe ears and particalarly of the noee, es well
as perforation of the septum and of the palate have often been reported  Gan
grene of the penls of the vulva and!™ of smal and large superficaal or deep areas
of the skin are known The superficial gangrene which occurs in emall patches
is called ecthyma, Though rarely dmbetic gangrene may ocour very early In
1He. Tnumpluynnmkmnnnﬂmlﬂmoldmbebcmm

Tbelrm‘-alo{dlabadcga.ugmnemmamly o surgical problem  After
drying of superficial necroses with subgallate of bmmuth or other means the
sores should be dressed with ointrents contatnmg a8 much cod liver ofl as possible

In every case of beginning or Impending gangrene pencreetic extract
(Pancreatic hormone Grant or Sharp and Dohme s pancreatic tissue extract)
should be given a trial. One to 3 c.c. are given dally or ¢a alternate days. Pa
dutin another panareatic enzyme-free preparation I8 given by {njectson and by
mouth. Walffe!™™ recently repocted 100 casen of gangrere that had recerved
treatment with enyyme-free pancreatic extract. Elghty-eight per cent of the
begianing dry gangrene and slxty thres per cent of the more severs cases with
not more than two toes Involved were healed. The majority of these cases were
dlabetics, The pancreas coutams a vasodilatory substance whick is able to
nentralize the rise in blood pressure produced by epinephrine It furthermore
alds fn fat metabolism by lowering the blood cholesterol and blood phosphatides.
This substance is not identical with choline noc hrstamine, It may be wdentrcal
or partly identical with the alcohiolic, fat and [nsulm free neutral pancreatic
extract, Lipocsic, ™ which lowers lipemia and allows depancrestized msulin
treated doge to survive for louger than two to three months without the feeding
of fresh pancreas.

Diabetic Ulcer ~Trophie ulcer of the foot m not mfrequently found aseoc-
ated with didbetes  The diabetic nlcer s not different m it appearance from
other trophic foot ukcerations. It develops most often on the dorsum or the
plantar sarface of the blg toe or at points of increased presmure  The patsents
wro often overwelght maroly young Besides the care of the obesity exerces
to mprove the circilation and the tomcal application of cod liver ofl are indi
cated  \Well-fitting shoes and protection from cold are most important.

Pruritus.~—Pruritus 1s, especially in women ' such a comman duabetic
dermadrome that the urine should routinely be tested for sogar in all cnses.
In all stubborn and unexplained cases blood sugar tests should be done. Mare
than fifty per cent of the cases of pruritms sine materia™ show pathoglycemic
curves. ™ Bendes the detary and insubin trestment French authors have

TeIlett, I Diabetie Oun-mahn 3 Futal Cases, JAM A 113 1143, 1990
. o wow DPlabeth Gangrowe 3 ax Umerwal Locatien, J.A M A 183

~wete I B r—-nunhnuh'rnu—- o Qangrons, im I Bxry. O un-ul..n:u

Drimtedt, L R Voa Frobesis., J sad Harms, H. P Sehetasce tn Fancress { Fat 11,

lztag Rormoss) Which [vratts wrvival asd Provests Liver Coasgrs bn Degmtacres tised Dop,A-J
Prysial 117 175-191 1990

Retation of Fugar Inteberance (o Dissases of the Aitn. Brit. J Dermat
a3 7300 101
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reparted suceesdful x ray therapy to the splanchnie areas 10 Spleen extract
too hav heen advocated  Pruritus has been obrerved not only In hyperglycemia
lt al<o In hypoglyeemia %7 Cuklbery and Hannldal treated such cases suc
cessfolly mith tlucose infections and invuln

Laruneles and Carl uncles have always been considered common in
diabetes  Thi has bevn stau teally confirmed by Greenwood 1% who found
the inckdence among %00 diabetics about twice a3 high as the general average
of the hospital patkent (2 per cent compared with 12 per cent) and 7 times
higher whea furuncles and carlrencles in th ki tory were counted Willum 19
who tnied 1o prove that pyogenic infection are no more commen §n diabetxcs
than in pormals, showed that bolls and carbiacks occur 1 2 3 per cent of hos
mitalized diabetics This figure i about four tumes the percentage of the general
hosptal average

Tauber ! ™ who compared the Inaidence of furuncles and carbundes in about
500 haspltalued eaves of diabetes with the inadence in 500 patients wjth pormal
or rather low blood sugar levels found it to be taice as high among the latter
He alvo found a dret rich in cacbohydrates (Wenckebach s diet) Liver extract
and daily intravenou injections of 500 c ¢ of § per cent dextroe rolution very
heipful. Tauber 8! ™ figures have o far not been able to destroy the general and
deeply rooted opinion that furuncukms i o frequent f ature of uncontrolied
dlabetes

Stomatitie,—Rudy and Coben™ examined the mouths of 403 diabetics,
138 of whom were edentubous  In uncontrolied dubetes particularly if oral
hygeene i lacking hetvy supra and sub-gingival tartar deposits are often formed.
Gingovitis swollen and bleeding ginghval pamllie and abeccset are common
The teeth which are often decayed  become loote but should be saved.  The
dental condition improves if the daletes s controlled.  No surgical procedure
should be done Liefore cootrol of the dubetes

The tongue in uncontrolied diabetes | often dry and coated  The salna has
Leen found acul becaure of the high content of actic aad  Thrush on the palate
and pharyngits siccr oceur

Pruriins of the Measus Acusticms 13 someumes very annoying and mav
cause recurrent (urunculows of the external ear ™

Gomtn, F asd Dhenvenss A Tral cment det prarits diahd lque ¢t doe diabiilies par s

-t
wtoltwectmel Actae dermoci?. 23 $1-£3 1931 T 41 T
o K Dore DHabeted Meflitns Prociopess 1he Matlenl 10 the Pyogreak fin [nfectione?

TAMA 117 1337 1942
®Redy A sad Cehen 3 A Diabstes Meilites, Ol Aspecte, “ow Exgland J Aled. TIH

533304 118
e EOIT Disbetes wnd Oals- N s~ Obrenkrasibel en, Wha kim Wokmchr 597

1541 1583 (837
"iecht N owd It Belation of Disbeted t Rapparative Coaditioos fa Eor and Sems,

Cribekd,
Whea kifn, W husehr 40 1341 138 1098
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Miscellaneous —Dspuytren s Contracturs of d‘e\.l:am: mlmneu.rm and

s disense (induratio penis plastice) either alone or t er are rare

l;mtdcﬁmtarelauomhlptodmbtu Greenwood mentions the former

baving a percentage of 16 among hus 500 dubetics.  About twenty per cent of

the pattents with Peyronies disease (induratlo penfs plastica) which often

accompanies Dupaytren s contracture are diabetics. Nutritional deficencles
are reported to be more commoa 1 diabetes 177

T 790 —Atoph  of subcutanee fat caoesd by ineqls (njectma. (From U bach, K. Skim
Diseesu, Wutrithon and Metsballrn, Grune & Sirstten, Ina.)

Fat Atropky —A pecullar sequel of diabetes is the fat atrophy at the sites
of tnjections of nsulin. ™ ™ which occurs n about 7 per cent of the caseat®
It is a harmiess but sometmes dufigurmg condition  consisting of the localired
los of subcutaneous fat. There s a decrded feeling of looseness or emptiness In
the subcutanecous tisues.  Several such pita the mre of a silver dollar may
conlesce.  Young diabetics wath wncrensed basal metabolism  are espechally
inchined to develop this unusual response to insulin  Shelly thinks that the
imulm may cause a sudden release of glycogen [rom the muscle which helps to

bumn the fat =% \luch rarer than fat atrophy Is its opposite, lipoma forma
thon following tnsulin injections Weers

Ewiy A CUwnsuil Cas of Defichncy Disveas im  Puticat Whh Diabetes Mettitm, Cado-
eTiciogy 171 108, 148
ok,

© 3 ¥ut Atrephy From Injciios of Inmlin, JAM.A $7 1644, 1908
r Lipedystreptis bel Luuge et mit Tnaylin bebasdetten Filen voa Disbetes,
Ko, Wehnachs § 1943 193¢

Aftec Ineulla, Exdocrimclory 11 741 1503
Tosalla Atrophy (of Fat Thewe) Feanivania M 1 40 17340, 1937
Wit £ B Dibries, 363 Casn, J lowva A Boc 19 93-103 1839

Pl W Imsalls Atrepky of Sebcwtaneces Fai, Arch Derma & S3ph 37 834035, 1630,
Rowe & 1 amdGarrocm O. H. L Auosh asd T

Thowws Do¢ ba Tasulin Tajecibona, JAM A 90 1818, 1922,

Al jokate Folge
Tasulie-{ jctionss Kadokrinelegie 10 412, 1902 ™~
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The patent an hepwlycemec shock pepspires frecly or even excesvelsy
while the Linremain dry in diibegie qoma 1194

\anthoma Ditheticorum 1+ a rare condition  Joslin® ¥ obeered only mx
s among 0N cases of sedete dileetes The pasents are moyly younper
males The anthoma app ar quit suddenly v ually i Lige numbers on the
e tensor surf o~ the palm and te soke< The indisedual kjon s asmill papoke
th mze of a punbead t that o a prain of wheit rarely Lirger ped In cdor with a
yrikm conter which b L pustulie uit i santhomaton Thes often have in

;i /Ei

-
/i

r

7
Fi 41 F raale axed 21 jrare Xan borms dabetiborim (n - wer

fammat oy bases and iteh mocderat 1s The hnt dogy show  intra and evira
cellul v deportt o f1t with mon inflimmation and fibros than m primary
santhi ma Thannhaweer and Magendanta™! cla ofy the dabete \anthoma
with the recondury imdines which mean  they are a complication of a | pernia
which can e caueed by disbnten s well a 1y pregrancy ictenm nephrith o
cther con hitkn The dubetie xanthoma respand  to diet and msufin (see abho
chapter on Lpsd wes)

N\ecrobiost  Lipol ica Dabetlcorum  (Oppenheam U rbach) —It i re-
markable thit o con pupou  characterte and not extremely rare dermatoss
remained undewcribed until 1929 when Oppenh 1M % preented a came of a

PuWorth J ommaen Arwe axd (nesll Uypechycrmis J A 3 A 166 97) 1937
3 and Magersds 1 ) DASereo CLaks) Orenre of Yanthean tery Discasry
F3Car 4 | Med 11 18821748 190
P Oppenkeim M Else poch  kh brechrietese lanterbrankeas bei Dishetrs meltites (Der
matite  rophicaws okt disbetica) Wies Liin Webwschr 40 214318, 153
beini 31 eber rtae bhher micht brachriclens 011 tieen fmiicher tpokier DrpracTatios
wor Elastics 80 dea [Lincegrs rbvs ehuberpriesde chroahecke Derma am bel Disbrice meill w0 (Der
_ thtk atrophicans Hpokies dibetis  Arch f Defma  F7ph 1M 57440 1932
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degenerative akin disease 1 a dmbetic. Urbach ™ #7 [ presenting another
case three years later cmphammdtheprumc:oll)pmdsub;mncumnccmbbhc
foc. He related these findings with the dmtorbance of the fat metabolrm m
dlabeTt; ew0ns start an small red papules which grow elowly wmto lrregutar plagues
from oae to several Inches in diameter  [n thelr mature atage they are waxy o
mottled with a red yellow center  The border Is violaceous with & red or browm
areole.  Subcutaneous nodules may be covered with normal sk The murface

Al

1

%

12 I
}

i‘w} fj

rig 3 [

pokctien. (Urback-Oj From Urbeeh B him Dinrewes,
Nutrition aad Metabolism Grose & Hratton, Tnc )

of the older plaques 1 ustally traverred by fine telanglectatic vessels The
plaques are quite hard especually along the edges. They are not elevated but
the center of the lestons is flat or depressed  The surface of the older lesions s
shiny as if covered with collodwon  There is hardhy any rcaling  Ulceratson
of the center may occur  There is a tendency to heal slowly with an atrophic
scar but this may take many years.

The average number of lessons runs {rom a {ew to & doren They are most
often Jocated on the bower kegs  Lesons ou the bands and in other regions have
been described but noe oa the face  Itch ng or pmn o never mentoned ten
derness umnlly being the only complaint

SOTriwch. B Lipokieted wreharterkranslungrn dor llex Hamdb d I Ok I3 3 $33-374 1923
" Crimch, £ Yecrobiomks dlabetin  Elne meme dlebriieche St tow TbI 61

NTHmch £ Lime Star eokdien
Archf Dhwrmat  fyph 168 IT3-T98, 1032
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The hi tology of necrol iomis hpoidica duabeticorum | of great interest.
The primary phenomenon reema to be an Intence locahred angiitie There bs an
nflammatory thickening of the vaccular wall which ferds 1o gradual occluson
of the blood vexael  particularly of the small arterree with slow necro<is of the
areas involved  The enlligrnous fibers brcome waxy and swollen and the nuclei
drappear or stain Lut pootly with eoun The ela tic fibers d teniorate Hemo-
eiderin s present explaining the browni h hue of the older k~ions. The neero-
biotic areas become impeegnated with fat droplets which ic mostly but not

—

Fla J62 L ncoa roted diabetes, obeslty hypertroson, Heben  rikcarmilk rash

always extracellularhy  eom umes surrounding the vesels In a certam dis-
tance ™ Lymph capillaries stuffed with fat have been demonstrated  The
droplets stain bright orange red wath Sudan 111 while the necrotic collagen is
dull brown  Foam cell ns in xanthomas cakum deposits and giant cells bave
been observed ™ mainly 1n the penphery of older kesrons.

1]
*raetiren, B D-v-hhAlr-phh-um-Dher\.)hd Kln 3¢ 143, 190 190

- Nichales, Xrcroblact Lipok Wik Xsx hoaw Cells (Case Witk Ful-
monary Teberculosks; Arch Drrmat &lm " s0s 81l 1903
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Both neutra! fats™* and doubly refractary cholesterol have been demon
strated High blood lipids especially cholesterol, have frequently been found
The fat in the necroblotic bszes i probably deposited from the blood

Ninety of the appronmately one hundred cases so far presented were
diabetics. There i3 & preponderancs of the fermale sex,

The usmal antidiabetic treatment does not seem to influence the condition
but a diet Jow m fat as advocated i certain vanthomas has been recom
mended, Mk a7

Diabetic carotenerma or xawlhests duabetica (see carotenemus) s probably
the most common diabetic dernadrome It hes long been considered haom
less, and explained by the fat and vegetable diet of the patients. Recently
Rabinowitch™! found among 1014 diabetics fifty nine cases of xanthosls,
thirteen of whom had never been on specal diets pnior to the detection of this
skin condition  The percentage of carotenemm i1 disbetics » probebly much
higher when the dlagnosis 1 based on increased serum carotm and not only o
clinfeal discoloration Being a frequent accampanimtent of severe diabetes
cardiovascular dmease msulin edema ressstance to Insulin and hypercholestero-
lemn it wiggests an unfavorable prognosis for the diabetrs  The dsturbance
of the kpd metabohsm in diabetics the failore fo synthemre vitamin A from 1ta
peecursor carotm  ahd possibly disturbed excretion of the carotin seem responsible
for the accumulation of the lipochrome in the body

The Blood Sugar in Yarious Dermatosce

The blood wugar has been investigated in all common and many raro
dermatoses. Except for the estnbluhed dwbetic dermadromes the results have
been meager In finding o high blood sugar Jevel one should recall that inflam
matory processes in the skin are able to raise the blood sugar ™ The blood
from capillaries of mfamed skin contains more sugar than from pormal skin ™

In groups of ecxema patentstwawa® 3 higher perventage of sugar
Intolerance has often been claimed but also denied.! 48  Dermatitis inter

trginosa, scems more than other types of ecrema correleted to sugar Intoler
ance W
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Dry skin and “chappimg of the hand in cold meather should call actention
to the pos ibility of a Litent dubetes? ™ Chrone and unevphined ecrema of
the hand shoukd be reaon to search for diabetes

It {s an old experience that sugar and chncolate tend tn make arxe worse
and that a dret kow In sugar and starches . favoral ke for thi condition Thie
is in accordance with Rosenf Jd ™ Bndings that sugar in the diet stimulates
the reervtlon of the el yerous glinds more than fat Schwartz ™ Highman
and Mahnkin found high bk xd sugar bevel in fifteen out of about thurty acne
cas+ nd al« v sinular pereentage in aeborthea Recent!y Semon and Herr
mann™ reported good reult in treating acne with small dowes of insulin ™7
They refer mainly to caaes wath men trual exacerlations empha wzing that the
blood sugir tolrance curve dunng men truaton 1 fattened  reaching the
fa ting value mor  thin three hours alter the sugar antake  Many
authon! " T more o k=4 deny the relitson hip of acne and hyperelycemia
Lately healing of acne tunng hypoglycemec shock therapy of peych mes ha been
reported A greatdd alof evidence has been furnrhed femon trating hypergly
cemia in psertans ™ Tauler wa unalle to confirm these fin lings.  However
there seem  to be 2 relaton fup Detween diabetes and paonaws which expreses
itrell in the occavenal coincrtence of both conditions in it wluals and familres.
Greenwod' T found 24 per cent of psoriasit among his 500 dubetics  This was
ten times the pereentage of the control greap

PHRest O A Jpperglyermis And Ain Dievasra, Rrft J Dermat & fAypd €1 87 1532
P Rwathl (1 llanttale od DIt 2N Gem Mel X 40, 1904
P art M1 Ilghman W J and M bakin, 11 € Sarse Coalen of be Fleod ta Varkess

Dieass of the Fkin J Cuta D 30 138183 1918
et G Deratekorr o [Hahetm, Dermatoleygios Shoien, 180
Patrichier A aad Adime P D Rlowl Suns Metehalen la Cerafs Drroutom, Eepeclaly

In Acws Valeark Arch Derma & fyph 3% 110, 1873
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METABOLIC DISORDERS

Lipidoses

Chemical Data.—The following Lipds occur 1 the organum.

1 Sitrols This vmportant group which nclodes cholesterol and [t
esters the bile acids the sex hormones and some other argansc substances has
a characteristic structure with four noge™®  Cholesterol is abearbed and syn
theslred 1n the body It s excreted in the bile and partly reabsocbed the larger
part bemng transformed 1ato coprosterol and eliminated with the stoals  Choles-
terol atways accompanies neutral fat.

2. Nitrogen and phosphorus-containing phosphanides such as lecithine
cephalin sphingomyelin and the cerebrosiden.

3 The nemtral fats fatty acrds and soops These form the bulk of the
body fat.

Noemal (average) values for apids in the blood teram v

% =%
Plesna Of tota! Bpids
Total cholesterol 180 (110-150 Windawe) H
{100-210 Petars and \an Drke)
Choleaterol esters s (40 0
Lacithl 228 4
Total f tty acxds HE (190420) 65
(Petarsand V. Dyi)
Total lipids 525 (700-800 Schaaf®#) 100

(ST0-820 Peters and Vaa Dyla)

Three per cent of the net weight of normal skdn is made up of bipids  Five
to fifteen per cent of the total lipids s cholesterol  Ledthin varies from ouly
& trace up to 30 per cent of the total hpds.

The Uplds in the serum depend on the intake and absorption the migra
thon the deposition and dmintegration of fat in the system and on the disturbances
of the lipld metaboliam in the cell¥®

Pathology and Pathogenesls.—Several disturbances of the fat metab-
ollem are accompanted by tumor-like kxoas in the slan and in other organs which
are called rantkomas  \Vhile there are vast differences in the cilmcal appesrance
and in the severencss of the systemic involvement the histologic picture of all
xanthomas is charactenized by the presence of certain characteristic cells which
are imbedded in a stroma,

o Mxilssewr 8 7 Lipkiees. Oxford Medicias, T 17 YTLA. New York. 184, Oxtocd

P M outonmary H. amd Outerbers. & & Xaathomatouls. Arch, Dermat & Syph 871 373642,

48

188
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Thee cells calkd foam cells are [irge at ke ¢ of epithelum size They
occur mostly in nests bt diffuwe afiltration to the degree of almmt complete
substitution of the normul ti e § known  The foam cell are constitnent of
the reticulo-endothelul system {(Aschoff and his echon! #ec Thannhageer?™)
Perd adventitial reticulum and phagecytic connective ti sue cells may become
foam cells by being stuffed with fat droplet I their mature stage they lonk
atike  The foum cell masy form giant cvlls of vanous types bt there are no
mitoses  [gment grolul ly of bl | nripin is frequently preent  Chales-
terol esters atan brown with Swdan 111 and dark Thue with Nide Blue sulfate
In polinred Jight they sh m the cros figures of double refraction

The conceptions of the pathogeneus of the aanthoma  and epecally of the
origin of the hpid in the {am eell  have often changed ¥ #1710 97 Pollitzer
and Wile™ ob~cnvd that the xanthomatou changes started in the adventitn
of the rmall Hood vl They eoncluded that the hped sulstances in the
xanthoma cell stemnwed from extravasated Hood and that ther presence stimu
Lated the connectise ti ue of the skin to hyperpl tic growth L. Prek and F
bLinku ™7 howeser refuted the idea of hyperpla 1 or tumor formatioe They
sugrested that the chiobesterin inflitration of the cell was cauwd by the hyper
cholesterolemi which 1 often a soctated with xanthoma formation However
xanthoma cses without hyperchokesterolemia and the frequent hyperchole
terolemia in duabetes acteru  renal disease and pregnancy without xanthoma
formatron made 1t probul ke that hypercholesterolemut was not the only source of
the fat in the foam cells. As<chofl and his echool (it sec Thannhauser™?)
demon trated that oaly the cells of the retienlo-endothelsd system cowld become
xanthoma cells Another advance wa  the chemra! Wemnification of the ipds
1n the varions forms of lipklo~es with cholesterol dominatingin the xanthomas ™2
L D™ interpreted xanthoma formation 2 a  storage diease ™ The fat
dropiets which were taken up and stored ke vital dyes Iy the cells of the retrculo-
endothelial system apparently could not be disintegrated n the intermediary
metabolm

The decomposition of the blood lLpk! in the light of collowd chemotry
the center of the xnnthoma theory of Bloch Schaaf and \\ ermer M4 #3 propounded
later especially by Schaal

The authors emphasired the importance of the ratie of the lipnd consistuents
in the blood and in the trsues (free and bound cholesterol phosphatedes true
fats and perhaps other compounds as w 1)) A change of the ratio of the Tiped
fractlons would dnturt the equilibnum of the lipid emulsion of the rerum and
lead to a coarsening of the hpid particles in the emubion to decompowtron and

o Polllteer A and Woe { Xanthoms Tubsrorem Multipht, J Cutas Dis $1 335-341, 1912

MRk L oamd Mlakes F [ eber doppetthceciends fubetans (n iisn  mevvn, vt Aloastechr
£ prakt Dermai § 48 1904

Wk L, Cluwdficaiion of Disessrs af Lipeid Metaholhm sad Osacher's Disruse Am J 3L

Minoch, B Mrtsbelwm, Fadocris (Rod sod fiis Disssry fpecitl Refereace t Acee
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prcdpu:banollnd&v;dualcmmmennmtbcdmunndﬁnauymmmhomnmu
kesona. It was suggested'®* that the regulation of the concentration of fat
emulafying agents s a particular liver function the dmsturbance of which causes
an impalrment of the colloddal dispermon of fats in the blood serum and an
incrensed tendency to throw the fats out of the emubtion  Local contributory
factors may modify the dwtribution of the xantbomays which develop in reaction
to the deposits of de-emulnfied fats. After formaton of xanthomas the meta
bohe duturbance may suberde kavieg the xanthomas.  Insuch cases xanthomas
without symptoms of disturbed fat metabolm may be encountered.

Schaaf’s conception was based on Spranger €™ {mrestigations of emulsons
A fat it water emulnion s stable only If the concentrations of emulsifying agents
are present In a defimite ratlo to each other  Only under these optimal con
diboos can the fat droplets remain in the finest postible state of dispersion.
Every varlation In this mtio mereases the readiness with which the fat separates
from the water Cholesterol cholesterol esters and the phosphatides play an
impoctant role in the emulmficatson of fat 1o water In Ringer’s solution con
taloing proteins In quantities cocresponding to those in the blood serum optimal
distribution of neutral fat in the presence of cholesterol and cholesterol esters
takes place only if this mixture of emubnfying agents coitams 60 per cent choles-
terol esters.  In nocemal blood serum 60 to 70 per cent of the total cholesteral {s
present m the form of cholesterol esters.  Thus fact stands o striking agreement
with the eptumal concentrution of these two emulsifying agents

The ratio may also be changed by local factors such &3 traoma and jnflam
matlon Scheaf's conception of xanthoma formation is further based on the
experimental production of xanthomas 1n animals. Xanthoma formation 1n
patents with a normal total fat content oc a normal total-cholesterol content is
explained by the asumption of an abnormal rto between the emulbsifying agents
especually chok 1 and chok 1 esters phowphatids, neutral fats and fatty
acds The abwence of xanthormas in hyperlipemsa or hypercholesterolemm ean
be explained by the stability of the collosda! sywtem in sprte of the total increase
of lipids due to the correct ratio of the constituents.

A v recently 1 ized the old experfence that cutanecus
xanthomas are not uncommonly seen in asocation with kepatic disease espe-
cially obetructive jaundice. (See Zanthomas.)}

Thannh and M dant™ and Th t basired and
proved again wath a grent amay of evadence both chemical and chinical that the
speaibie liphds which form the cellular depomts are anly m some cases present
in excesaive amounts wn the blood serum  They claimed that there w no proof
o{nmllordaldenmnpookhnollhenerumo(u!thzczllﬂud:muldnghmpi«
aation which waa the prerequuite of the hypothesis

They concluded that in one group of lipidoses which they called primary
lipsdoses the couse must be an ntracellular dutu bance of the lipd meta
bolsm  The fat droplets in the cells arc in their opinion not supplied by the

*=soranger W Yur physicsliches Chemis dor Kicpertett B Bettrag Physelegis
Terfricung. Rlockem Tiche 28 164178, 1879 - o
Meateemery N Xaxthesmatsek, ] Invrat Dermat 1 3153851 Lo
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blood streym but (rmed and retained within the ol in the preence or alrence
of hyperhipemia  Thi theory found important supp »t in the obmenation that
hisswe cultures of santhomay are alle to develop dout Iy refractile substances ™
The pamany lipot ks are firn hereditany Thannhuser and Magendants™?
did not deny that hyperliprmia may cause wanthoma  \anthomas in hyper
lipemia of which the dubetic vanthoma § the best known type were grouped
together as recondary or hypethpemic vinthomatoes

\anthnma

The cutaneoars xanthoma  Are elther rohitary ocalired 1n a few areas o
scattered over the bady surface The <olitiny xanthoma b repreented malnly
by the eyelnd xanthoma (xanthels ma) which v almunt always flat (\anthoma
planum)  Nanthomus in other regwn ar uwally promment erther papular
or tuberous (\anthona tubenmum moltiplex)  The aanthomas which are
rcattered over the | xdy are mainly dicrete shotty papules (\anthoma dis-
reminatum) which sometimes form Large tuberous plaques

\antlioma planum palpelrarum (often calked zanthela ma) Is the
only common type of aanthoma  All the others are rare condions It forms a
single or more often a small number of oblong soft fat hardly prominent
Lght yellow pliques  They surtound the inner canthu in an are which extend
to the upper and kmmer Iel Rare atypecal kesrons may be red brown or white
hard or tuberou  The author xam a cawe of xanthoma palpebrarum with
tuberou  nodules the sire of a harelnut o that the vrion became di turbed

The l:d xanthoma appear moatly in the fifth and sixth decades

The common and reputedly harmiess but popularly and medically su pected

xanthoma palpebrarum dud not prove o insgmificant a often beleved  Mom
gomery™ studwd 38 cae~  Vlore than 20 per cent had serfous cardieraseadar
disease hyperten ron coronany scherosds of angina pectorts  There was a definite
1ncrease in one or more of the blood hpeds™ and a cons tent increase in lecithin
VMontgomery™® concluded that xanthoma palpelwarum is an accompaniment of
systemic disease and that the condition is ximaply a variation of ene of the types
of xanthoma. Polano™ foumnd high or otherwise abnormal blood lipwds in
25 per cent of the eyeld xanthomas. Tt h r and M 1 7 call
forme fru te  of essential aanthomatow a condition in which slight xanthoma
of the Inds dark pigmentation arcand the eyes and santhows of the skin due to
carotenemia are the only (and inconatant) termadromes. However there s a
kigk blood cholestersl and a low basal metabolism  Diabetes and mgns of angma
pectons are not anfrequent findings.  The inadence of eyeld aanthomas in
middle aged lepers (10 per cent) s more than ten times higher than normal
It can be explained by high blood cholesterol and leprous involvement of the
Uver whuch is encountered 1n almost all necropses.
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\anthoma Tuberosum Vultipley and \anthoma 1N seminatum —A
temlency to form hinen stripew or ol loay arrangement is a peculardty of
both the xanthoma palpebrarum and the & weminated typeet™  Maltipe
xanthomas tn small mumbers (xawthoma tuberoswm) are typically Incatired on the
extensor surfaces of the elbows the knees and the heels  Thewe xanthoma
exerpt those of the palm  are mreh as flat a those of the evelsd. Papular
tuberous or lobulated form  m flit bases or short peduncles occur The In
dividual xanthomas may be cromded in ridges or furrowed plaques which may
cover an entire axlli *7 The xanthoma in the neighborhood of joints and
tendons may e very firm originating in the tendons or tendon sheaths and may
become adherent o the hones  The varety of features and the tran 1sonal types
show that 1 harp inat mical detinetion between boeilized and multipte and
alva between flat and tuberaus wnthomas ks not po< i ke

Fie 14  Tamboms inbomem maltiphs Cesrirey Di lsion of Dermatolery Departmest of
Medicine L lrresl 5 of Chicaso )

VMontgomery tudsd 26 cases of xumtkoma inberosum  High blood choles-
terol familial hi tores and  arly corenary (27 per cent) o other forms of severe
vascular disease (46 per cont) mere thowgh mof comsiamt surprisingly frequent
features The comlwnation of xanthoma tuberosum of the extensor sarfaces
with occlumve arterial disease is known ssnce at feast 1873 (Fugge after Thann
hauser ™ also Barket™®)

Miwie F asd Garb, J  Xaxz bomt Dibeticarsm W1 b Uaomel Form of Eruption, Arck

Dermat. & Bypa 8 TI3-73V 1843
mupurker W Occlwsirs Arterial Disssse of Lawer Estrembios Lssschated With Lipeeis and

Xeathomws Tubsrosam, Ann [t Med 1T (6F1 [8I%,
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The rare ditseminale santhoms is charncterized by an abundance of small
pepular shotty lessons and plagues. This type favoes the flexor surfaces, but
may Ivolve the entire skn  Involvement of the sclerae and of the upper alr

pasmages occurs.

M 3% _Xas bema theream Deulipher  (Caariery Divisoa of Dermatoley
edicime Uniremaity of Chicage Department of

Herrmann and Nathan™2 described very thoroughly (1926
santhomatosls, In ane case small anthomas were disseminated L\:ot:-:ho:
body sudface and the blood cholesterol was normal  In the other case the

" Herrmass. F and Xathan T [N Xnnthomprare
m o 19 il hd Arch £ Decwmat. w, ayph.
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ranthormas were tuberous and limuted to the extensor surfaces of the knees and
elbows, to the extermor tendans of the fingers and to both Achilles tendons, The
blood cholestero! was high @ brother of the patlent had hypercholesterolemla
withaut xanthomas The authors emphasized that '.he two cases represented
o ciimcally and pathogenehically dsflerent typus of tosi.

Moce recently Polano™# Thannhauser and Magendintx ™ Moatgomery
and Osterberg®™ and other writers investigated the features of the two types.
Tuberous xanthomas of the extensor surfaces in moderate number appeanng
early 1n life nvolvement of the tendons and tendon sheaths cardlovascnlar and
Uver disense, high blood lipids and dominant heredity characterize one type.
Disserunate abundant small nodular xanthomas with preddection for the
fexor surfaces involyement of the braln and nerve twsue caumng dlabetes In
sipidus and invamoa of the bones larynx luoga and lymph nodes feature the
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other type  There s no Jaundice  These cascs of the dimeminate type usully
have wormal or high normal blood-cholesterol. The prognoss 1s particularly
bad if the air passages are mvolved which may necessitate tracheotomy Thaon

haoser and AMagendants™ tfnphalizet}uttbq were not able to find a single case
described in which d L was found bined with endocardial
and vascular xanthoma. The situation i quite different in the extensor type.

The xanthomatous involvement of the endocardium the valves and the hrge
vessels particularly the aorta is the cause of the sudden deaths which oocur very
stikingly in the xanthoma families. The case of Arning b parbcuiarly well
known The mother and five out of nine children bad xanthomas. Thres of
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the children died at the ages of 16 21 and 26 yrars of sudden heart attacks two
of them while dandng  Similar dramatie fatalites have been reported re
peatedly ™ The exhay tive necropsy findings in such a case have recently been
pulh hed by Ssepmumd % A o) of six yrars had been showing xanthomata
tuberost of the extensar surfaces of the buttock« 1nd of the eyrlids since the age
of vix monthe  Gradually the girl grew werker and died from arculatory
eollap~e  The h art sl the root of the aortr and the cormnan arteries
showed kemon vellom vanthomas with chokesterol anil calium deporit There
wa erntral conge~twm and atrophy of the Tner but the hupfler cells wer free
of f1t The kdnevs howed santhoma inth papilh Ity remarkable that
the reticuloendtheliat yatem w1 free of fat - Two years later 0 brother 1t
yeirs old did suddenly  The post moetern fin ling were almost identical and
s0 were thove in one «f the S tainted sit tinge in the ca<e of Bloom Kaufman and
Steven 7

Liver disense was { mnd connected with xanthomn early as 1850 1 Addivon
and Cull ™ \Montgomeny ™ demon trated hepatic dmh- particularly ob-
structn e paundice in 8 out of 5% h casee )\ m feterws
following ncoarsphenamine treaitment ha  been seen in reveral in tances ™ 149
Biluary cirthosis 1+ apt to be reen with cutaneou vanthomas of the fiexor surfacen.
The cause of th olntructive jaumdice 1 often found in vanthomatous changes of
the tike luct ™

Iyperlipemus o pre~ent 10 tuberous vanthama bue the sormal rato betseen
cholesternl and cholesterot exters frequentls remain undrsturbed It nversion
proves severe lver damage ™ Phosphatrides (leaithin) are likely to occur In
many caws of hepatic hisease a wooated with cutancous vanthoma 1 other
locatton  than in the eyelid~, palmar lewions can be found  The cyelul xanthomas
In jaundiced patsent ¢ ften loak lehter than the neighboring ekin

C ataneous santhomas m1y undergo involution as the condition of the i er
improves  Thanohau er ind Magendant2®7 point out that frequently the cause
of the Iver disea an tuberon \anthoma 4 3 xaxfhomatoss biltary arrhosis
Enlarged liver and spleen with jundice of yein duration  hyvpercholesteremia
with 10 erre atio of chokssterol cholesterol esters together with santhomata
tuberosa and plana of the extensor urfaces and buttocks are & charucterste
diagnostic triad  If \anthomas of the tendon sheath and tuberous xanthomas
of the skin exmt 0 er a long ume without faundice invelvement of the fver o
rare

In cases of bilary cirthos! caused 1y xanthomatous myolvement of the lver
an eruptive xmiversal  papulop lar ferm of A was seen which in con

Mlew. D h wfoa B R bd eess A A lereditary YXeatbomatoss Famila! Tach
droce of Xan boma Taherswam Whh Jiyper sad C3 T vo Nadden
nouluh-m-u(‘-nm\-hl)wm & yph 46 110 184
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trast to manthoma without liver {nvolvement was extremely itchy The soft
small papales were acratched so that a prurgo-like picture resulted.

The multiple forms have been encountered early i Ufe i many cases 1
chfldhood Urbach emphasizes that m childhood the fresh papular jemons are
often bright red and not yellow due to the moro ebundant vascalarizatson of the
infantile slan  The xenthomas rarely heal spontaneously

Hand-Schuller-Christian s Disease 1 a syndrome related to the xantho-
matoses. It }s characterired by the trad defects in the flat bones of the skull
exophthalmus and dwbetes 10mpidos.™®  Rowland™ recognized the lesons of
this disease 03 a special type of xanthomatoma with Hpid storage m many parts
of the reticulo-endothelml system. The Infrequent fnvolvement of the akin is
surprising in this syndrome in view of the particular affinity for the skan in the
other forms of xanthomatosss  There are on record somme cuses with ecrematous
or purpuric, yellow oc red-brown widespread papular rashes, A few developed
xanthomata palpebrarum and diseminata. In oce of the cases™ the lentcular
dermal xanthomas occurred in great profusmon about the mouth and neck and
the Bexures of the big joints  On the penis they were 80 numerous that a pumoss
resulted Purpurs may precede the santhomas. In the eczematous lesions
of one case foam cells were found™®  Gottroa*™ mterprets the Hand Schilller
Chrstian dermatoss as a prmary graoul oeis with dary lipord deposi
in the later stages  This closely follows the conception of Chester®® who con
sidered the granulomatous changes as the pmary trouble and the lipid in
filtration as secondary in the disorder Hypercholesterolemia has often been

found

Secondary Xanthoma —(Xanthoma dubetcorum etc.) Thannhauser
and Magendanta®™7 emphasiee that tbe eruptive form of xanthoma (ranthoma
diabeticorum) s etiologreally entirely different from all xanthomans due to pamary
xanthomatosls. [t is & symptom of liperma and may occur i dmbetic Ipemia
as well as 1n lpemin associated with other diseascs. It has been observed m
cholesterolemia due to jcterus pregnancy or nephntls.  The difierence between
pnmary and secondary xanthoom is well fllustrated by the rare cases of combina
tion of both  In these cuses the eruptrve lesions disappeared under dietary treat
ment but the tuberous pnmary xanthomata remaned

The eruptive sub-acute tranmtory and inflammatory character m the mam
distinguishmg [cature of the secondary xanthomas of which rasthemea diaben
corum b the best known (see diabetes)

Treatn ent of Lipldosis — According to Thennhanser and others the
normocholesterolemic type does not respond to dietary treatment The cascs

- Howiend,

yiem Amm Int Jad 3 1577 1298 13
oortrem L. mmmm:n«—r_mwmmnx 1w
n:w-nv-rl Die fpricherinnkiefies  (Thasarimsers) Fraein o ina

7

FUCheser W Lcher Lipokieranalomatosr VErhew Arch f Dalh, Aset. 3787 501002, 1830,
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associated with hypercholesteralemia may re<pond to a diet bos in cholestero]
Such a dret i+ mainly vegetanan no animal fata belng permitted

Lipocate lsa delatted alcoholic pancreatic exiract studsed by L. R. Dragstedt
It scems to contain a hormone which influences high lipid values In the blood
and 1t should be tned in hypercholesterolemic xanthomatoars

Dubetic xanthoma rrapond  quite readily to dict and In ulin  The diet
thoukd averd ton much fat particutarly animal fat

A tedal should be given to the treatment of xanthomatou with ultraviolet
rays  The effects seem 10 be of a genernl nature exceeding the rdiated area ™
N ray treatment | localls effective in the tumors of Hand-Schifler-Chnstian s
discase rarely inother santhoma  The eyelid anthomas may be treated locally

A few very rare discises which are interpreted 2 iprdowes may be men
tioned briefly

Fiz 373 Lipokdosls cTlis ¢t eecssne Uipkd proteioomls) Lrbach-Rirthe) (Comrtesy D7
Erich U reach

Extraeellular Cholesterinos! (her! Urbach) —This is & chrome dn-
ease coming on over many years. \aculopapulir coalescent wiolaceous
indistinct leslons and dweeminated yellowish nodules are seen on the trunk.
In addition there are tuberous tumoc Iike hard scaly lrger nodules on the ex
tensor surfaces of the arms and hands. Some nodules appear on the soft palate

iRghmarn, 8t Xanthoma dibeticornm behandeit miv Quarztickt Tl I W37 18T
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The fresh lesions are transparent papules with central vescles. Spoataneous
involution occurs frequently  The spleen is large and hard  Serum cholesterol
raay be abnormal ™' The leslons contalned five times the cholesterol of the

g 171 —Lipoidosis cutls #¢ mncobsa (Urbach-Wietha) (From Remos Wva, J  Arch, Dermat
& Byph, 1342)

normal skin  Histologicnl examination revenled an enormous extracellular
hipid infiltratron (mainly with cholesterol) and destructicn of the ehustric fibers.
Even the apparently normal skdn showed fipld infiltratson of the vascular wall.
Moatgomery ™7 after describing a similar case does not feel that the recognition
of a new entlty b jusufied In coatrast to Urbach s findings foam cells were
present

X-ray treatment was success{ul 1n a case of Frost and Anderson 1

" Freet, K. sad Asderacd. O R EstraceDuior Chelsetorosks of Urback. Arch, Dacsa
11081 1919 L & Syoa
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Lipoldo 1 Cutl et Mucosae (Lipid T rtelnoal ) (Lrhach Wicthe) ™
The condution hat lexn howh to be a definite chmenl and epeaially
bu tological and hi tochemical entity ™7™ About thirty caces have been
publnhed showing a surprisingly uniform syndrsme  The dieace affects the
skun and the mucosa in all the reported caves with nodular or hyperkeratotic
kenlons Hoanenes in the first years of hie [+ a characten tic earhy sign A
somewhit vanoldorm eruption appeans dunng infancy and leaves rregularly
outhned »oft depressed scars.  The hair gromth ) sparse  Later there 1 bromn
plementation and a rcattering of yellows h very small papules on the face the
nape of the neck and the dorsa of the hand  The papukes are not follicular ™

P 374 Lipokdosd ru ke ™ mocema (Urback-Rieibe)  From Ramos at J Arch Denms &

Hypa 1813

Irregular scarmy ndg ~ 1nd patchy depreaton  give the face a characterstic
Imitted appearance at kast in later years  Lows of the eyelashes translucent
nodules along the lid ™* and indentation by scars add to the servere drfigure-
ment  Eapecially 1n ynung persons some of the kemons bear cruste but there bs
no inflammatory border ™ The corners of the mouth show vertical grooves

e Urhack, Foand Wheihe Lipoidonie cuthe ¢t mmcowse Tirckew Arch ! path Anat Y13
m-._x-o“_::'wr and Rein, C R Lipokiesis cutle ot macoene  (Lipedd Froteinash of Urback) Arch
“'"’-;‘J.L’?;“u”é m«“-afummhn mracoms (Lipeid Proteisces Criach-Yiethe
“’mn’:ﬁ’}‘ I:Jl:d Prateioesia (Crhach-Wictee) Arch Dermat & Syph 47 301378,

I“IW A Lipokl protetnams (Urbarh-Widhe) U K X 3 Dall £ 640872, 1948
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There are elevated firm elastic browmsh yellowsh wiite or flesh-colored tumors
oa the extenrsor surfaces of the elbowa and on the dorsal and lateral surfaces of the
fingere They are crowded together m warty mulberry lke rough plaques

Tlg 73—~ Lipolcdoss sutls # mmeoms (Hykd peotrinows) (Urbach-Waethe)  Yellow 2od ar lesoa
:-uthtmc—udhﬂmumorm-rhp (From Wk U J amd Snow J A Arck Drrosat
*yph 18 1)

I
sy
—
- Lipokteste coths 11 mucomss i pTUicood) (Ureech- Witk X esmeroms peut
Pepwies slomg Be amrgine eyt (From Whe U J and Sacw
Byp 1% I % Arth Detmat &

Ta some cases the papules undergo early Involution perssting only on the elbow

the kirees and the hands. Tbelip.lhawonlbﬂrmneruu{.mh]rh frm.
yellowish white plaques.  Sumilar plaques and streaks occur the palat %
the pharynx and on the under surface of the tongue which i ngid .ﬂ!:h,,uud
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in Its motton by a deep =eated Wnfiltration and thickening of the frenulum  The
mapllie are mostly lost ™ Similar thickening  symmetrically involve the
ton jh and the lanmx

In the majortty of the cases either glycosuna or latent diaberes 1s present
Heredity seems to pliy an Important roke  Conuanguinity of the parents and
famulia! occurrences are on recoed  Congenital hairreness and developmental
defects have alao been olerved

Laryngotomy because of severe dyspnea from scarming han become neces-
Ky in several e

There can be no doubt that this = a character] tie syndrome  The out
standung histologseal features i both the skin and In the mucosa are (W ise and
Remn™?) an infiltration with a hpowd substance surrounding the vaecular walls
with masuve depouts and vacuolization of the Infiltrating mares seen n
paraffin section Foam cells and doulle refraction indicating cholesterol esters
are abeent  The infiltration conwsts of a ipid probably bound to a protein

Birger and Grir™9 described a severe liprdous with extremely high Lpemua
hepato-splenomegaly and a chronic ersprian of small yellon elevated nodalkes
on the extensor a pects and the buttocks  The keeions mainly contamned phos.
phatides but a6 faam cells and no doul 1y refractile lipids 1%

Gaucher n Diseate 13 a slon ly progrow: e often hereditary  chronxe Liped
oms involving the apkeen the liver and the booe marmow  An oneven brownish
tan pigmentation especialh on the parts 1 usually notweible  Chloasma hke
often symmetne patches as well as sireaky patterns have been seentte
Such symmetrcal pgmentations may form quite charactertic leadengry
reticular grows patterns on the lower legy dotted with more intensely pgmented
spots  In advanced cases the skin of the pigmented areas of the legs 13 glossy
and scaly rometimes uh d  These pigme leave the soles heeb and
toes {ree but they involve the instep areas 1o a sharply outlined spat like fashion 1@
There i+ a striking free margin just befow the ankle  Leg ulcers without varicose
veins occur  The mucous membranes may be pigmented bat this 1s supposed to
occur only if the adrenals are affected by the lipid deposits  The pigment Is
melasin  Browni<h yellow tr lar ival thickenings occupying the
interpalpebral space on both sides of the cormet but leaving a thin white stripe
around the comea appear skowly 1n the second decade  These pinguecnlae
together with bone changes and sph galy blah the di = Pur
puric tendencies occur at times ™ The specific liprd of Gaucher s disease which
fills the large Gaucher cellsan the involved organs s kerasin

Niemann Pick s Disease 13 another rare familal splenomegalic lipoidoss
charactenzed by enormous accumulations of the diaminophosphatide sphiago-
myelin in the entire reticuloendothelial system  The disease fs faral within the

Megiodersy L Lipokl Proteinosis (Urbach-Wieths) Dermatelogics €3 370334, 1841
M and Orits, @ CUeber mit
wnd Schiwmbant, Arch £ Dermat. w S7p2 1803 M3-375, 1902
“opleem, T ¥ Qroes.] and Festms, O Cascher' Disrste, Quart J Med § S17-217 1990,
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first two years of life The akan™*3™ of the infants s described as wrinkled
pale and profusely sweating The subcutaneous fat diseppears entrrely The
exposed parts and ako the mucous membranes are diffusely pigmented and pxg
mented patches also oot 1n the mouth  The pigment 13 melanin and possibly
due to adrenal involvement et

" Piekr, L. Niswams-Pick's Disesn tnd Other Forme of Bo-calied Xaxthomatosls, Am J 11 S0
1 601818, 1931
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Hemachromato |

Hemockromatosts 1" pyementary cirrhosis o disbetes and browzed diabetes
are term - monthy used to designate a diccase charactenized Iy the pendoction of
pigment an almost all orgain - dialxetes in 78 per eont of the civ and hepatic
arthoss The dise e occurs almost exelu 1vely (95 per cent™) in men montly
in the devade from 45 t0 55 years.  The disease was encountered five times among
100,000 hempital admi wr ™7 Th oneet 1 in wiouse with the symptoms of
diabetes with Aldeminal in or pigmentation of the skin

The coure depend on the diabetes and the arhmis Before the advent
of tn ulin al st fifts per cene of the patient died in dubetic coma Today the
prognoses scem  better since the outcome mainly depend  on the courre of the
cirthov which may be pratracted ™ Jrimary cancer of the liver occurs
7 per cenp 1™

No speaific treatm nt i known and though in ulin may kengthen life the
ditcase . ultimately fatal

The striking pathological f ature  the abundant prodoction of prgment
which ix deposited 10 1lmost all orgn though in varving amount The most
heavily affected! organs are the liver the pancreas, the adrena!  the salivan
glaind and the lymphatic nodes Thete are two pigments present  Hemossdernin
1 "es the iron reicton and Aemofuscin™® o an ron free melanin - The froa con
tent of the organ which hive been mentioned » - the stes of the main deporit
may be a hundred times higher than normal.

The etioloy ™ not hnown  Familul occurrence ha been obrernved ™
Sheldon who ha reviewed 345 cares in a comprehen e monograph chwe
hemochramatow 18 an 1xborn error of metabolism concerming the alls which later
i life begin the arrhosd of the hiver and of the pancreas.

De madrome«  The kin participates 1n the general process of pig
mentatron though not neirly as much as the liver and the pancreas  Discoloca
tion | abeent n caly one s1 th of the cares  The melanoderma develops insidi
oush and s the mnital complunt ™ n about one fourth of all instances.™ It
ma) wvred\- the dubetic and hepatic symptoms by many yeurs ™™ It Is more

MSvem Aecl Drutacher N tmrfarscher
Aernt nmlmrﬂd-ﬁn-n\rﬂpnl.ﬂw
Fgheidon J 1 llemorkosm ot Lemdon, 1533 Oxford [ahersity
Cal 1 O llemachromal Canrs, Teaa Atat J 3ted 34 134362, 1010
Whpait, 1 R and Whkier W M llemachroma A of y Cosrs
During Life Free 8 off Meet 3 3 CHz 1 623437 1
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often diffuse than patchy or freckled  In many instances the pigmentation covers
the entire body bat it m more progonneed 1n the parts exposed to the light and
in the axillae the nipples the umbilicus and the genital reglon  Asin Addlson s
disease scars may become heavily plgmented

The codor varies considerably ™ In about twenty per cent of the cases the
color Is described as broure, ranging from a light bronzing to deep brown and
even black. An equal group 1 characterized by the presence of & gray slate or
blush hue with a metallic reflection  The face tends to 2cquiro & metalhc aheen
moce readily than the body which usually remaine brownish The mainllic
compoxent 3 more often seen m advanced cases  The oral macosa partscularly
of the cheeks, is often prgmented. The discodoration s more spotty than diffuse
bemg brown or slate  The lips and conjunctivae may aleo become pigmented

Except for the pgmentatlon the akdn is not much changed Dryness,
scaliness and pruritus may be troublesome ¥7  Pxrpwra occurs In about fifteen
per mtll'ﬂ

Of great interest are the symptome which indicate exdocrins influences.
They include atrophy of the testes and prostats 1mpotence loes of axfllary and
publc hair and thinning of the beard eyebrows and chest halr #7

The pigmentation of the nipples and of the gemitalia must be futerproted
In the same way  Deficlency of unnary androgen and of adrenal cortical hormone
has also been found  These endocrine features seem to be accompaniments of the
hepatic cirrhoss which is such an important part of the syndrome (see hepatic
cirrhosls)

The psgmentation increnses with the progress of the disease. Improvement
hay only rarely been reported mast often in connectron with wsulin treatment. ™

As s the cuse in other organs the skin pigment is composed of hemosiderm
and bemofuscin  The h detin appears mucr Ly tn fine granuls
most densely accumuhated 1n the membranae propriae of the sweat glands and
m the vascular endothelium while the hemofuscin appenrs in coarse deposits in
the epidermn and 10 the comum. The ratio of the two pigments varys =4
In some coses the bemofuscin i entirely abeent (Roth after Kanfmann )

An tro% reaction sm the Iming skap has been devised by Fishback ™  [ntra
dcrmaliu}ccthmdnmlxtureofeqmlpnrﬂolO.Spcrccntpotnmumfmocymide
and one-hundredth normal HCl produces a wheal which turmns deep blue jo the
prevence of fron alter five minutes,

Diagnesis see Tablo I

Alkeptonuris and Ochronosis

A rare hereditary metabobe disorder m which the oxidation of the oo
acds tyrosin and pheny lakanin s dusturbed 1 Calied affaplonara  The prine

Wtk -rru::i;h- g"ﬁhhﬂ-) bl w AL
i T "rerim, w ILemuocicromme bt Twrpure, Arch,

e, 1022, ot It e pe; ;33
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darkens on cxposure to the air becavse of its content of homogentinc add.
This formation of pigment 13 ckrely related to the formation of melanin under
normal and pathologreal conditon After a ong duration of alkaptonzna a
dark lron free pigment meltnin like in character ' s depovited m the connec
tive tissues predonunrantly in the tendons amd cartilages.  Virchos ealled this
conditlon ochsomosss  The ochronotie tiwues caue charictenstlc surface du-

Pl 377 Ochronesis  frad colormd spol $hrar At rieh ra tm readieminaties  Nete dork cartl
Tagms FrmmPmibJ W A MA)

o
& ot - -,

Flg 78 Octromests #ia  cobered pots Iockatiog the Lasertien of be edons of the mouscul preetl

colorations wherever they are superfically enough situsted  This is the care In
the sclerotics where slate-colored of cven black scleral spots appear on both ssdes
of the cornen but eeparated from the limlas corneae by a narrow white strip
Thus 4 trangslar figures with dark centers result  Obviomly the site of these
spots denotes the underlying insertlon of the tendons of the rechs muscles.
The influence of light may enhance the pigment formation
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Slit lamp nucroscopy reveals deposty of plgment In the cormen ¥ Other
though lees frequent and conspierous gray-greensh or even black discolorse
tions are seen in the ear particularly the anthelix and concha, the tp of the
nose and in the upper eyelids. Transillumination of the ears makes the car
tilages visible as dark shadows™® The ear duts and the nasal septum may
abo be discolored  The cerumen may be black *7 and homogeniuic acid has
been foand fo 1t

Diffuse prgmeniahion of the face somehmen to the degree of beoazing blulsh
discoloration of the knuckles, the palmar eminenices and the contact surfaces
of the fingers have been observed UM -MTIaTL

The pregaeris depends on the development of destructive arthnts which
occurs In the later stages.

Chronle phesol pofsoning from peoloaged wet dremings with 1 — 3 per eent
carbolc ackd may produce the same changes as spontaneous ochronosls.

The mortid amatomy 1n fully developed cases Is dommated by the blck
dbscoloration of the entire cartilage system.

A low protewn diet is advmed In the managemeat of ochronoms. ®

Hyperurloomin—Gout

Pxurine subsiamces are ingested mamly with iver and other viecera fish
eggy and other foods nch in nucleoprotern A certaln amount fs synthesired
in the body The end product of purine metabollm in the human orgunism b
wric acsd which i excreted in the nrine mostly as urates.

Gout ¥ an mexpluned disorder of the purlne metabolsm  The values
of the nocmal as well as the gouty urlc acd level in the blood vary remarkably
Figures over .5 mg per cent ™™ over 4.5 — 6 mg per centU3™*4% aud gver
8.5 — 9.5 mg per cent are samples of what 1 consrdered kyperuncemia by various
authora. Depomts of urates in various timues especially mn and around jomnte'™
1% are a characterbstic feature. Heredity eeems to plhy a part.'™ Ninety
five per cent of the gout patients are maler  About 5 to 8 per cent of the patients
with joint diseasc have gout ™** It b still-as in Sydenhams time—*

- Ochrenssis—Cast WHh Afraptonuri acd Meluxsria, Cliriew 31 1353-1133,
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to some extent true that a higher socal status (arthrits divicum of the old
phywcians) predispotes to gout ™7 % Though manuel work and poverty do
by no means protect against the trouble. Most wnters agree that overmdulgence
in certam foods, as is common In the holrday season may precipatate an acute
attack®™ in a gouty person

The dinleal picture of gout 18 dommated by repeated acute and extremety
pewnful attacks of arthntis mostly 1 the small jolnts. Involvement of one blg
toe (podsgra) is a frequent event. In epite of the acute mflammation there 1s
no suppuration and complete restorution to normal function is the rule  The
tmnary excretbon of urates s subnormal before and 1n the initial phase but in
creases rapidly dunng the attack.

In the chronic stage the attacks occur more frequently and last Jonger
More and also bigger joints become affected and urate deposits deform and de-
stroy the articular cartilages.  Tophi as the demonstrable depasits of urates
are called often appear In the nerghborhood of joints, in and around tendoaos
m the ears and oceasionally in the subcutn.

Kidney functwon  often disturbed  The prognoais dependa on the amommt
of artrcular demage renal complications and the degree of cooperation by the
patlent 1n avoldiog such foods which are prone to cause attacks. Colchidne
relieves the acute attack, and anchophen mproves the oatput of urkc aad in
the interval althoogh many counder 1t too touc. Salicylates are widely used
as a less dangerous substitute  Hench™* calls the therapy of gout, which bas
not advanced since the advent of anchophen a reflection on medicul progress

Dermadromes —The ruddy complelon and cbemty™™ of the typiaal
gouty man are often mentioned. Sydenham spoke of his thick shaggy eyebrows
and his foll crown of hair ™% The older literature emphanred and probably
overrated the importance of gout in the etiology of dermatoses. Today to a
large extent due to the skeptical attitude of ] Jadamschn (1905) who called the
evidence scanty and uncertaln the only recognired skin manifestation of gout
m the tophus of the sinn. The tophl are rarely present before or during the
first attacks, but they are almost Invariably seen 1n cheonfc gouty arthrth
Tophl in connection with the akin are seen 1n about one third of the cases about
the small joints and on the cars. They are often found on the lateral aspects
of the fingers, but also about the elbows, knees and heels.  On the cars where
they ocvor in the wast majority of the cases of tophaceous gout ™04 they
most frequently occupy the helix. The toph! are nontender very firm nodules
of varying movability  The sire varies from a few millimeters to one centimeter
in dameter but they are occasionally much larger  The color of the skin over
muperficial tophi v pate yeflow  The nodules may uloerate and in the con
tents microscopic needleshaped crystals of sodium urate may be found. =2t
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The duspnostic value of typieal tophi ss great  Many clinfaans have stresmed
looking at the ears In all cares of mainful arthritis

Pruritus is o frequent symptom of gout ® W N Goldsmith" calls gout
the mmst frequent cause of itching which certainly s not true in the USA
Pranginous eruption urticana and papular and Lulkous kessons have occassonally
been ecen parallehing the level of the hyperuncemla ™ Sheaves of trate erystals
were found in the lestons in some cazes of papules nnd nodules of the akin of the
fower egs ™ The same {5 true of peorfas) ™ erythromelalga®™ and eqe
clally of eczema.  Rromayer ¥ the last to report a large eeries of pouty
eczema aw its cterla in olntinaey recurrence in the same apot location in
unu ual places not subject 10 external bmtation multipliaty of patches and the
coeri tence of various arthritic and peurite complaints.  Lalortunately hs
dugneus and definition of gout are not up to the present standards but one
should not dismbs bghtly his impressions nor those of other expenenced cofin
wians  Garrod (after Bulkksy?®) found that 47 per cont of 2000 patients with
gout had ecrema Bulkley! con ered fully 30 per cent of hi eczema patients
as gouty ¥4

Desplte there impres fve figures the relationship of gout and eczema remalns
coatroversial 1t 8 now generally considered of small Importance

The Woad wri¢ atid 1a eczrma~—and for that matter aleo in proritus peoriasis
and urtiaria vackes with a tendency to increased levels, cspecially m severe
casen.? There 4 good re1con to amume that in some of these cases the inflam
matory and destructive processes s the skin ace likely to be the cause of the
hyperuricemia rathee than its requel ™ Infections of unic acld Into the blood
ol patents with cczema have been shown not to influence the skin Jessonad™

Symmetnc hyperkeracoa of the hands and eoles together xich erythema
of the palmar eminences has been seen m zeveral cases of hyperuncema ™0
This conditson ocrurs alone acd afo together with several internal disorders
e hepatic drcase the menopause and peegnancy so that no specific spnifiance
can be attached to the dermustosis.  VMany obsernations mosty older than twenty
years are concerned with the rofe of hyperuricerma in peorfash.  Zoen™* found
that the scales n pearians contam a hundred times cthe amount of uric acd in
the hlood  He adviees a purine free diet in eruptive psorfams.

Tommass and collaborators®™ have described an elopecia of the antero-

lateral aspect of the lower legs about corres; g to the arra Tied by the
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peronenl nerves together with alght atrophy of the slan and common bakdness.
These easily detectable hairless patches are supposedly suggestve of s high blood
urkc acid level.
Calcinosls of the Skin
It fa difficult to characterize the internal dworder whose slan manifesta
tlons represent the various forms of cutaneous calcum deposits.

Tie 11 ~Oniclness cutte  (Ovartrsy Divisiaw of Dvemmtckeqy Departoent
o Clcagn ) ™ Medictee Unireratty

An exception w the metastatic clanosis 1 which ealdum depos
skin (ltrbe) lnd other organs cnn be related to desiructive bone d.h:-eh;u:
jann kemia (\\els after Sutton
The term dualk gnl (Minkowsk after Stedmtz¥%) is hayed :g,esq.,;mﬂ,?
o{mduh:mldmndeponunhmtmaﬂ,dnumﬂnxuphldtrm 4
mnksd‘mzm-olarum-nnbwmtheuﬂcnddumbﬁnlu It
sufficiently apparent in the cakaum metabollsm bn calanoss, fout  not

o,
Kafcmet o
Jairmebn, J  Teber h‘-rmn.mr.n.,._,m
Otirltosi Earormi, Eepre: tn 1918,

Kinderh B3 f16-575. 183 - et g,
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Cutancons calaymosis occurs in two quite different types {\erxe after Sten
i7"} wath relatively few tran wonal forms  In the so-called chalk goat or
calcimosis clrewmsenipla the calaum deposits appear as arcumecaibed nodules
mostly about the terminal phalanges of the fingers and on the extensor aspects
of the elbows  The volar surface of the fnger tips ia often the first location n#
The kegs are rarely aflfected except for the patellirarca The size of the nodules
ranges from mustard seed to pra or even walnut sire Multiple deposits may
smutate shots In the Ny prcture The nodukes are usually nontender  Acute
painful nflummations of the para articular ti wes reeembling gout may oceur
but they keave the fmnts and bones free 79

Superficial nodutes mav ulcerite and extrde calcareous material  The
mouth of such minu~ea i often surr winded by a hard yellow nng 79 The nodules
may become rared ghobular tumon™ or the covening skin may be depressed and
atrophic

Fig 312 Looalleed Aleinosis  Ararrim and sian formatios  (Lowrtesy Dr (1 Comper}

On the whole chalk gout in twclf is not & severe drorder  The nodules may
disappear spontancously #%#%  [ife js rarely in danger Homever 40 per
cent of the casext are combined with scleroderma Raynaud s disense and acro-
dermatitis atrophicans.

nSEpaels, E Jakera e Caictacets Cu Arch Dermat. & fyph 31 47377 1534

1
THilalmey € R »d Rleom. D aneons Calcinceie, Arch. Drroaat, & 8yph. 1 243, 183

Mgugneon, W W Fuwer W G -.-dloh.\ Cakinesls Chrvwmecripta, Am J D CAM
45 200-80, 1933

n-wm-rvv Tmproveoses [n Cuss of Calclatels Unh ermtin | Children, Drit. J Dermat
47 400404
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The female patients with chalk gout cutnumber the males about 6 to 1
The dsense occurs most often 1n persons beyond the thirty fifth year of life and
the onset has rep dly been seen d with the LTINS
appears rarely in the young 2%2U at lactation or at puberty 2 Famillal occur
rence Is kngwn 12

In the diffuse varlety of calcinoss kmown as calciwons wwirersohs any
part of the skin may become affected though there is a tendency to Involve the
nesghborhood of the big joints. Symmetry i a fenture and a decrease in the
number of deposits tywards the acra 1 often apparent

~‘w~»,;w . .
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Fie. 193 —Mele agrd 83 years, Larye subcttaneows ealcarsous plagos eristiog
wudary tafeotion and aixm Sorma tion. for masy reacr. pue
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The lesioas de elop in crops with fever and gesern! rea

» progressive mthnthmﬂyulmmtdnmdrelﬂnmymhmm Thcwune
cakenreous plaques in ar under the skan may form and ulcerag. ved. Ly
tures may become affected rmdn-vpt.h:rynd.rmm,',,-m,[ﬂtr ¥ruc
muscles multiple chalk abscesses and cachexm may resytt, mmm"’bﬂity of
large chall alwcesses may impeove the picture. In some STSCUatig of
of chalky matter could be drauned from hoago cold abs m‘“"h*“irnnl quarts
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cases a combination of sinuses scary and ulcerations creates a picture w hich
bles scrofuloderma  The prognosis i generally unfavorablef™ though

long remissions and occaslonal cures have been obsened  Combination with
scleroderma has been seen in 32 per cent of the cases of clandais universaln®?
The diseise {s mare frequently encountered in young persons and children®t
than in middle or advanced age 19

Rosenberg "™ Brooks™7? and other writers who recently reviened the sub-
ject fecl that netther the theory of the deposition of caldum due to a duturbed
calaum metabolem 1n analogy to wric acd In gout nor the theory Laced on the
a sumption of the deposition of calclum in already damaged tisswes®93 have
been convincingly proved  The bony skeleton is uspally intact and the blood
cheml try has been found normal ™™ Fxperimental hyperaatcemia did not 1
the work of mo<t of the experimenters lead to deposits #1  Except in scleroderrma
which accompanics only about 40 per cent of all the cases of cafanous pre-
exmsting degencration or necrows has not been ducovered  In these cases the
alaum metabolism is often doturbed

No speafic treatment #4 known  Abscerses should be drazned since general
improvement has occastonally followed A diet low 1n cakium seems seneible
None of the many procedures which have been tried on theoretical grounds®"?
has been confirmed or aceepted.

Hypocakdnosts has been scen asociated with impetipo herpetiformis and
pustular psonasis.  (See chapter Parathyrolds )

Amyloldosis

Amylold is a protein which may occur In the skin®21n a primary dermatoesis
(lichen amyloldosus) in the course of other espetally senile dermatoses B2
or 1n certain tumors, Much rarer 13 cutancous am; lordosts as part of the gen
eralized amy lotdoss which dc\'\'k:p! in chronk cachexias elpeaa“) tuberculons
Cutaneous nodukes™ and eryth 3y or eryth lalgic changes™®
have occanonally been recorded but l}ve} reem to be very rare Al very rare

" Rimy Rew  for ua cue de Eranaiations calouier soos-catenées, Dull et mim foe. de radiol.

nﬂdd-rnmn mmlm T 43 834
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Is & peculiar form of systemic amylodosts which not only produces an upisual
dermatosis, but follows a different pattern in the distribution of the amyloid
avoldmg the spleen and the large glands which in the typieal cases contain the
ltargest deposits of amylord Instead the smooth and the stated muscles

Tig £34 —Localired  myloidosie

(Cvmrtery Dividea of Dermatolesy Deparizwnt of Medictes
University o Chticago.)
¥ig 113 — Amyleidosis cutis (lirkem mylolikcwm) (Ceartesy Dr H. E. Klitredge )

fncluding the heart are the site of widespread amyloklosty BN-E#-11 Enjyrge.
ment fissuning and nodutinty of the foxgne was present in all cases.  There may
be dificulty m closing the mouth and the gayl may be shuffling  The dinjeal
aspect of the slan in some of the cased™T 114D iy characterized by framsparest
oc yellow waxy small high firm papules which cover some areas very densely

#¥Labarsch. O ZIar Keantai emgenShaticher dmyieilablagrungen, Vircews Arch
All"n‘llw-ll‘.lm 4 oo
Koulactetn. TT  Amyiold der Hawt, Iandb, & H.w Ok 4 3 284257
]
UG Leary T A Mestpwcoery T and Rrunstieg. L. A, foed Aruybukdeck of the Sain,
Dencr-Lonss rph. 31 406409 183N
PP 5742, 1331 IhL #4478
1an e v I Ampiokios, Vermasdl o dentach. Geeelioch, £
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The eyehd  wcalp the pubic and adjoining areas the palms the dorat of the feet
and other mies have been seen covered with the Jemons which at fint ghinee
because of their tran parency gave the impresafon of senclen Atrophy telangt
ectires and purpuric spots are other features  In some cases the bestons were
very firm Lirge nodules 30 or [arpe sclerodermatic plagues T4

Al the patrents were middie-aged or older ™™ Multipke myeloma and Bence
Jones proteinuria have been found In rome cases

The peevence of amylodd o the hang skth i be demon teated by the
subcutaneous injection of 01 per cont sofutkn of congo red in safine The peo-
duced red spot fades within 4 days In sormal skin but remamns vi ible up to 12
days if amy loid s present at the site of inpection 73 PR

The amy knd forms a band 10 the upper cutls the eprdermis being atrophsc
and free of omylodd  The vascular walk and the muecks contain lrge depomits
The spleen and the large gland  have no amy loid or only along the blood vewels.

Gottrwa. It hreisly frthrumees wnd Himorrhagen 40 [Tagt hAliﬂr Die Haxt
ot (ke ldert skirpukbeiten vel (f llrrﬂx\.ll'ﬂ.lrm&kﬂ reeabecy P
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bolbone e 1t XN ST T (nuﬂ

Pl s A Amsiokiows der Haal IN 81 44 181977

HOut roa M Fys ems bbert Hant Mrde-Amplailow wa o s Allde e Aekeroderms
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CHAPTER XXAI
METABOLIC DISORDERS

Yitamin Defidencles

A ftaminoals A —Vitmmn A 1 a fat-soluble heat-remsting unsaturated
alcohol which i easily destroyed by oxsdation [t s formed 1n the liver from its
peecursors the yellow or red carotenes which ocour in midely differing amounts
in frults vegetmbles and anumal fats. The daily vitamin A requrement of the
homan organism s 3000-5000 I U

Deficlency of vitamin A causes might blindness because the visual purple
and the visual vioket develop from Vimmm A. Xeroals confunctrvae {5 another
early ocular symptom occurring together with the cutanecus epithelial changes.
A spedific protective function of vitamin A against Infectons, which was assumed
carlier!™T N O {5 now doubted. ™4

The most often used test for vitamn A deficdency w the measunng of the
dark adaptation of the eyes. Thm is done by determuning the threahold amount
of Iight which must be used to {lluminate a given surface 1n order to render it
visible The readings after Iight and derk adaptation are then compared 424
The value of the dark adaptation test for vitamm A defickency has recently been
questioned % The determination of the concentration of vitamin A m the
blood ptasma will probably be a better indrator of deficdency than the dark
adaptation ™ but so far only Lttle work with spectrophotometric determinations
of the vitamin A content in connection with skan chsnges has been done N9

The fat droplets comtaining vitamin A are highly fluorescent in ultraviolet
light, but lose this property rapidly in ultraviolet light ™ Surpdsingly enough
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1.4
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In examinations with the fluorescence microwcope vitamin A has been found to
be aleent from the epldermis even after the feeding of high doses ® 0

Tt b likely that vitamin A fs concerned with the lipid ~ Expenimenta) hyper
vitaminows A results In accumulauion of cholesterol in the adrenals the skin
and other organs™  s0 that kwons develop which are comparable to those of
Schilller Christian » dreace  Circumscribed alopecia 13 ako a feature of this
expennmental divease

Fir 3% Infaa 18 mom beefear  Folicwler hyperheratochia vl ml A defickency  Hio serephthal
mia FroaFrrr ( % 11 C K andCha, F T Arch Devma & Ayph 1833)

Dermadromen —Hyperkeratimztion as an effect of vitamin A defency
on the epithellum has been known for o long ume (Mor after Schaaf™?)  In
the rat 1t leads to the appearance of keratinired celb in the vaginal mucow
& phenomenon resembling estrus.

In the human skin the effect of vitamin A deficency are also dominated
by hyperkeratinization ¥ Drynes cnused by 1mpaired function of the kerat
nlzcd oil and sweat glands 1 the fit symptom  Frazier and Hu™ and inde-

“'mﬂ ond Pepper 1l Preperties of H maa Flin Reveaked by Flosrsecewcs Mire-
-n-rv-mum.n -n:-\n.-nAl-m ﬂ:hmmhbor-uanmu preteres
1t minoes A durch FUi rrung 0 reinem A Viamia
urna-n.mmm vrrn-rhr |Iz n'nqm (L=}
#ara E D ant fba oeva, L ¥ Vi
nk-hl‘-tm-::l'l‘mlml-{lml}h—-.Au Rev Soviet Med 3 1837 1048
®iFrage O N and He, © K Crtansses Lecioss Assecia o1 Wk Defcirncy (n Vitamin A
o Mam, Arek Tt Med 8 207814, 1931
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Loewenthato® described a characteristic dermatoabs which oceurred
mﬁ; in persons who had lived on 2 dset deficlent in vitamin A and who
suffered from night blindness keratomalacza and/or xerophthaimis. The exup-
tlon which was aalled pkrynoderma or toad skin by Nicholhs ## healed after treat
ment with vitamin A oc an adequate dwet.

Fig 387 —Male sind 14 youry.  Diffuse follicwdar byperkeratases n
(Frem Frusier u;

(plrymoderam) la vitamin 4 defcienry
ON O Oh sadCha, FT Airrh Dermat &

rph., 1843 )

Phrynoderma consists of dbsceminated somewhat grouped peryfallicalar
popules with a central keratotic plug or spme  In severe casest™® the papules
are large flat or hemispherwnl sometimes acneiform without suppuration
sometimes more Hke lichen planea  State colored hyperpygmentation may occur
in and around the kesions. The eruption is urually abundant and symmetrical
predominantly appearing first on the anterolatern) aspect of the thighs and the

"MLerwrnthal L J A A Yew Culasmsus Wanifertation in the fyodrome ( Tiamio A De-
Scisncy Arch Dermat & Syph T8 700701, 1933

PSNickella, L. Mirymedrrias A Cemtition Dwe (0 Tlhamin Dechency Indisa AL Oar 83
Ill-:. (L)

Fuml P Chxirnl Masieatations of Yhamis Defickncy | ihe Malay Statm, Arch. Dermat &
[ T ST
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posterolateral aspect of the upper part of the forearms spreading from here 1o
the extensor surfaces of the arms and beg~ the shoulders abdomen chest back
and buttocks.¥™  Itching Is a frequent complaint  There 1 abeence of visible
sweating so that the artcular folds become dry and rcaly  Diffuse branny
rcaling  ashing ™ b alvo often noticeabl  especially tn Negroes ™ The colored
skin is apt 10 lose Its natural sheen ! The lack of ofliness helps to differentiate
this papular eruption from acne

Fla ~n Slade naed 14 yrars  Prajretisg splncile folficular hyperhers owa | ltamin A desicieney
From Frager C ¥ N1 C K endCim F T Arrh Dermai & fyph 1903

Comedones are common not only in adolescents but also in older persons
Brittleness and grooving of the najl 7% 84 g 3 feature of avitaminosis A. Lo
of luster of the harr caused by dryness and alopeca are frequently observed
phenomena nH ™

Phrynoderma usually precedes the ophtka/mic sympions ®4 which sometimes
are completely abeent  Pillat™ describea a characterntic pigmentation of the

Uiirhmas F and Rapapart, B O Cutancoss Msibrsts loce of Viamin A Defcirncy =
Chfkdren, J A M A 1M 336 1840

) Cea ributien  Cwtascoos Masifretations of Viasds A Defickrwey Chimess M. J
S91 915819 1908 Xk §5 AN

mom, Alopecia Clreumaeripis Dwe  Viamim A Defickmry Cae Arch, Dermm & Syph

#1 110-111 1943
honit i1 Edtted by W Atepp Terita 1830, Jultes #

A Ernlumogsears
Ufrasler O N and Ho O K Natere and Disribation According t  Ase o Cutamrous

of Vitamin A ¥ (ST Casm) Arch Derma & Syph 33 033442, 164
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conjonctivae most marked In the caruncula plea semilunads, and the lower
fornix. The pigmentatson may outlast the deficency state after treatment
with vitamm A.

Fix $%. —Foificalar kyperirratos i itamts 4 defescy with owephtimiods  (From Frasler O X
HeO K »d Uk F T Arch Dernut & $ypa 184)

The kistopathologic fentures are epithelial hyperplasna and hyperkeratiniza
tian with asocated follicular keratinization and degeneration of the hairs as well
as of the sweat and oil glands ™.5%  There s some inflammation 1n the corlum
but no pustulation  The disease 13 not rare among children™ as had been ong
inally assumed The closer the age groups are to puberty the more likely they
are to be affected.™® This b 1n Line with the well knowm tendency to follicular
krratoss 1n acne ju wmli.

Among children with serosls of the skin without phrynoderma the petrs
are equally affected.  Inadult groups the patwents are almost exclumvely males 75
Straum{jord™® has tred to explain the formation of vernix caseowa by the abmence

of the antikeratin #ing vitamin A i later fetal | fe A small group of pregnant

T3fealt F Il liiope boioxy of Ra fila fm Avitarinade A Arch. Dermat & gy §7
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women who were treated with high daily dowes of vitamin A dunng the last
six month of pregnancy had babses with kess vernix than usual

The response of phrynoderma and the other dermadromes to dwetary frear
ment and vitanun A In daily doses of 100000 t0 300000 I U is uwsually prompt
within two to four months  The sef 1ccous recretion wa often restored within
two neeks  The recogaition of a follicular keritowus as a speafic manifestation
of vitamin A deficdency by Trazler and Wu stimulated investigation of the
nature of other follrcular keratowes I k¥ found In erght out of ten cases of
Darier 3 discase the blood vitamin A bekow normal and in nine cases he was able
to ymprove the hyperkeratotic symptem  of thes hereditany dicease which up to
then had been largely comswdered incuratle  The vitamin A level In the blood
rose under treatment with approsimately 200 000 units duly

PeckPO 4% beheves Darrer s diseace to be o congemital disorder of the ab-
sorption of the vitarmin A or of the converrion of carotence by the hver into the
final product  Pueck s work has been confirmed 1n several Instancea BON® of
this rare dermatosrs but rest tant cases have also been found 119

The follicular kerntosis in pityriasis rabra prlarss (Devergre s diseasc)
prompted Brunsting™® and Sheard to analogou  vestiations.  In three cases
the threshold level of dark adaptatson were much higher than normal  Under
vitamin A treatment the night blindner  and later alo the eutancous changes
improved materially  The vitamm A content of the blood has several times been
found low ¥® % The good results of treitment with vitamin A have been
confirmed 1n some carce.?? %

Treatment with vitamin A ha been found benefichal w varjous forms of
excesuve or aboormal keratinzation particularly In dermatoses which have the
features of dryness (asteatons) and follicular or other hyperkeratoss such as
acne vulgaris, callives coma 1 B4 poyrjrns kraurosis vulvae M Lichen
pilans 4 keratotie hichenowd pliques of the kegs, ichthyusiform erythroderma in
Hodgkin » Divcase with hepatic involvement 1 gcaliness of the external ouditory
canal®™ nummular cczema ®  battleness of the naiks ¥9 dryness of the skin in
diabetes™™ and keratosis Ulennorrhagica ® [t has been recommended in olat
ments for the treatment of burn ind  Jow healing wounds and ulcers."? The
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cod Liver oil contaning salves are an example  Vitamm A in high doses has
been found Ineffective in ichthyoshs ©

All the meationed 1adfcotons canxst yei be comssdered extablihed B4 The
thmpeuﬂcdulc-ufvimmmArungefmmSOOOOtoZOOOOOuniudaﬂy In
lp(teoltheflctthatLhebloodmmlevzlo{wtnmfu,&hmbeeﬂfrequmdy

i 190 —Iityriace rabe plarls  (Courteey Dr M Jestoer )

found to be low In widespread dermatitis eczema nad psorams o
eﬁeet: vitamia A therapy could be obeerved in such cuses n7 Thcmm;
wvitmmin A in the blood plasma of 55 patients with di dermatoses
enthlly normal #% ' i i

*HPek. L W Olck. A W and Charyis, L THamin A Stwdies
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Carotencemla \anthosl —Camtincrua auramftans (Bacltz after hauf
mann'®) or xanthoses (\on Noorden and Salonion) after Salomon "7 (manifests
itrelf by a yellow discoloration of the rerum and of large area of the skan Tlhe
yellow color which may have canary ochre or sulfur shades sucgests at fir t
glance icteru  but the sclerae are white an | the mucou membranes are @ yally
of normal color with the exception of the palate  An ther di unguishing feature
is the di tril ution of the yellom pigruentation  The nawfatnal fold  the asillae
amd the paims amd rotes are the sites ¢ § the most inten 1ve dhsentoraton 1n i ht
caser the only mtes  In contra t to ieterus prurtu I atrent unke< caused by
duabetew.  There are no cumplaints other than the di figurement

The udne i Iight compared with an feterre unne although carotene 1 ex
creted in the urine

The hitory and phy tca! evamination almost regularly reveal that the
patient had hived for a long ime on a vegetarian dict that heisa dabetie or both

The yellow sulntanee which caue the discoloration ha long been identified
a carotene  The carotenes are red ominge of vidlow ovypen free hydrocarbona
with 40 C-atom which 1y hydrolvmt  form the akohol vitamin A Al
green leaver (not the yellow leavein fall) carrot pumplm  yellow squash
oranges especially wome Japanewe varieties and many other frints contan caro-
tenes.  Amimak are unal le to form carotene but they take 1t 10 and store 1t 1
the Iner the fat the retina the corpu luteum and the adrenal [t cavces th
yellow color of the butterfat the body fat and of the efg volk. Caroten d s
not appear i the sweat™  The homy Liyer of the epiderms ha a marked
affinity for carotene which cxplains the normal yellow hue of the palms roles
and eallucs.n™

Carotinemia has often been seen in babies fed wath carrot [t was frequently
observed dunng the First World War in Germany ™ where at times moxt of the
population wa compelled to live almost exclusively on rutahaga  carrots and
other vegetables It § also prevalent in the Japanese inland where the fish and
meat supply is scanty  After leeding infants with carrots for a very long time
the carotmemia may di<appear in smte of contsnumg with the dret The system
apparently adjusts itself and becomes able to step up the sphitting of carotene
The alimentary carotinemia particalarly in Infnts 1 harmles and disappears
quickly after a change in the diet {Diabetic carotinemia see chapter on Duxbetes)

Vitamin D {viosterol and activated 7-dehydrocholesterol) 1 stored mainly
nthe b er butalsoint eskit ndinother organ  One of the known functions
of vitamine D 1 the mamtenance of the absorption of calqum and phosphocus
from the mtestinal tract ™ The most important atamin D defioency drease
is rickets

No dermatosis caused by 1tamin D deficency ha been estabd shed  Thera
peutic success with daily doses of 50 000 to 400 000 unit ha e been reported in
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peraphigus "0 but confirmatios has remalned lacking ®®  The treatment
has also been pivest @ troal 1 peorians?®18 and acne vulgars. Though 80 per
cent sausiactory results were clatmed 1n a large senes B9 the method has not
foand genera] recogmution *%

Yitamin E comprses 8 group of more than 130 substances!™ Expen
mental avitamunosts E manifests itself by sterility muscular dystrophy paralysis
and otber symptoms according to the snimal used  AMany sted germ oils, par
ticularly that of wheat coatmn vitamin E, which has so far not become of recog
nuzed dermatological importance. Its successful use In acrodyma has been
reported 1%

Vitamin K (menadone) occurs most abundently in green leaves, eg
spinach alfalfa nnd cebbage It 1 aleo synthemrsd by several bactena eg
Eschenichin coli. It absence mhibita the prothrombix formatson In the lver
When the prothrombin drops to about 10 per cent of normal in chrcks kept oo 2
vitarmin K free diet the bleeding tendency appears ®¥ In man obstruchve
jaundice through the absence of bile salts 1 the inteatines ympairs the absorp-
tion of adequate amounts of vitamin K and thus creates hypothrombinemiz wath
a subsequent hemorrhagic tendency (Brown and Bancroft 1935 after Quuck™)
Therefore the picture of avitnminosss k. 1s that of hemocthagl disease which
may cause purpuric tkun manifestations. In the adult it results most often from
severe disease of the liver from short-arculting operations o chronic dmenses
of the mtestina] tract.  For the role of vitamm k. 1in the hemorrhagic disease of
the newborn see chapter on newborn page 394

The Yitamin B Complex —According to Elvehjem®™ the B complex
coamats of at least ¢ dozen mepnmte factors which vary widely in thelr chemucal
structure and phymolopreal effects. Defiaency in any one of the B-vitamins s

usunlly complicnted by a deficieny in another B-vitamm or by a deficency
som ather mmmm B nw
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A nitamim B defictency should be suspected In indigent groups 1n persons with
peculuar food habits e g alcohof addicts, in perrons who live mainly on sweets
and in dietary faddists and 1n patients with discases altering the vitammn B
requirement  Jolliffle™  mentions in this connection prolonged abinormal strain
manic depreseive psychoses fever of bong duration hyperthyrofdism pregnancy
lactation rapd growmth diarchea of long duration polyuna  gastrontesunal
fistulae and hver and stomach diseases

Thismine —The nchest sources of thiamine are yea t pork catmesl!
peanuts and other seed  amd Iiver Spinach tomuatoes oranges apples and
white unfortified bread are poor in this vitamin - Wathout the use of whole gram
cereals or enriched bread it 1 difficult to meet the adult daily requirement of
1.5 t0 23 mg ®Y Symptom of thumine deficiency ™ include anorevia fatigue
fnsomnia naurca con tipation headache precordial distress and a group of
nore tangible neurological manifestatrons hke symmetsic polyneuritis especally
of the legs followed 1y central symptom known as Wernicke s syndrome
Finally there occurs a group of arculatory dreturbances mduding edema
scrous effudons and arculatory oodlap~+  There circulitory manifestations
occur 1n about one-third of the piuent with podyneuropathy Al the mentioned
symptom  together with therr many varlation  form the beribers complex
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Fig 91 (belll o and peritthe I riboffar] defkhemcy  Cowrtesy Dr O 11 Fleid J  and The
Uploh  Company

The only well established e rly and therefore important skis maxfestation
1% bertbert s the burning of the soles of the feet and numbness of the dorsum and
lower part of the ankk ™ 7% Glositis perléche™® and other skin manifesta
tioas probably belong to amociited avitaminoses  The expected pain relieving

NFgparpie. L B Muralng Feei la Labourers oa Femar Mastation ta Bri ik O yaoe J Trop
Moed, 11 354-350, 1939
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Fis 2302 —Lew of papiiss Diformes and increasd redeem of e teaxwe fa vitamin B deficency
(Coartrey Theraprutlo Netew, Parics, Davie & Compaxy )

JARIE

Fir 153 THemin D deichrncy  Lomt of papiTise S2iformes remliieg 1o stick fmered tosgue  (Courtesy
Wisconels (lencral Hespial )
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and curative effect of thunun tn herpes zoster and postherpetic neuralga has
faited to materfalize 7%

Riboflavin —This vitamin is & yellow crystalline heat stable bat light
Labile?  subwtance It function a an enzvme m u o re~piration Luver
milk and vegetables are the beot sources The diily miminial requirement ean
be met with one rerving of hiver or one quart of milk  Fapenimental arfboflave
nosrs causes retarded growth dermatits and catiractinrats partlys from mydin
degencration in chicks and doge and opacites 1n the comea of vardous animak

Dermadromes —In man  va<cularizng kemtiti | uwwally the fiest to
appear  Ttmay be lollowed In glon sty and derma Iromes Sebrelland Buthert ™
gave emghteen adult wonien the so-cllex] Goklberger Tanner diet™ which doe
rot contaln meit milk or vea t but con Bt manly (f lard commeil eaten
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Fix 291 Vltamsn B detcleacy Derl be Tragee ! (aBawe! fvared of papilise SHormes ba
warted  dimppear  (ourtesy Dr Gam  Cooper

tomato jurce cod liver o1l and other item  low in riboflinin and micounic acd
Withyn three to four months ten out of the eighteen perron developed mallor
of the lips at the angles of the mouth without invol ement of the buccl mucoa
This pallor was roon followed by macerition  bilateral superficial trmnsverse
fissures estending downward from the anghe In rome in tinces ns much a one
half of an inch  Thus tymcal perleche d veloped  There was [ itke inflam
matory reaction  The lesion remained mot t and becime covered with a yellow
cust  The lipe became ernded and red abong the hine of closure  Sebrell and
Butlert'™ called this labul affection chedosis  In addition to the cheilous there
was a fine seborrheic desquamation on a light erythenw in the nasolablal folds
on the alae nast 1n the vestibul of the nose and on the ears

TMRuttmer 1 d Rell H Mrrpes Zoster od Yitamla D J A M3 1133 33852544, 1978,
W H andP Jor R K Nbofa | Defcieacy ia M 0o, Pub Heslth Brp 83 382
o189
M Ookiperger I and Tamner Fellaxta— Prevex b Action of Dried Brams, Cowrin, Dried
MEK pd Prewess Yess Tub Hmuarpnnm ”
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Other authors™™ 2" gheerved fUform excrescemces of o seborrkeic malsre
n the nasolabial folds and ther surroundings resembling urea frost in condi
tions which they felt to be due to riboflavin deficlency

The expenmental chefloms healed promptly on crystalline synthetic ribo-
flavin while mcotinic acid failed to cure it Spc casen of cheil

are not infrequently found among alcoholics and other persons liable to become
vitamm B deficlent.  Jolluffe®" et al demonstrated that many of these sponta
neous cases of cheflosls responded to synthetic riboflavin bat nat to thiamin
nicotinic aced or pyndoan (also see Finnernd®*)

In some cases of ariboflavinosts the tongus has been found purplish red
fissured and with enlarged papillae #% Riboflavin In doses of 2.5 to 50 mg
given by mouth healy chelloms from nboflavin deficdency sometimes strikingly
in a few days U™ but of course fails to do so when the perléche or chellitis are
due to other causs 81 e g Il fitting dentures or senstdvity to Ight. Cherloms
n also a common feature of pellagra {n children =%

Sydenstnicker™ and .others have described acwlar symptoms espechlly an
early vasculanzing kertitis accompanied by Inflammation of the Hmbic plexus
and conjunctiva bulbl In the mterpalpebral space  Photophobia 1 2 charac
tenstic complaint. The slit lamp is pecesary for early dugnoms  The keratit
resembles the form often associated with rosacea but it is bilateral reeponds to
riboflavin apd shows a different vascular pattern

The valldity of the syndrome cheiloss keratitls and glomsitis as & manf
festation of ariboflavinoss has recently been doubted because of the faflure of
riboflavin to cure it in 20 cases.™  Riboflavin has lately been recommended in
the treatment of eceoma ®% D%

Rats wath chronle hyporiboflavinoss showed in contrast to other avitam:
noses a henvy infestation with lice which disappeared after feediog them ribo-
flavin =%

Nleotinic Aeld (Niseln) Pellagra,—Nicotinic acid (niacin) and nicotinic
ackd amide (oiacin amide) are the components of two pairs of beat atable

(Chick and Roscoe™) coenxymes comeermed with respiration and  earbo-
hydrate metabolsm.®® A deficency discase in dogs culled blacktongue has,
since the work of Goldberger and his coworkers i the early twentits been con

“These powudomrborrheic Chinges Caolld met be coafused  Hth sebortheln dersmtite,  bleh i
ecompuaied by oty datr asd sita,
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sidered analogous to human pellagra 1n 1937 Elvehpem discovered that nrcotinie
acld would cure canine Macktongue  Deficieney of nrcotmic acd i genenally
believed to be the main cawee of pellagra though dinical pellagra Is considered
now to be a multiple vitamin defickency B #" which §{ often arwociated with
symptoms of beriberi % anboflavinosk™* (Hou after Ottenstein?) sprue ™l and
scury

Liver and yeast are the nchest natural sourves of nicotinicacd  Com con
tains only ahout one fifth of the nlacin content of wheat and the refined flours
of both grains lowe almost the entire amount  Nevertheless cven refined wheat
flour still contains three times a2 much naain as refined comn flour  The pecaliar
scaraity of nlacin in corn accounts for the frequency of pellagra in countries
where the diet of the poor consits predominantly of corn flour products  The
first medical writer on peflagra the Spaniard Casal in 1762, already suspected
the use of corn flour in the poor peasant populition as oac of the causes of pel
fagra™ \\e know now that other defickent diets may cause pellagm too
Alcoholism and chronic gartro-intestinal dreease are the most tmportant casses
of pellagra in countries trithox! exdemic pellagra ™ Among 102 cases in Balti
mote about one-third were due to akoholism  one-third due to malnutntien
and omne-third secondary to other discasen™ ™ Chronlc gastric ukeer cancer
of the stomach and surgienl removal of large parts of the stomach or bowel
are conditions which predmpose to pellagra =7

The main cemlers of endemic pellagra are found in some warm mediterranean
countnes and in the southern US A The tropics as well as the cooler chimates
have only sporadic cames mastly alcoholis, insane or patlents with gastre
dmorders.  The incidence has become smaller in the main centers eg Iah™
(Lavinder alter Seale Hams™ ) where the morbidity of 104,067 in 1881 had
diminished to 55029 1n 1905 probably due to improved living and eating con
ditlons. At the same time the mortality was reduced to about one tenth
Thus in the last decader pellagra has beconte a rare disease in the classical pel
lagra country A deaded trend to the better also prevads in the southeastern
US.A where the incrdence has been reduced by more than 30 per cent from
1929 to 19362  Todyy pellagra ~ no longer a major public health problem

WoGerdoa E R and Aeyringiamt E L Vitam! Therapy (n Graeral Practies Clicago 1940,
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1 the Unfon though It 1s far from being stamped cut.  In 1938 3 205 deaths from
pellagra occurred mostly m the southesstern states, It is remackable that the
southwest has a very Jow pellagra mte

The apes between 20 and 45 years seem to be most susceptible (Lavinder
after ] Jadasschn™") but no age group is immune.  Many large statistics show
« dominance of the female sex. Menstruation pregnancy and lactation are peo-
yoking factocs The dutribution of the lemans suggests stroogly that sswhight
ts an important pathogenetic element yet a great number of obeervations of
typical letsons In covered skun (vulve) and of lemons restricted to the typical areas
m children who did not wear any dothes prove that exposare to light is not the
only provoking factor ™ though one of great fmportance m the eruptive staged
oc after & prolonged deficlent diet.™ Some authors even claym & beneficial in
flzence of mmiight in pellagra in some stages®™ (for extensive discussion of the
suntight factor see also Seale Harris®™)

Lack of a gastric, trinmc antl peliagral factor ™ and faflure of the liver to
store and utlhre nicotinle acd are much discused pathogenetic [actorn.t™

Tho word peliagra 1s derrved from the Ttalian pelle agra sharp burning sldn
oc from the Latin pelits aegra —eick, uphealthy skin. The skin manifestations
bowever though charscterstic do not represent the most senous part of the
syndrome,

Usually the disesse™? sarts 1n the spring of the year with increasing lasmtode
and musculer weakness especually of the legs which make the patients slow
moving and resort to the use of canes a suggestive symptom well known to physi-
cans in pellagra regions.

Alresdy in this early stage bwrmng of the seermingty still normal skin
partscatarly of the feet, a burmuing sensation 1n the throat which cannot be soothed
by cold water and other paresthessas cause discomfort The patients avoid the
beat and Be uncovered in bed Headache and sudden attacks of dizziness or
falling without coma convulsjons, or nystagmus are typlcal werroxs symploms
The reflexes are increased the puplls are small *™  Paychoses of widely varying
serfousiess develop frequently The faclal expreson of the patient Is often
a worrled fearful mebincholic or stuporous one ¥®  Such patients ery eamly
and are depressed sometimes in realization of the detersoration of their faculties.
In severe cases hallugnations depressson even manla, delinum sicldal at
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tempts and other manifestatons of psychoxes develop #4¥  On the other hand
peychosis with a long confinement to institutions 1« a predisposing factor to
pellagra =

The internal symptem  are domwnated by vanous phases of inflammation
of the pastroiteshimal tract  There disturbances most often acconnt for a fatal
outcome ™ The oral symptoms will be deacribed later

Anorexia [+ an carly symptom  \ausea vomiting and durrhea are common
though greatly varying 1 intenmty  Free [{C1 K alent in more than 66 per
cent™ P and the pepsin content 13 low  The stook no matter of what con
slstency are nearly always foul #¥  Amema i pre<ent in about 50 per cent =2 39
Daabetes 1usipidus has been obwerved frequently  Urinany porphrriw has been
found according to the extent and acuity of the skin manifestations. 1t is a cop-
roporphynin which ha 1t a weak hght rensitinng eflect.  Porphynin eacretion was

T 15 Priars Extemsve dermaill om reht hasd foilesing acrideatal  alaierl exposre §
sl From Humie Rethe  Culeal I'riiaxms, The ¢ ¥ 3esby Co)
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fournd negative io the interval between the attacka.=® Urinary porphyrin has
oceaslonally been found in alcoholies with or without pellagra.™  Fever in gen
erally absent but in some cases a spikang fever with diarrhea may create a
typhold-resembling raprdly fatal disense =755

Dermadromes.—Skn manifestations of pellagra appear in the majority
of the cases.™  They do not cause such dangeroas complications as the gastro-
intestinal and neurological symptoms but they are of great diagnostic, even path

Fu 198 —Furl peilagross dermaihth over ihe patelies  (Cowrteey Dr Tlrary Feld J  aod tha
Updwhn Compeay

ognomonic importnnce  Together with the sometimes dublous internal com

plalnts they give the syndrome of pellagra its character a a well defined entty

“","_:'«uw Fifiowr P oasd fpks T D Perphyriunria b Pritacs, Quart J Mad € 308

l‘—ml sad Meiklejoha A P Peilagra asd Purphyrineris Am J 3 Ac 341 38033,
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The outbretk of tymeal pellagral erythema occurs suddenly  sometimes
preceded by a premonitory  deaduous macular eruption™ on the dorsa of the
hand  The true erythema of pellagra appears most frequently at first on the
dorra of the hands  In contrast to eczema this kesion 19 solid and well defined
Fyen in sunlight exposed and tanned forearms the pellagral erythema rarely
evtends higher up than the w1 t ine The palms remain free  The pellagral
erythema frequently stops at the knuckles but it may invade the extensor
surfaces of the fingern =

]

Flx 197 —Frilagrs, colasel Caeal  (Coartray Dr 31 Jemmer)

Occamonally the erythema aflecta the flexor aspects 1n a strap oc cuff like
bndge if ths occurs it 18 conudered an important diagnostic mgn % The
wnstep is the mte of an additionaf erythema Here the mnflammauen extends
from a line right above the ankles to the base of the toes. [n analogy to the
hands the dorsa of the tocs are onby occamonally involved The erythema
may also appear on the face  The brdge of the nose 1+ most frequently erythe-
matous, but diffuse or confluent always symmetnic patches may occupy the
whole face In the confluent type polyryclic patterns may appear Facal
erythema fs more often encountered in women and children than in men and It
is often inconspleuous. ™  Narrow bands of skin aloag the halr Iine and around
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the mouth remain normal This mask like distnbution is simdar to that of
chloasma

The fourth typlcal smte of pellagral erythema fa & ring of varying width
around the entire neck.  This i called the neckisco or coller of Casal. In the
typical instances, Casal s necklace extends into the sternal area as a berloque
shaped sppendic.

The elbows knees (Bass after Senle Harris™) shoulders, scrotum, perineun,
vulva and Infra mammary areas™' 24 are some of the less common sites  Sym

5 Cuwmal Lacations, Arck. Dermat & Syoh 5 T34 394
Unmswn! Bites of Lesitng tn Pellagre, Arch.
Darmat. & S7ph #9 041-684, 1843
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metry fs o pr xd sometimes astonish feature ™ The skin on which
the ery thema develops is often slightly edematous At first the erythema conslsts
of confluent pink blotches but within a week it takes on a bright scarket red color
which later has a copper or mahagony hue ¥

A few days after the appearance of the erythema the epedermis cracks and
fisswres develop  In rome cames vesickes blisters pustules and other forms of
secondary anfection may appear with a predilectron for the hair follicles of
the doraa of the fingere.  Theee follicles are often hlackened with non-removable
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Y 199 \ul ita ) pelagrs Frem llarrk, Rewle  Crtuical Peflagms )

dit In the early part of the mecond week the erythema reaches its peak.
A pink halo up to 2 cm 1n wrdth may surround the lesions. A few days later
the acute symptoms recede and ichthyosiform keratoss peelmg deep fissuring
and increasing pigmentation become the dominating features  The pattern of
ridges and furrows ks coarsened  Fofliewlar keratases nppeur in the erythemztous
areas  On the hands they may be inconsprcuous but ca the bndge the tip and
the mdes of the nose and in the masolabtal foids they may form grater-like patterns

This follicular hyperkeratoss about the nose has been referred to as sebor
rhea ®® The facial follicular hyperkeratosis s a frequent and charactenstic
clinical fenture of pellagra ™

The centers of the pellagral areas begin to clear up during the fourth week.
The horny layer comes off in large flakes sometimes in sheets of the sre of the
entire lesion A scaly hyperkeratotic margin may remain for some time.
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The typrcal attack of pellagral erythema is over In 6 to 10 weeks  Pellagra
usually occurs 1 repwated aftacks mostly n sprnog and early summer although
recurrences in fall occur occamonally  In winter time the patent is usmlly free
of symptoms.  The repeated attacks of erythema on the docsa of the hands leave
the akin fn an mcrensingly atrophic condition which of course 1 not reversible.

e —————

T 30 Newieoted prilaars Thickened fwared tad plommted beioss extesdizg far heyosd
remmouly Wnolved dena of be haod  (From Harvis Arle  Climbcal Pellagrn) -
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Longuisdinal yellowish siripes (sometimes referred to as striae) are camsed by
underlying ext -nsoc tendon which can be ween through the thin atrophsc skin
m moderately strong day hght 1T Orul manifestations ocaur 1o about one
half of the cares (Sandmith after ] Jadawohn™ ) They are important because
rome of them eg larning and mlivation are among the earliest sy mptoms.
The deseniption of the fosgwe in pellagra vany  Swelling and coating are eardy

Fig 301 %oraled echorrbes of the mew | pellagra  (From Herris, Sesle  Clinkcwl Prilegra )

symptoms  Denudation may occur on the margins and on the tip while the
darsum rem.uns coated ! =

In fully developed cases the fungiform papillie may be reddened and
swollen (raspberry tongue) or 1n later stages atrophic, thus giving the appear
ance of & slick bald thin tongue Fissures and ulcerations black hairy toogoe,
brown coating ulcerntion and other lestons have been observed.  In acute stages
the entire oral mucosa may be fiery red Aphthous kestons are common =¥
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The l1ps may show amal] red erossons and there may be angular fisures Plaut
Vincent s Infection of the gums i 2 common finding in pellagral stormantis ™

Vagimiis and yubniss with much discharge and occasionally edema of the
clitoris and labma munara s often called an important or even pathogmormonic
symptom.
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Tig. 302 —Pellagre. Typical dermatitis of be Sret 5o of the
il pateflar rrgloow  (From Harrle, Sesls

The mails are usually not affected  The hair s often shed du the

ttacks
and complete alopecia has been seen to develop  The loss of Lhednlftmlnp-rt of
the eythrows is irequent and may have some mdocnnolggml significance (sce

P Kamirsky J amd Burovs L Xt Klskk der Pelagn
Trepes-Hyg 3 37333, 1992 tn Ah asen Areh ! SchiTe
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chapter on Endocrines)  Of Interest is the ol~ervation of koilonychia and achy lic
anemyy (Plummer Vinson syndrome) In a woman with pellagra 29

Epithelioma of the skin is a surprivungly rare complication In pellagrat
dermatitre 222

The occurrence of repeated sea<onal attack has already been mentioned
Many rarsations 1x conrze and symptomatology have become known so that the
diagnoss in nonendemic cares may be extremely difficult or even impossible in
the alrence of skin mandestation  The term pellugra sime pellagra Is used for
such cases  Intermal symptoms usually precede the ervthema for a con derable
time B According to Merch the crythema rarely remains 2leent longer than
onc year after the first symptoms  Slight ery themas may well pass unnoticed
It is probably for this reason that the incidence of dermadromes has in some Large
series only been 45 per cent ¥ There I no relation hip between the degree of
the erythema and the severity of the internal svmptoms

Flx 30 DPriaers Typieal deroa Ul of be dorml asperts of the hands  Flwares 8 cTust
From IT rrie, Avale  Clinieal Pellagre |

Of great interest are the rarations of the climical picinre 1n vanous countries
and 1 the same country at different times  Thus Casal s nechlace and the In
volvement of the nstep areas is relats ely common in southern Europe especalh
the Balkans and rare in the U & A

DUifelicy W Warlverinderunges bel Primgrs, Arch ( Kchifew Tropes-H g AL 38138
137
n t tagr Arch Der

U od Relly

wai & Syph T3 1072-1078 1531

L ¥ Etlology Pathogeseris and Propklsuis of Priligrs ied peraciiel | parnsid
beler 1 181 176, 1033
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The post mortem pathology is unreveahng The moat striking feature is the
severe hepatic atrophy or fatty degeneration  As.can be expected the skin shows
keratosrs paraheratoss, prgmentation and atrophy according to the stage
There i degeneration of the elastic fibers and perrvascular ifiltration and hyalin
degeneration of the vascular walle®8  The unafiected skin also shows hyper
keratosis atrophy and inflammation though in a lesser degree.®*

The diagnosns s a clinical one mnce satisfactory Inboratery methods have
not yet been worked out. One has to consider ecxema 1n which there are no
mucosal symptoms and no atrophy and erythema exudativum multiforme
which the primary tesion 13 a coln-shaped erythematous urtica often with a
central vesicle. Acrodermatitis atrophicans takes a slow nonseasonal course
and has 1ts typical localzation and pityrasis rubra pilars is nonseasonal and
there Is no pronounced involvement of the typical pellagra mtes although nlacn
15 reportedly effective 37 The diagnoss of pellagr o easy 1n endemic and fully

Fiw J01 —Atrophs wres ja prilagrs  From H miv Seale  Chabesl Peftaers

developed cases but difficalt 1n sporadic and incomplete cases.  The typical mtes
the sharply outhned kesions the seasonal attacks, atrophy nutnitional pecnliaritses
including chronic gustrowntestinal disense and alcoholism and the combination
of intrrnal and skin mamfestations will often nmure the dmgnosis If its possi
bility once enters the phymcans mind  Incomplete syndromes™? may cause
great difficultics in the differentiaion from pernictous anemma 9 8¢ gprye
Addlwon  dwcase nd other entities
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As a diagnostic sign one has {0 add succensful treatment with nicotinkc ackdm
and a balaneed diet More than one thowand successlully treated cases (mico-
tinic ackd) were reported i 1941 whett Seake Harri4 published hia monograph on
pellagma Ol treatment with micatinic acid in divided doses totaling 500 mg
daily supplemented by vitamsn B complex and vitamins A C D and E, is recom
mended (Spres ea after Gordon and Sevringhaas, 87 After & week 100 mg
per day fs suffient  Ruffin and Smuth® adviee injections of about 100 mg
daily  Injections and larger doses by mouth are followed by Aushing of the face
together with a feeling of heat and tingling =°  This harmlew side-effect can
be avorded If the nicotinic ackd it given with the meals or replaced by nieotinie
acld amide ¥V

A high ealocic diet with the emphaes on meat Iner eggs milk and fresh
vegetables removal from slum housing and reduced expoeure to sunbght are
other important thempeutic factors.  Stomach prepamtions (ventnculin) have
been recommended b acveral nuthons 2 ¢ This medication is based oo the
discovery of an intrinse pellagrn preventing factor in the pastnc julee ¥2

The prognosts 11 naw better and recovery I often dramatic unlers frreversible
damage to the nenvtun and gastrointestinn]l systems or revere cachexm has
developed  In apite af hiver dnt or medication the mortality fn farge American
series wan atil] 20 to 317 and even 50 per cont ™Y 10 yrears ago but almost rero
i private practe ¥ Whth the use of plcotinic odid and other vitamins the
mortality has probably been fowered  \any authors stress the importance of
prolonged treatment after dhinreal cure

The pellagra preventing cffect of nrcotinic nerd has been proved o+

Pyridaniwe has been used with encournging resuits In the treatment of
adolescent acwe  The dores vared (rom 38 to 250 mg daily in divided doses,™*
Seborrhea and an acrodymua resembling syndrome have been seen in pymidaxine
deficent rogs 2459

"R e ) M DdBwik DT Treateen of Pelaers Witk Apeels] Refrrsce ¢ the Low of
Nicotlado Ackd Mewth !l 3 33 1047 1038
Oyl . ¢ Wl A The VesodOattar Efferis of Nicodlsie Ackl, Am. J X e
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According ta Gordon and Sevrmghaus #% pyridoxine 13 able to heal cheflosis
quicket than riboflavin ™ Some pellagra cases may hesl only after additson of
pyndazine to ths other vitamine.=* The healing effect in seborrheic ecrema
atople dermatitn and eczema™ still hacks confirmaton

No cutancous mamfestations In man bave definitely been related to de-
ficlencies of pasitkothemc acd cholims and bons  Panthothenic acd prevents
the greymg of the hair in rats fed on a B complex free diet ™ A substance in
uncooked eggwhite called eridsw®™ i able to wactrvate the vitamin blotis
(vitamin H) Dermatitis of the feet fn the chick, and alopeciz n rats fed on 2
diet contamning much raw egg white have been observed and some data pomt
ing to anslogowus phenomens In man are available™ ™ The so-called egg
white injury In the rat ban been cured by the addition of cxcess biotin™™ to the
eggwlutenich diet or by Inactvating the avidin by coolmng A para-cmise
denroic aesd deficent diet causes graying of the fur of rats, which can be cured by
feeding this substance ™ There s some evidence that reprgmentation of gray
halr In man may be stimulated by oral adminstration of para-ammo benzmc
aad o calaum panthothenate  The changes produced in some persons were
oaly of theoretical value snee in the majority of the cases with any change at
all an unmghtly yellow or greenish cast was produced sometumes togetber with
scattered wury black haum #72  No satisfactory restoration of the hair coloc
which could compete with dyiog hes been accomplished ¥7  Sovne results of
prolonged oral medication sath parm-amino benzoic add in witiligo have been
reported. &1

Inasitol Is required to maintain the fur of the mouse™ Stryker and Hal
bewen®™™ obeerved that 32 out of 42 cases of unexpluned and noncharactenstic
dermatiis abont the meck and face were accompanied by moderate macrocytic
anemis. These coses responded ot oace to proper diet and | ver extract, which
in the opunion of the anthors was due to the vitamin B complex.

Avitaminosls C—Seurvy —1vamin C or ascorbic and occurs in many
animal and plant tisues eapecially i the adrennl cortex from which it was first
Pilschefin Th K Stadie of the B Vitamin is the Humen Sabject, A, J A fc 183 (14,
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isolated.  The human body s unablke to rynthesize nscortne aad in the necesuary
amounts and therefore has to rely on the plant sources eapecnlly the atrus
frults peppers green kealy vegetables tomatoes and other plant products

Vitamin C s easily tractrrated by oxdathm  Cooking storing without
refrigeration slkalzation and the presence of copper even In traces ramdly
diminish the content of active vitamin C  In the organkm Ht is concerned wth
the maintenance of connective tissue  In acorbutie nmimak the formation of
JSibers from fibroblasts Is semously disturbed and the friabality of the apitan
walls which n dimeal scurvy lead to many manifeatatrons of hemorthagie
dreease may be explined by the lack of adeq intercellular syl et

Sewrry 1 at the present time a rare disease 1 adults 1t 13 seen folion Ing
malnutritson  among inmates of fll-managed peisons or other mstitutions In
times of famine or after prolonged gastrointestinal discase with restncted deet.
Scurvy Is more frequent in infants fed on cow s milk especrlly if the mill 1s
being sterilized by Lojling

In adults peneral weakness pain in the legs gingivitis purpura and other
hemorthage symptoms are the classic manifestations  Undeveloped cases are
supposcdly common and olten mistoken for rheumatiam /9 2% nfantile scuny
is dinically characterized by pallor a worned facal eapresson drawn up legs
in bed crying when handled paun in the fegs subpeniosteal hemorrhages
especually in the epiphyseal repon and gingi Jts wath bleeding if the child
alrendy has teeth Anocensa doss of weght sinceptilnlity to infection fever
ntestina) dmworders hematura and epostaxi  are other symptoms.  Urbach™
conmders the saturation test for vitamin A deficiency as much more valuable than
single determinations of the vitamin A content of blood plasma and urine This
test 15 based on the observation that the ascorlae acid levels 1n blood and urine
fail to nse substantially and for conuderable time mn o vitamin A depleted organ
ism after the intravenous injectrion of 500 mg of axcorinc acd  1n the pormal
40 per cent of the injected vitamn is eacreted within four hours while in scurvy
the excretion i tnfling 20 per cent at the most  The diagnows is helped by the
positive tourmiquet (Leede-Rumpel) test or a similar method™™ for testing the
fragiity of the capillarfes. Bleeding and cdagulation timmes as well as blood
platelet count are normal

The blood picture s normal exeept for a moderate anemua

The dermadromes of scurvy are signifiennt, though not speaific  The fol
hicular  lightly papular dull red hemorrhagic rask occurs early 1n th course of
clinical scurvy,  Later many of these papules show pronounced intrafolllcular
keratosis  The rash 19 ymnictrical and occuptes predominantly the extensor
surfaces of the extremities particularly of the lower legs and the hairy region of
the trunk  The palms and soles the face and the sealp remain free 2227 Some
of the follrcular lesions are truly petechnl without a papular charncter Large
subcutancous extravasations occur in the parts which are subject to frnction and

TEady W i The Avitaminoss, Halilmorr 1037 Willtaras & Wlikime Co
WGathie G P Method for Determining Strvoath of the Al Capilecies  Indirect Estlaa—
then Of the Indiviiual \itamin O Atsndard. J Lab & CTot 3ed 134 430 1933
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trauma such as the popliteal arens and the scalp  Extravasetion beneath the
conjunctivae also occurs  These dermadromes are more common in infantile
scurvy (Miter Barlow diecase)

The papulo-bemorrhagic, kerntotic and follicular rash in ecurvy has for a
loog time been known under various other names, like lichen scorbuticus ™@
lichen plfans or scorbutic gooseflesh ®™ The First Workd War gave the oppor
tumty for new observatlons of sarrvy oo a large scale. In some serles the
papulokeratotsc rash was present m 87 per cent.™ The folboular keratoses
often affected almost all folludes especally of the anteror aspects of the legw
%0 that a grater-like surface resulted Aficroscopic features of the scorbutic
skin Jes:ons are capillary congestion interatitmal hemorrhage and edema without
inflammatocry Infiltrate  The follicle contams a plug formed of the remnant of
the hair and keratotic matenial  The hair roots are not destroyed

The follcular lesions in scurvy (Whitfield after Wiltahore™) have much
clinical resemblance to those In vitamm A defidency However the vascular
factor which s 80 proeounced in scurvy 1s lackmg in phrynoderma  Scheer and
Rell 9 therefore believe that the follicular keratoses 1 scurvy are not due to
a muitiple deficency In expenimenio! riiaman A deficdency o man follicutar
keratotic papules and penfollicntar petechine were smong the first symptoms, ™t
Ecchymoses and gingivitis followed

Hyperpigmentaiion 1n scurvy has been observed® although it fa not yet sure
whether 1t Is due only to hemosidenn from the hemorrhagic disease or also to
the increased melanin production under the nfluence of vitmmin C deficency
Ascorbic addd Is able at least under experimental conditions to prevent melanin
formstwon (von Szent-GyOcgt after Schaaff™7) In the human skin melanin
occurs amocinted with vitamm C =7

Gingirifts in scurvy being an early signal is of great significance. The gums
are swollen and bleeding the papillae belng enlarged In small children the teeth
may become sabmerged under the swollen ginguva.  If the scurvy lasts longer
the teeth may fall cut and the alveolus may becoine nectotic. It has often been
stated that scorbutic gingivits does not develop in an edentulous mouth

The heahint of mownds s greatly impalred in sourvy™= 2% gt least in part due
to the dmsturbed production of intercellular subetances.

Untreated and fully developed scurvy b a disease with a high mortmhty
However if treatment w th 200-300 mg of vimamin C 1 adminstered daily
either orally or parenteralhy together with a full diet surprinng recovery may be
seen Gordon and Sevringhaus™ state that in all the Seld of medidne there is
peobably no move dramatic or gratfying resalt from a therapeutic mensure than
that which occurs when a patent with scurvy s given an adequate amount of
ascorbic acld
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No relationship between the kevel of vitamn C in the blood and the develop-
ment of a varely of shim diseases altogether 181 cases was found®® and oo
curative effect was noticed 7% Effects on colford mi/iam™® and on taricodermas
from arsphenamine ¥% mercury % gold #* have been reported  Some evidence
is avanitable that vitamin C exerts a detoxlying influence on arsphenamine treat
ment and thus may be able to prevent tove reactions ™
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CrArTER XA XII
DISORDERS OF THE BLOOD AND BLOOD FORMING
ORGANS

(Lymphoblastomas and Allled Disorders)

Leukemia lymphosarcoma Hodglan s disease, mycons fungosdes, and the
subvaneties of these disorders are now—at feast 10 America—commonly grouped
together under the name of lympboblastomes ®  This term which 1 not much
used In other countries is based on the conception that all these dmeases have
tumorlike features and that they are related by a common characterstic cell
the lymphoblast or a derivative of ths cell. A great number of transtional cuses
have been described to cocroborate the close relationship P™-8™  The neoplaatic
festures are found In the continuous and uncontrolled proliferation of cells, which
tend to differentiate like their cells of ongm  The proliferation s infiltrating and
i devoid of an ocderdy structural arrangement.  No cause lnknown  The course
IsInvanably [atal no certaln phenomena of immunity or protection are known 2%
7r  Heredity plays a role®™

Other authors™® produced some evidence for the infectious nature of the
groap.  Spread of the discase from a portal in the lymphatic timres of the gastro-
1ntestinal and respiratory tract mfammation necroals, fever and some exper]
ments! facts can be interpreted i1n favor of an infectiows, possibly virus 57
etiology Possibly in future a conception of infectious neoplasm will evolve

The term lymphoblastoma as a generic term has been accepted by authors
who do not approve of the merging of the entitles 10 question since they contider
the differentiating characteristics of greater importance ™

Leukemint™ w00

Leukemia is a fatal doease of unknown etiology primarily involving the
blood-forming organs 1.e the bone marrow the spleen the hymphatic nodes
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and the reticuloendothelial cell Tt ds charactenzed by widespread rapsd
and disorderly prolferation of the white blood cells and their precursors  Almast
withcut exceptim either during the entire course or in some phase of the disease
the white ! lorxd count 14 high sometimes very high The appearance of immature
letukacvtes In the lood «ften in vry large nambers is particularly signiscant

This proliferation « [ white cells almiont always involses only ane of the three types
the lymphocytes the mronulocvtes or the monocytes.  This is surpesing con

sidering the adjaceney of the mother cell In the bone marrow and 1n other organs

The resulting three main types «f leukemua the lymphord the myelord and the
maonocytic are clinfcally quite different Generalired enlargement of the lymph
nedes Is typscal [lymphoid keukemia but some Iy mphadenopathy may be present
in the other types  The spleen 19 usually enlarged the very large sires bewng
found in myeloid leukemia.  In monocy ticleukemia gangrenous and hemorrhagle
lesions of the mucous membranes often dominate the pecture W caknesa,
dyspmer fever and anemia occur in all ¢ypes. A hemorrhage tendency fsan early

and comm m feature v all types The metabs lee rate s frequently creased

In twe out { three cases the draease takes o chronic counse over years with or
without remmsione.  The acute discase ends fatally in a few weeks or months,
often with hemarthagic and mucosal symptome.  Acute course b known to occur
in any f the three types  Approxdmately one half of the mvelocytic and of the
momocy bie cases but only me Trth [ the lemphocy tic cases are acute ™

The leukemuas are relatively rare discases.  They conatitote a litthe more
than one-half per cent of the necropsy diagnoses mn a large Amencan series
(lkeda after Forkner™) with about two citses of |y mph »d lenkemiz to one care
of myelosd leukernia  This rati among the necropsies differs materially from
that of hosptal admusdons.  Among 455 cases of leukemia treated 1n Mount
Sinai Hosputal 1n New York roughly 66 per cent were myelmd 28 per cent
tymphotd and 1§ per cent monocvtic  In Denmark ronghly one out of 50 000
persons dies « f leukernia per vear (Nielsen after Forkner™)  No age 18 exempt
but the fourth decade of lfe has the largest incddence The male patwents
outnumber the fermales two to ne 2%

Dermsdromen L peclally of Lymphatic Leukemia.—Cutaneous lestons
oceur in all tyvpes of leukerma It s customany to distinguish between speaific
ekin lestons which histologically consit of the same cell which are char
acten tic f the blood in the cane in question and nomspeaific dermatoses which
are uften scent i feukema but de not contan leukemic ebements.

The border line 13 not very sharp since nginally nonspeaific lesions may
finally becr me pervaded by the leukemu cells,  E -en grossly normal skin may
prove to harbcur speatfic inltration  The nonspecific group = often called
leukeruds®™® r juat ids  The term leukemid has become misleading slnce

wefrjedmane, A B amd Meyer L A Obstvatioas ea Over 100 Casrs of Mprioprnmes and

Lymphathe Lewkemin Raciokogy 41 311-343 168
tmandry C S s eecémiden, Bull Soc fremc de derme ot qyph 13 HIG-1TL 190X
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in analogy to the xis" In infections 1t suggests the specific and not the non-
epecific tvpe ef syphillds trichophytuds, etc. (seo discrmuon to Sweltzer™) The
term  accompanying dermatoses” (Hautbegisiterschemmungen™) has not found
appeoval in the Anglo-Sexon literature, The adjective, tomc, bas also been veed to
chamctenre these dermatoses. It imphes an etiology which bas not been proved
It seems best to speak of specific and nonspecfic dermadromes  There & no
dermadroms wiich In a dimonl sense m abeolutely characteristic of ooe or the
other types of lenkemia. The majonty of published cases of akan lesons belongs
to the chronic lymphod lenkerria. ™ However In an anslysis of the cutancous
aspect of 160 cases of leukemia ™ the inctdence was about equal in both maun
types. Speclfic infiltrations were more common In lymphoid leukemm (83
verwus 5.5 per cent)  The cutaneous involvement in monocytrc leukemia seems
very high (75 per cent) but only small numbers are 80 far available. The dleg
rostic difficulties {n akin leukemia are consderably incressed by the experience
thet the cases mith leukemic slkan manifestations are frequently subleukemic or
aletkemic in the blood B They often show a leukemic blood only i Iate stages
of the disease. Another dificalty may be created by lymphocytomas. These
wre Infitratsony or tumors which hi ble leukemia but remain

1
¥y

Non-Specific Dermadromes.—These are vanable In thelr monograph
Arst and Fuhe™® mention dermatitls, ecrema, erythema exudativom multiforme
urticanas, porpura and bullous sad ruplal eruptions.  This colmades with Nanta s
rermark that there are $o many combingtions in thrs group that if one would like to
go into groupng every single observation could represent a type of its own.  The
incidence fy probably lugher than fifty per cent, minor akin leslons often pasing
unnoticed or at least unrecorded In the medical wards., Pruritos for instance

and MacEachern.™* Afost authors sgree that ssvere {tching alone or In con
necthon with visible rashes i3 a frequent symptom.#

has quite often been described. 1t 1 related to Buschks s prurigo lymphatics.
This Is & violently itching widespread not too dense eruption of small papales,
which son become scratched and erusty or impetiginous.  The lewons may foem

E  Leakscaid, Arch Dermat & Syph. 39 1063-10M, 1009,
0 sraaTr 7

™o \reh- Ral dl demal. ol T 7L 1931
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small erouons aml ulcens which leave gmented spate and streaks  Thus a
mottked melinoderma may ensve which resembles the ao-called vagabond s
skin  The frequent lows of body halr in thes stage i not only due to the rubbang
off but alan to a beginning specific nfiltration around the halr follrcles ™
Total alopecra has been obeerved  The i t dogic pecture f4 asa rube not a typ-
ical feukermic one bt xurprving speafic findings have beenme known  demon
strating that there s no sharp borderline Detween the specific and nonspecific
dermadromes ® P The sante s trtte of the herpes roster which occurs quite
often in the courve of leukemta ™ \While the zaster may take a normal course
s scarn may later become the sites of specific eukemic infltrations Mitms
Such provecations of apeaific leukemic lewions by Joenl inflammation or trauma 1
terpreted as hoebaer s phenomenan have been ob<erved in many cases ofter local
trauma fike insect utes burns cupplng plercing of the sarknbe funching of the
ear and other focal mechanwal injaries™ Aberrant or generalized roster
eruptions whych are quite rare feem to occur more frequently in leukemia 7307
PR The rare connectron of zoster and chicken pox in adults, and alzo the
variceiliform eruptions (H R Foerster 1o disarakm t¢ Barney*=*%#} have been
obeerved reveral times tn keubemic patents The generahiaation of roster seems
1o occur especially i perrony whoe resistance has been meakened by disease or
age T Fyvidence of involvement of the cornponding spinal ganghion by
bemorrhage or leukemic mfiltration is on record ¥ Some of the oster eruptions
in leukemia may have been caused by arrenreal

Specific Leubhemic Dermadrooies —Specific leukemc dermadeomes ap-
pear in several types which notwivstanding ther different clinmcal 2spect have

SNamta, A Lew treables de 1 pparell hématopoiftiqes (Tltmatedrrmien) Nowrste Tratigue

87
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a common histopathology the lenkemic infiltration  The rarest of the speaific
leukemlc involvements of the skun 13 the generalired papular rmsh which has
great smilarity to a secondary syphilitic exanthema  The dense™ eruption of
small red mostly follicular papules favors the trunk espedally the hips leaving
the face and the limba relatively free Con Wenng its great ranty the diagnosss

Fig 307 ApeciSio papmlir eroption tn hymphatic rekemls  (Cwartesy Diviiom of Dermasolory
Drpartmrs of Medicine Tniversity of Chicuge )

of lenkemia will hardly be made from the rash alone  But after exclusion of
syphilis and other papular exanthemas, ef  drug eruptions lenkemua shoukd be
comidered 2988 This diagnosis will be much easler 1f the papules tend to
coalesce and form plaques or If some papules reach tumor sie  Such cares of
tumors armsing from beds of papules link the papular type of cutaneous leukemia
with the leukemic tumors. Another transition 18 the furunculoss-resemblmg
rash of l.'u'ge not very distinct papules of moderately dense distribution ®
tuwors in leul B0 have been seen in sires varying from
lpmhudtonlampomm They are oval oc round mostly ramed. If they are

Mirrt, L. Prurigo Lymphatica Inl 84 T1
THRermesericy  Lymphatische Lewkimie mit spmifoch papulders Exaatbem wad baOser
Eruption, Tbi. $11 83
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conflyent the lines of coalescence are sometimes recognimble by deep lnear
grooves. Therr color may be red blaieh purple brown even almost black. Under
dlascopic pressure they appear beown. The skan over the tumors may be ex
tended glomy atrophic with some telanpectases oc scaly The tumors are
usually movable, The small tumors are quite hard. The large growtha are
often described as soft, less often as having the elastic hardness of cartilage.
The tendency to spontaneous regresmon  elther by central necrosis or heslng
with atrophy iy emall (Freudenthal after Gottron™7) also™®  They are almost
always painjess. The tumors may appedr in any regwn of the body minfaces

Fig 307 — Lympimiic kakemie fumors  (Cowrtesy D M Jeswmer 3

but they have o definite affimty to the soft acra of the face 1 e the eyelids,
the lips the noee the cheeks, and the car lobes  There s a certawn tendency to
symmetric development.  Such symmetnc tumors may ereate the most grotesque
disfigurement of the human face known to medicine.  Inauch rare but well known
cases large Dlush bulges hang over the eyes and cheeks obwtructing the vison
The nose resembles a proboscis, the ear lobules may be pendulous and ekongated
In other cases the tumefaction by more diffuse over the face resulting 1n a fackes
leonina not unlike leprosy  The scalp may gho be involved The penis and
praeputium sometimes become the sita of Jeukemic tumors which may gersously
interfere wath mictuntion  The nipples soft acra too have several times been
described as a charscteristic site of Jeukemic tumorn, -t

ErBechet P X Lewbeota, Arch Dermar & Syph 185 600, 1034

bk

t.J 3 Clowwswcribed Lenkomis Cuthe, Arch Dermat & Syph 3r 144 1635,
U Wiitehowss  Sirtiepracus Lewlexia, Arch Dermal & Syph 1: 76400, 1971
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The mucous membranes of the mmmth pharyny liynx no<e and ey may
alv becomre imvolved  Oml beron of thi kind are deseribed as nodular or
diffuse tnfiltration A picture of a patient of \lilan 8™ shows a lobulated
Kyrate tumar involving the »hole roft mite and coverced with petechlae  Such
wfiltratwons of the soft palate have been seen reveral times #¢ Connor deecribes
a mmilar case in 2 Negro There were large flat granulomatous mas-es prac
teally covering the bucea! rurfaces on both sides  Smalfer tumors were located
on the soft palate and on the gums.  The maswes were dull red the edges over
hanging the bates acavile  There was some superficial nkeration in this e
but the lack of ulceration is emphasized In other cases  In other In tances™
the inhitrations were smooth and multiple scattered over the entire mocewa of
the upper air paseages from the tips down 1o the liynv. In one care o tumor of
the epelottr accompanied 1y skin tumacs proved to be of lymphocytic ongin P

Tumors hate been obeerved In altages including o seven months ofd baby &#
a three vear-old boy™* and very old people

The tumors often grow slowly or remain statwnary over ong penods even
as long as thirteen years

In some cases the appearance™ of cutaneous tumors colncides with a change
of a chronic courre to an acute phase of leukemla with more numerous immature
cells m the blood 79

The dugnotis of the leubemrc tumors is ensy in fully developed cares
But difficulires which can only be overcome by repeated Inopares may armse i
there Is only one amall nodule™® or if the Jesson resembsles other tumors ¢ g ulcer
ated epithelioma B4 2% el BURNO L P or neurogenic |rcoma
{author s case) Blood count and blopsy will finally assure the diagnoss but
it should be remembered that large tumors of the skin may be found in an
aleukemrc phase of the disease ®4

Geweralized Exfoliotire Erythrederma  Thn comphtation of kukemla n
very rare  Epstemn and VacEachern™ wwr one cate 1 60 cases of chrome
lymphord leukemia and not a2 mingle case 1n 90 coxes of myelod leukemun  Itis
about five times arer than the other dermadromes of iymphod beukemia

tad ARt A Lympha leche Leskimie ml anterscieioenges, Zb 64
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VA [ Lewcaemis crthe st Aetedigun des Rackess bad des Keldhophes, Sisckr [ Laryag
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BUsalingack ab J B Lin Fall ven [sn  mares oad myeieide Reakilon im Al Kedert
--hf;wnnwm|mmuu\
Levkemsia Cutis Prec Ro  Sac Med 33 103) 1002 930
""!;mn-wear ualr)unuP Lew bacdmios & wrurs. Raow § 413439, 1031
WOy £ P oamd Cure 3 Lymaphaiic Lenkrotin of e Akin Arrh Dermmt & #yph
B R

NEwice CJ  Lewkemie Cutle, Resemhiing Epiibelecsa, Areh Dermae & Syph 34 531 1533
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The condition may precede the blood changes for yenr#™® or It may develop
In any stage of the leukemic procese It may develop secondanly to 2 speafic
papular rash or specific nodules, ™ # or nodukes or tumeors may follow the diffuse
reddening of the skin ™ In other cases the unsversal Involvement of the sl
was ushered In by swelling and erythema of some reglons mostly the grom and
armpits PM9% or by bullous eruptiops suggesting pemphgus ®* In some
mstances cxceserve persplration was an mitml symptom. ™7 Pruritus was almost
abways severe and remauned so throughout the couree of the dmease  The vanety
of prctures scen 1o the [nitfal stage of the dmorder m 1 remarkable contrast
to the mniformity of the later stages.

The entire body surface is red sometumes bright red sometimes dusky or
purplsh  The skm m often thick and leathery hardly pliable, While the small
wrinkles are mostly Qattened the large folkds ace the more deepened. The losa
of pliabiiity expresses 1teell in palnful fissures cspecally on the hands. The
exfollathon varies from alight branny scaling to the shedding of large sheets of
dry epidermum.  Tn some cases vericles criats and oonng create the impression
of a gencralired ecxema.  Nodules or plaques are sometimes found jn the ery
throderma.  The aullary and pubse hair 1 shed early or rubbed off thé har
of the bearted asrea and of the scalp follow ™ =3 ™4 The ground off concave
edges bf the nails and their glossy surfaces, tell of constant rubbing and scratching
Later on they are often dystruphic, thickened opaque bnttle and discolored

The supecficial fymphatic nodes are afl swollen the kack of axillary and pubic
hat making them more visible The patient w very uncomfortable. The
rhagudes the pruritus the ectropion which wually develops, complicating pyo-
dermlic Infections chilliness and the wenknews and depresion caured by the
revere disesre create a horrible syndrome of suffering  The courre may drag on
over many vears  In the later stages the mfiltrated wkin may become atrephic ™
Leukemic erythroderma i{s usually not mfluenced by any treatment including
radition

The fatal outcome s frequently precipitated by bronch it

ThiCortm, J B asd Prieto, e Form der Myeiosm., Actss
mlh!ll—m Raaileil lbLﬂ:'rn
Foll caana, J

Leniindt mi Knbsehen
mhun-u-nh-:nu'-- ebrit, Orvomt Bett] m»un I ¥l A8 iee
rwdermia

T En Iympha i cxmdath Pl Boll, Sex Reyion Soe ftsl. Dermat,
o 18110 2002
laiine, L and De Marval L Ueher elmen Fall v exd aknter
Lesifmie Derms Wehoachr B9 11 118011857
"‘erlﬁ—l;: Lexkres Catin, Arch Devmat, & f7ph T3 145143, 1990
¥ Dwe
-Mnnmnnvvu""‘xm Discase (Fomibly Chraaie Arwate Potaraing) Arch

MUenmret J Rimtasd Poasd Kechr J  Frytirocdermie constKuan b mmasifess wm ctimique
cactuntTe duwe jenctmis 5 pricsordimis of d £ ofttion mb-

:iu.-cur-k n lﬂwl" Rey Sec. \Ued T 11711 T4 393
ymbhatinchs Leakioie miy Lympboss see der erh
An—u:dnndnuuunmmnm i

Pur mn oo d éritredermie Dan
oy Fewctmigw Sec rewm Do L elas



520 BLOOD AND BLOOD 1 ORMING ORGANS

Chronic Myelold Leukemla —Skin manifestations of chronic myelold
leukemua belng much rarer than those 1n lymphoxd leuhemia are not yet well
envugh known to insure a defimte type  Hardly more than fifty cases have been
publshed Al the dermadromes observed 1n chrone Iy mphatic leukemia have
been seen in the chronic myebold type ton  Nonspeafic  hemorrhape, ™

Fig 308 Fig. 210

Fig 208 —Chronic myvioid leokersla.  Ppecilic cutanoos twmors. (From Taul, J T and Lboersl,
L R Arch Dermat 1912)

Fie 30 Ohroate myriokd keakemia, (Froo Fant § T od Lisard LB Arch Dermats 1842}

urticanal pruriginous rashes #420 5y well a3 infiltrations, plaques,™ and tumors
are known ™8 The impression prevails that there is less tendency for the tumors
to develop 1n the soft acra especially In those of the face. The facws leonine
which is 00 striking 1n some cases of lymphoid leukemia has not yet become known
in myeloxd leukemin.  The tumors seem to occur more frequently on the
trunk.®#*.2%  The extremities have only occasionally been found to be involved.

*=\farteceteln, H  Mahtiphe Uenthlnorimgim bel myciolscher Leukinie X0l 85 99 1937

EMNegam, L Les manifestations cutastes de b lrschmle my€iokde krealqus Ball. foc. framc
de dermat. o ayph 44 1736-1380 1837

"=Tleden. R. L Lewkemis Cutls (Mysloblastic). Arch Dermat & fyph I7 ST0-871, 1632

ONPyelJ T andLimmrrd R R Spectho Outameons Lecioms ta Chrewko Leukenda, Arch. Dyrmat,
& Byph. 45 907-903, 1948,
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(Aubertin s case In a picture shown by Nanta ™ Hollander ® and others.)
Telangrectases on and around the tumors are especlly mentioned by various
suthors »ms*

There seems to be a mare marked tendeocy to hemorrhage necrosis and ulcer
ation In the nryelosd tumors particularly in those of the mouth 3% than in the
corresponding Iymphoid lesions.

T
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T 331 —Ch—knmhh-h Speeifc miltration sweat gmad  (From Fea!

mrrousding
aod Limard, L B Afch Dermat 1842)

VMonacytlo Leuk mis —\lonocytic lenkemia™T constitutes only a small
fraction of the leukemlag P ®mnet Buy ft Iy ldely that cutaneous and ocal
tnvol ement §s relatively frequent in this type (three ont of four cases of the
series of Epstein and VacEachemn™)

While so far no specihc cdmical picture different from the other keukemic
dermadromes has evol ed the frequent ocrurrence of exfoltive dermatitrs is
remarkable Purpuncand ballous leaons are often encountered In ewrly stages
and e are ind ecx: 1 plaques r bling the premyrotic stages of

L R.-nn.u) Perwar H 1T n-ikl-.nl.OL Myviold Lewkemia Whi
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mycosis funge les 3™ P Shotty  papular®? podular or tumorous  decrete
of cnalescent eruptions have become known 37 The lesions may be either super
ficial or decp scated creating sarcoid pictures.  Thelr development seems to be
faster and their tendency to spontaneous regresston more marked than m the
other leukermic tumors.  Ulceration™® s consilered ommous®  As in the
other leukemias the cutaneous changes may precede accompany or follow the

Pl 313 —)Mosor) - lrwkemia  (Courtery Divisom of Dvrim slogy Devparimen of JMedichae
Unirerutty of Chicaro,)

blood changes. The dermatological diagnoss of monocy tic leukemia can only
be estabished by biopsy and 1n connection with other clmieal findings ®™ since
the cutaneoas picture may resemble all other lymphoblastomas.

Wi svernax, A B Monorytio Leakemia Cu i, Fouth 31 J 19 387-361 199

Wiy foatgecsery A and W titms. C JT  Exfoliiive Dermatite as Mantfret Uea of Mooocytio
Leukemis Achlling Minmesot Med T 63641 1939

Widferver A T The Dermatosis of Monocythe Leukerala Arch Dersmt. & Fyph 31 815633
133

WAFreeman, Tl E and Koletscy 8§ Cwtancows Lesioss (s Mowerytic Lewkerra, 2 Casrs, Arch.
Dermat & Byph 481 212240, 1939

tmiyach F W  Oxtaneeus Letioss Amocis sd Wha Mosocytic Lenkents and Ratienio-Kndo-
thellegie, Areh Dermat & Byph 34 T75-704, 1638
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Chloroma.—In contrast to the earler literature chlorora Is now con
sidered a variant of myelosd leukema origmating from the marrow especally
of the crarual bones, and taking the course of a highly malignant tummor The
name (green tnmor) characterires the green color of the lemons produced by a
Lipxd, probebly iron-contalning substance. Two mam clinleal types of chloroma
occur ¥4 In the juvenils cases & rupidly growing orbital tumor produces exo-
phthalmus and finally profound proptoats. Cranml tumefacton with & great
vanety of symptoms, lymphadenopathy gross lnvo vement of other bones and
severe anemiz follow  In the much rarer adult type the course resembles acute
leukemia complicated by gross bony wnvolvement

Since the arrival of the modern methods of hematology myelosd leukemia
haa been found to be present almost constantly  Autopsy reveals green fod of
myelold tHiseue throughout the body

Severe anerua with & green hie and petechis] purpura and varying macular
or papular rashes™* and tumors™™ have been described mosthy in children
Dense nodular greemsh rashes in zdults are known  Similar to other acute
Jeukems, ulcerative gmgivitss and eamly bleeding nfiltrations of the base of the
tongue and of the tonmis occur  In contrast to the oral lemons of other lettkemias
these lemons sre green In coor
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Fix 811 — Eccuymoms (n acwte Iy mphatic bucvnta

Acute Leukemin —Acute leukemia occurs about half as often as chronic
leukemn and fou out of fi ‘e acute cases belony to the myeloic type.®™  Acute
Jeukernua®™™ guually starta with enlarged tonsils stomatitis and/or upper respira
tory miection of more than usual persistence and severity  Hemorrhages from
mucous membranes  partenladly of the nome and gums are an early symptom
which persrus throughoat the duease  Anemia develops rupidly  Splensc

T Kamdet E ) “r'u::-; A fm e Btz e
Am S Din CaBd 881 370635, Jede e R Lmiemie WM
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enlargement often causes abdominal tenderness.  Due to the increanng hemoe
rhagrc diathesis bruachopneumonm or seprds death casues withea four weeks or
less in 60 per cent of the patkents and within erght weeks in 84 per cenp 87
Nose of 113 cases Lived fonger than twenty -ux weeks.

The whue celly, which domunate the blood pecture with weually over elghty
per cent are umform and rmmature mostly myelobla ta lews often lymphoblasts
or monobiasts  The blood platelets run bow and the coagulaton and bleedwg
times are profonged  The absolute number of leukncytex may be about normat
Leuknpenia {s common in the early stages.

Skin and Muco<sl Mianifestation — Forknet®™ emphasires the 1mpor
tance «f smpal gingivitie as an awl In differentation of the acote keukemiay
1t » most marked and diffuse in momocytic keukema Here it may extend to the
pharynx usually causing ukeeration and bleeding  More than in the other types,
a diffuse cellulitis i apt te appear about the kesdons causing tooth nche and painful
acute mflammation in the deeper tisues of the face  The patients are usually
first acen Iy a dentrst I tecth are extracted the bleeding b severe and some
times fatal  Deep aecroses have {ollewed such extractions  Several authors
emphasize the submerging  of the teeth in the swullen pale pink 301 and tender
gums which biced ennly ®%%%  The orn) nspect sometimes resembles scunyy
Bendes the ginovitin gangresous punched-out ulkcerations in the floor of the
mouth occur  The necrotic character of the teukemic infiltration may dominate
the changes in the tonsils and the lymphord trsues of Waldever sning 7 Noma
resembling prctures may ensie PN

The nonspeaific as well as the specific ekin f m actte fettkemi:
are emsentially the same as {n the chroaic cases. However the nonspecific
eruptions seem (o have a purpunc tendency and the speofic kukemic lemons
show u greater tendency to regresuve changes like central softening ulkeeration
necrosis and gangrene  Thus s illustrated by the obseriations of severe necroses
after minor operations performed on acutely leukenmuc patients.  The deep and
wide necrosu after the application o a vemennt (Leube and Flewcher after Arzt
and Fule™) belongs herm 100 The morphology {ollows the familar patterns of
papular rishes™*% nodules tumare, plaques and eryvthrodecma &4

Witarrew, d L \em Legkemis, Am J 31 Be f7h 90300 8T8
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The histology of keukemic lesions of the skin and mucous membranes ls of
marked uniformuty  There Is a more or less dense infiltratwon of the superfienl or
deep layers of the cutis, posed of the ch htic leucocytes The in
filtrates often form perivascular sheaths, but In fully developed lesions the
accrmuliton of cells throughout the dermus ms 90 dense that the perrvascular
armngement dsappears.

Hodghin s Disenso
Lymphogranulomatosis (Paltauf and Sternberg)

Hodgkin s disease 12 a chronic dworder of the lymphatic system. It starts
1 mxty five per cent of the cases with the pamnless eclargement of cervical
tymph nodes. Gradually other groups and finally the entire lymphatic system
including the spleen and often the liver become invohed. The enlarged lymph
nodes may become large tumors which cause severs local symptoms, especially
m the medmstinum.  Chron:c mtermittent fever weakness, loss of weight cough
edema diarrhea, anemba and finally cachexia are the usua! features. The blood
picture s not characterbstic but anemin ja common. Eosinophilm 18 present In
20 per cent and leucocytosis is an occanonal finding  The course may be rapidly
fatal or slowly progressive over one to rarely more than three years. A few
Instances of survival for much more than ten years are known

The disease is most commion in the third decsde of Iife but noage or mce s
fmmune. Three out of five cases are in men

Dermadromes.—The indd of skdn Ife jons in lymph k
matosts follows, generally the pattern of the other lymphoblastomas. There

are nomspecific and specific dermadromes. The former are common and the
latter are rare.

Nonspecific Cutaneous Manifestations.— The large series vary in thelr
oheervations on pranius n Hodgkin s dsease. Thirty two per cent (Burnams
after Baum®*) eighteen per cent U4 gix per cent™ and three per cent (Longeope
after Baum®o*) are some of the percentages. Espechally in France prunitus seems
to be considered so common that lack of it prompted publication of three cases ™™
Pruritus s often an early symptom which may precede the lymphadenopathy by
a3 long & two years.™™®%  Hygh blood sugar or unexpected high urine sugar

"Eagm P Atypical Cutsneows Symplomms fn Lympheeranalecmtesis, Arch £ Dermal. w,
Sypa 176 43300, (931,
™ Burper R K. and Lehman. B P 5i Cooww of Hodgicla's Divense, Arch Sug € 610819

WAmbiet J ¥ Hedghin Disresr Arch Dermat & Syph 3 1161130 1933
"igddm. I T Qamgrenoss Hepes Zovter fu Medgica's Dimase, Arch. Drrzmt. & Syph. 397
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enlargement often causes abdominal tenderness.  Due to the inereasng hemor
rhagic diathess bronchopneumonia or repsis death easues wathin feur weeks or
tews In 60 per cont of the patients and within eight weeks in 83 per cent 37
None of 113 cases hived longer than twenty -six weeks

The white cells which dominate the blood picture with uswally over eighty
per cent are umiform and immature moetly myeloblasts less often 1y mpholiasts
or mcnoblaate.  The blood platelets run b and the cvagulation and bleeding
timea are prolonged  The abwolute number [ feukoey tes may be about normal
Leukopenia Is common in the early atages.

Skin and Muco«al Manifestations.— Forknet™™ emphasizes the impor
tance of inital gingnvites as an aid in differentiatoon of the acute keukemns.
Tt 12 most marked and diffose in montocytic leukemia Here it may extend to the
pharymix usually cavsng ulcerntion and bleeding  More than 1n the otber types
a diffuse cellulitis is apt to appear about the kesfons cauning tooth ache and painfut
acute inflammation in the deeper tissues of the face  The patients are usually
first seen Ly o dentist  If tecth arc extracted the bieeding [4 severe and some
times fatal  Deep necroses have followed such extractions.  Severnl authors
emphasize the submerging  of the teeth in the swollen pale pink, soft and tender
gums which bleed enaily ®%2%  The iral aspect sometimes resembles scurvy
Besrdes the gingivitis gangrenous punched-out ulcerations in the foor of the
mouth occur  The necrotic character of the keukemic infiltration may dominate
the changes in the tonsmls and the lymphord tisues of Walkdeyer s ring ™7 Noma
resernbling prctures may ensue 29058

f, 1

The nonspectfic as well as the specific skin fons 1n scute
are essentmlly the same as in the chronic cases. However the nonspecfic
eruptions secm to have a purpuric tendency and the spectfic leukemic lestons
show a greater tendency to regressive changes like central softenmg uleerntion
necross and gangrene  This s {llustrated by the observations of severe necroses
after minor operntions performed on acutely leukemic patients. The deep and
wide necrosws after the application of a veseant (Leube and Flelscher after Arzt
and Fuhs™?) belongs here too  The morphology follows the famihar patterns of
papulor rashes®™ 7% nodules tumors plaques and erythroderma B4
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especlally 1n children ###%*  Desquamation and drynes*™-*% without other
.charactermstica of erythroderma, as well as petechiae are often noticed.  Herpes
roster well known as a dermadrome in other lymphoblastomas occurs in lympho-
granulomatoss, tpo #82e

Fig 315 —Tedgidm  diawwsr  Xewspecifc vickewtly Hebfug eruption  Nole deep soratebes  Smbelded
Rher Ay rrstreat of mediud il and bureisel hymehstic mokes

Generalized exfoitative erythraderma may be nomspedific or specific, or at
first the former then the latter It occurn in all degrees of severity  Its clinienl

P Feer W Lymphogrieuiom bl Kiadern, Jukrh f Kiaderh 171 143100 g8
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picture hardly differs from that in lymphoul leukemia B#2-101 [ohthyosiform
keratuss has been obmerved ™

Edema Is a feature In advanced Hodghin s drense [t may Involve a vast
area or the whole body and be part of the cachexta. Of greater dermatodogical
mterest 13 the localized elephantiastic edema of the perus and serotum™® and
of the hands and feet 19% \felanoderma may reach degrees which sugpest
Addion s discase  Such pigmentations have been olserved fn cases wathout
preceding x ray or arenic medicatinn ™ Hodgkun s disease has severn! times
been scen to develap following Iy heavy p on from ligh
exposure

Speclfic Dermadromes —Twmeors and Ulcerations —This group includes

papular rashes as well as infltratons and larger lesions which one would be

mwre incllned to ell tumors. They are all o the same nature, There Is no
need to farm a separate group of lymph uk of the skin
since no ulceration occurs without a prcccdlng tumeor

Papular rashes consuting of more or Jess densely? ™ pluctd cumncum
papules, resemble in their clinical e those ed 1n K
They may develop from preceding prucigo ymmphatica®™ A difference may
perhaps be scen in the more pronounced regressive tendency of the leslons,
Erodion ulceration and healing with scanfication ur central depresmon is com
mon # 144A The leslons may be situated 1n varying depths of the cutws
and subcutis thus varying in color and palpability  The rash mosth covers
the trunk with a certain predilection for the sternal area.  In some cases the
lesions are grouped together in ciranate!®! or corymbiform arrangement (Bruus-
ganrd after Schoenhof™™)  The number of such obeervations, however 1s too
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small to draw conclusisas with regard to an infectious nature  The grouped
lenons link with the cases wath large tumors in amall numbers A Lzrge node or
plaque may be surrounded by satellen?®3=% Such plaques may reach hand
size or may cover hall of the &alp or even half of the chest™! or one grofn ™!
These glant plaques are quite suggestive of Hodgkin s drease and are rarely found
1 other lymphoblastomas  Tumnrs of the face™ and of the ear lobes #4 gome
tumea n symmeirical arrangement ® may create a faciea leonina Lol trauma
may be followed by development of tumors. The cunslstency of the tumors

Fix 319 Tedeid  dismsr  Ukerated rytaneoss ( mor of the an crior chest ol

vanes with the depth and the degree of regresuon and saarnng  An uneven
firmness 1» a frequent finding (\Wirz after SchoenhoP™)  The color of these
lewons 1s described as red to dirty yellowish and brown  Vlost describers em
phasize the tendency t¢ ulceration and mnus formation®  The whole grant
tumor plaque may become an ulcer mith undermined®™ or infiltrated edges lead
Ing to in asion of deeper structures even bones.

HG raenbeyse A nd Cormell ¥ 1T Lympboblastoma ([edgkin Diarasr) of the Ecalp.
Coase, Arch D—mlunmmmn 1934

*uyimiend R A end Moatgomery H  Cutamewes Uicerailve Hodgitn's Disease Proc S
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“uprgie B J Tlodrkis Disewse With Dermal nd Subdernial Xodakes end Porpers, Brit J
Dermat 113 443448, 1830
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Sometimes underlying stroctures like lymphatrc nodes are primarily in
volved, and the skin is snvaded later 1n & scrofulodecms-like fashion M2t

Spedific oral lessons seem to be rare ¥t Paltauf™® suggested that the lym
phatic tusies of 1Y akdeyer’s ring were the portal of nfectron but dmlal oral or
pharyngeal symptoms are very rare consdenng the frequency of cervical lym
phomus.  Only a few casen of ulcerative tonalllitls followed by specific meck
nodes have become known *##  The ranty of tonsillar lesfons compared with
the frequency of cervical lymph node involvement does not rule out the tonalls
as portals of entry =%

Infltrations and aphthold lemons of the tongue an well as buceal pigmenta
1078, have been seen In one case the toague and ora! mucosa and the glana
penls showed a patchy eafohation without amy other skan manifestutions.™®

Dragnesis and Histology —The diagnoass of cutaneous lymphogranulomatosis
rests marly on tho diagnoss of systemic Hodgkin s disease and on the histological
findings In lymph nodes and in the akm lesions. The use of stained lymph node
imprmts on glass slides for the demonstratron of charactermtic cells has lately
beent recommended.®*  The specafic lessons consst of foa of dense cellular in
filtration 1n the corfum and 1 the subaitaneows tsues.  The Infiltrate 18 made
up of hymphoblasts small lymphocytes plasma cells, fibroblasts epithelords
mast-cells and granulocytes. Among the latter eoalnophiles are sometimes found
fn large numbera  The most characteritsc cell of the polymorphous granulation
imsue 15 2 large cell with much protoplasm and contaiming one or seversl deep-
staining nucler.  These nuclei are wsunlly large and rich in chromatin and contam
nucieoll which sta n deeply with eomn  Less often the nodlei are pale (Sternberg
after Schoenhof)  These are the so—called Sternberg and Dorothy Reed giant
cells. They are Irregularty scattered throughout the granulation tissue which

uggests a process of chronic inflammation rather than neoplaam  However
transformation into true sarcoma occurs.

T inertt h. the almost occurrence of hpld filled phago-
cytes (pseudoxanthoma cells)
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small to draw conclustons with regard to an infectious nature  The grouped
fesrons link with the cases with large tumors in small numbers. A large node or
plaque may be surrounded by patellitea??2@  Such plaques may reach hand
size or may cover half of the salp or even hall of the chest? or one grows 1t
These grant hlagues are quite suggestive of I xdgkin sdisease and are rarely found
n other lymphoblastomas  Tumors of the face™ and of the ear lobes ¥4 gome
tunes in sy mmetrical arrangement 1™ may create a faces leonina.  Local trauma
may be folfowed by development of tumors  The consstency of the tomors

V"f;t hia 1 S Sy Jiuinse '{

! 4 j
v
N 319 —Modehim  diwase  Ukeerated cetancoss  mor 6f he auterior chest wall

vanes with the depth and the degree of regression and scarting  An nneven
firmness 1 a frequent finding (Wirz after Schoenho®®) The cobor of these
lessons 13 detcribed as red to dirty yellowssh and brown Vot describers em
phasire the tendency t ulcerntion and mnus formation ! The whole guant
tumor plaque may become an ukcer with undermined®™™® or infiltrated edges lead
{ng to invasivn of deeper structures even bones,

HuGresabanse C A and Corpeil V 1l Lymphoblastewa (Hedghi Diweas) of the Scalp.
1934
#Spieriand. A R and Montgomsery H  Cutascen Ulerrativs Modgiin  Disetsr Proc Stafl

®MDeain, B 7 Fodgkin's Dierase Wb Deroal asd Subdermel Kodides wd Purpors, Drit. J
Dermat 111 445443, 1830
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nodules in the akin or 10 the subcutaneous tasue. Thelr number may be very
great P1Me48  There 15 2 definite tendency to spontaneous regresson which s
rarely found {n metastases of other malignant tumorn, The metastatic nodules
are occasionslly seen 11 close proxmity to the primarily involved lymph node™

Sometimes mediaatinal lymphosarcoma penetrates the chest wall and invades
the skin  Even such advanced lymphosarcoma may stll be dinsally curbed by
xray therapy The fncldence of metastatic noduks In the skin 1 grven as
5 per cent™ and as 13 9 per cent of 122 cases.™

The disgnons is usnally amsured by blopsy There 1s profuse proliferation
of a dngle type of cell mvasion of the capsule of the node and the neighboring
tissites, abundance of atypscal Iymphoid cells without notable endothelial and
reticulum hyperplasin wod lack of Sternberg Reed cells.™® Differentmtion
from other lymphoblastomas is not always possible.#* The therapy 13 mdwlog
Ical and surgical

el o I L
Lru)hld-t;Arth.f Drnn.hﬂ‘rvi—l.!m-lu frt
R et T Diagnows, KL

S8 gen mwmmmut
#SCekn, &, and Richter A{  Ledars Views on Hedgic's Diseser A Bow. 148 $41 1838,



Cnapter NNNIIT
DISORDERS OF THF BLOOD AND THF BLOOD FORMING
ORG

NS

Anemlgs™ed

The red blood cells are fc rmed Ine m end sthehum in the red bone marrow  They
pass through vark us stages «f de elopment (megalobdast normoblast reticulo-
cyte) befare they are rebeased int  the bl sod stream  Besides the materfal neces-
sary for the development of all cells two specific substances are required for the
normeal development of erythrocytes iran for the formation of hemoglobin
and the ery throcy te matuning factor (EMF) which ia produced in the gastric
mucowa and stored mainly in the ver  After a Ife span of from two to six
weeks, the red cells die and their remnants are phagocytized by the reticulo-
endothelial cells in the spleen  Fighty-five per cent of the iron 19 used again and
Wlirulnn the other end product 1s under normal conditzons excreted by the liver

The function of the red cells 1s the transport of oxygen from the Jungs to the
tisues.  Anemw s a reduction below normal of the copacity of the blood to
transport oxygen ™ It may result from too small numbers of functionmng
red cells or from deficiertcy 1n therr function due especrally to lack of hemogloban
The clinical forms and stages of anemia are mostly explained by the phase m
whrch a damaging influence hits the growing or mature red cell  For example
in the case of anemua from massive hemorrhage the mature cells are reduced in
number In the case of pernicious anemia the maturing of the red cells within
the bone marrow ks dmsturbed by a deficrency of the EALF and so0 they die to a
large extent in the bone marrow only an Insufficent number of immature cells
being released  The Wilirubin left over from the hemoglobin of the mawes of
dead red cells increases the bile pigrment in the blood and may cause jeterus

Dermadromen.— Pallor Is seen in practically nll anemias and 1 directly
proportional to the loss of hemoglobin %

In kypockromic axemsa (chhoross) which Is rare today  the pallor sometimes
takes on a slightly greennh tinge  Camllaroscopy shows the capiliaries in various
types of severe anemua to be pale ¢hin or even empty and filament like with the
arterial and venous sections hardly discernible

The extimatron of palior i m the face and the mucosae is often deceiving
Duke advises a quick test compare the palms of the patfent with those of & normal
person  The palms should be held at heart level  The advantage of the test
which supposedly 1 quite accurate 1 the Independence of the palms to emotional
erythema and light

oy I soos Factors Abemts A
Biood and Blood Formiag Orpase, Madiewn Wi #30 the U hrersity of Wisconsin Pres.
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Chevallier™® enumerates the following dermatoses as ocoasionally seen in
emential anemuas  Rhagades of the fingertips and ips emooth atrophic tongue
and buccal mucost peuntus volvae precocious graying of the hair and inter
riginous erythems.  Corroboration of these impreswons is still lackdng aithough
2 similar list which indudes coflonychis 1 given by Simon #=

Pernlelous Anemlia

Besides the pallor found In other anemias too a yellownh disclorahion s
characterstic of thm disense It is caused by the Increased content of bilirubin
from prematurely destroyed red cells and to a lesser extent from other
substances In the blood plasma  The ictenc index may be above ten
normal Is four to sx. The third factor which Influences the color in permiclous
anemia is mgmentation which though rarely may reach degrees which suggest
Addison s dwesse. The pigmentatson 18 mostly described as diffuse sometimes
1t has = predilectron for the trunk, chest abdomen and the dorea of the handa
As in Addison » discase the creases folds or scars may be darker than the sur
romdmg skin ¥ Freckled or lentigo-like spots have been seen wathin the diffitse
melanoderma (Lennartz after Kapfmann'™)  Another mmilarrty to Addwon s
disease is found in state-colored or brownuh spots on the oral mucosa. Not
only may the symptoms of Addison s disense occur w1 pernfcious anermna but
even post mortem findings of adrenal atrophy are on record.!™ Bogorad®s
mw Impr of the fon under cortin while hiver therapy alone
failed to change1t. Most suthors suggest that the melanoms in permicious anemia
is & hemomderosis derrved from the blood but the histologcal evidence 1s scanty
and not clear ¥+-#%*  The possibll ty of arsenseal melanoms must be considersd
mnce arsenic was and atill i used In permclous anemita  Patrents with pernrcious
anemia unde treatment with liver extract are supposed to tan more resdily than
pormal persoma ™ In a very extensive case of cutaneous and mucosal pigmenta
tron in pernuclous anemm the author could not notice any effect of liver therapy
on the pigmentation desplte good response of all other symptoms.  Ulcers of the
lower legs which are more often sren in other forms of severe anemia are very
rare in pernicons anemm 7

The symptom known as Valler s or Hunter 5 glossutis 1s of practieal impor
tance becanse it may precede all gther plaints and the b k ! findings

WACheralier P Div Dermatosen dor Anaemie, Mol Wett 101 170-182, 1620,
Fttmen, O Ambmis, sic. Faria mid. 1 47-81 1304
u';'n:l:—a-d,A.o Hyprpigraeatation of Siin (s Rlermer dmemis, Kiin. med 187 9480, 1040
oL
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PLATE V

1 Pellagra. Frythema of dorwem mamns.  (Coortesy Wiscomu  General Howpital)
2 Scevy  Gingivitle  (Cowtesy Wiscoms!  Genmeral Hontal)
3 Feoch mows! scwt hmphatle keukemia  (Patiest of Dr F har )

4 DPernicious anemia, natreated  Acut  glossltss | ofvl g mainh the edees. Fiiform
papiTlas are still presewt Not  cochy mosls.

$5  Penlooas snemla.  Pak dick tongue  A\trophy of ppifa

#  Erythemn nodosam
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in pernictous anemia 33+  The condition starts with a burning eensation 1
the tongue and occamonally m other parts of the mouth  The pan and sens
trvity to ackd hard food and smokung often comes in spells.  Sometimes articula
tlon ts hampered  In some cases only burning s noticed and no visible changes
develop but more often fiery red patnful round or oblong erostons appear usually
on the dorsum close to the tp  The filiform papillae withm the patches are at first
swollen but soon thinned or absent the fungiform papillae are often swollen and
red ™ The tip and the edges occanonsily abso the sdjacent parts of the
dorsum of the torgue are involved but sometimes also the imide of the lps,

T H0—A Fermiceas eaemia  Subchroalo changrs  The Paplies fermes bmrs mestly dle
appwared B, Puraicioos apemin  Atropdy of paniies,

cheekn and the palate (Hurris after O H Foerster™®)  From the distnibutson
on the tongue a “V* or U’ shaped figurc results with the opening directed toward
the base of the tongue  Many authors®™? emphasire the contrast of the fiety red
leswons on the tongue to the pallor of the other parts of the oral mocosa while
others suy that the red arcas are the bealthy anes and the pale areas the changed
ones ¥ Theee may reprerent later stages of development.  The imitial eroason Is
fater (ollowed by atrophy of the papillae which results in a smooth surface
In extreme cascs the atrophy may invol e the posterior part of the tongee and the

Tagrr W Zar Keswistlk der Glossitle bl peraisierr A Lmie 3owatachr f Okreah 08
NS 1N

ey, W N{ONer whe Glossitta Muatersche
- e Yaugy wod peratrifes Anlwde Dermat Tischr

:vnu..ﬁ.:A Merfbrache Glmeiti. Diee Terita 1931 TH 39 133

noter Baverest Autemiss Their (mfretive Notnre Ditgnovis bad Treatsest, Loadou |

W Forvter 0 H  Dersm oors tud Amecinied umnu_:.;uAmlaxm
- Lire  E d M0t scha ( Clomttia,
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pamllae vallatae  Slight edema of the tngue with visible Impressions o he
tecth has often been noticed In the eacly stages (FHunter s hacked edges 7}

Though mast frequently seen in pernicous anemix M6ller Hunter s ghossitis
or mmilar conditions veeur in other scvere anemus (tropical and nontropical
sprue pellagra alocholism  tapeworm ete) ™ The mainful red erosons of
Miller Hunter s glossatrs she uld not be confused with the dry round sharply
outhned  plaques fanchées which are seen in syphilis or with the harmless

placues lisses  which eonwst of non Inflammatory round areas which are devoid
of paplllae  These completely painkess fesdons are wsually accidental findings.
‘The transit wy character and the fast traveling over the dorsum within a few
dayn ere characteristic of the wandering rash of the tongue  The restrctron of a
chronic inflammation to a diamond shaped area 1n the center of the postenor
tongue marks the rhombic median glowutin?  Liver therapy releves the
glowsim in perniclous anemua and so it has become rather rare If the patsent
sticks his tongue out anemic stripes appear which correspond to the contracted
muscles (Arndt after Heyn™?)  This sign s monsdered valunble in early diag
nosls.  The tongue Iy hardly ever coated

Slekle Cell Anemia

This is a reverc hereditary anemla which derives s name from the charac
teristic sickle- or spindleshaped ernythrocytes (drepanocytes) which occur in
great numbers as do other birarre forms of the red cell.  The discase hos almost
exclusively been seen in Negroes 1n a few instances in Siahane. ™™ Jaondice s
almost always moticeable ¥

Dermodromen.—Punched cut sometimes serpiginous unilateral or b
Iatera] extremely chronic ukeers near the ankles are common in this anemw
They were seen 1n twenty out of twenty emht cases™ and In 55 out of 214 cases?™
These ulcers often develop after minor Injurkes.  Poor arculadon jn the lower
kegs and the known tendency to thrombosis in sickle cell anemia probably are
pathogenetic factors  Priapism  which has repeatedly been seen In sickle cell
anemia also can be explained by thrombosts in the vascular system of the penm.™*

Therapy of the ulcers shoukd conslst of nonirntating local medrcation and
treatment of the underlymg anemia.

Stmilar beg ulcers have been seen in a corsderable number of cuses of kemadviic
anenma (hemolytic jaundice) This m a hereditary anemia characterized by
unusual spheroxd shape of the erythrocytes. These ulcers sometimes onfy hesl

)lamon Dabr P 11 Olossiih amd Vitamio B Compler | 1'eflagrs, Spree and Allied Aatre,

WRErory and Paxtrier  (lossit Josamriqee médiene ane de dermst ot syph 51 1914-1015
Migrepawnid, L and Burret J B flckiecrl Abemils in Wit ¥ mity Am J )L 8¢ 1M

TRATTA, 1940
T H asd c oo ot of Eickle Cefl-Aormis, Urol.

& Qutan Rev 8 194300 1943
MSCymmer C L asd LaRorvs C G Ukcern of Legs tn Sickle Cefl Anrmde. Arch. Drraat &

Ayph 41 10151639 1940
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after splenectomry ®™¥ ¢ The jaundice In hemolytc anemia supposedly does
not itch as other rypes of iwcterus usually do ™

Fig 311 - Frmale aced 18 jears  Mickie cofl wemte  Leg micwr  (From 3fcO vack, T 1L Ursi,
4 Cutan Rav 1M1)
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Iypochromic Anemin Plummer Vinson Syndrome —Dysphagia, an
atrophlc oral mucosa anemia and often spoon nalls or thin nails constitute a
syndrome which does not seem to be rare  Described by Vinson®™ in 1922 as
hysteric dysphagia but observed before it has been confirnted by reports from
many countries It seems to occur more frequently In Sweden than in other
countries.*™  The patients are almost exclusvely women mostly In middle age.
Idiopathic hypochromic anemia with pallor but without Jaundice 1 the most

Fig 313 —Feoue aged 18 yrars  Sevarvsicklscell anemla Hemoglohtn49perernt R B O 168
mflion. Hemolyts lotaros Amenorrbes  Uleer of the Jower leg oxiria for ¢ yewrs without auy re-
wonen to wvatmen [ dayrloped afler  dog bit (From 31cO vack, T H Urol & Cwtan Rev 1043)

constant feature of the syndrome ¥ The red cells usually do not fall below
4 000 000 but the hemoglobin is reduced to 50 per cent or lkesa. Achlorhydria
i seen 1 78 to 90 per cent of the cases and moderate splenomegaly in

¥AVinen, P I Hysterical Dywhagle, Minorssts 3led § 107 1823

HEiabon, H W AmmuAmmnmhmmwam
Mowth, Paryny, Esophugne in W owa, Brit M J 1 331313 1538

®iindawe, N P fpoon Nale, Amamis, Obellts aod Dywhagls, dreh Dermat. & Syph
5T ouem, 1m
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25 percent.  Complaunts of burning tangue expecially after eating frint end other
achd food often Jead the attention to the changes fn the mucosa of the upper part
of the gastrointestinal tract. The patients have great difficulty o snallowing
solid food so that thesr mealtime s prolonged.

They soon arrrve at & liquid or semiliquud often deficdent diet

Dermadromes and Oral Manifestatipns.—There s cheilitls varying from
rulnor fisures to hypertrophic chronic nflammation or perliche.  Buccal louko-
plakia pccore. After & tume the lips become thin and the mouth shrnks
Ahlbom *™ who has given a very detailed desciption believes that the shrmlking
of the lips 18 pert of the same atrophic process which leads to the changes in the
tongue and esophagus. Posedbly the fact that these patients often lose therr
teeth early has some wgnificance The surface of the tongue m described as
glared red dry amooth and devoid of papllae 747

There is much similanty to Hunter a glossitis but the involvement of the
mucowm seemns more widespread and more constant. It not only involves the
mouth bat it extends to the upper—rarely the lower™—part of the esophagus.
Spastic or cieatricial stenoss of the mouth of the esophagus web formation
acrom the Inmen ulceration and other symptoms have been seen #AHD  Cancer
of the esophagua and multiple oral malignandes have been observed  Espedally
1n the relatively rare instances of cancer of the lip in women should the thought
of anemm and Plummer Vinson s syndrome enter the mind WAMTIHT  The
post-cricodd cancer of the esophagus which in 70 per cent to 90 per cent ia en
countered 1n women probably belongs here ¥ Assoclatson of Plummer Vinson
syndrome and Lraurosis vulvae is also known (Rboads after P Grom™™)

Only recently after many cases of Plummer Vinson s syndrome have been
described wnthout mentioning coflonychia ha e spoon nalls been discovered to
form a rather frequent (about 70 per cent) dermadrome in hypochromic anemia ¥
HBHTT The free edge of the nail is thin and sharp &3 if gnawed on  The nafl
breaks or splits easdly and in less complete casen the nail is only flat and thin
It ehould not be forgutten that coilonyvhia may be produced by occupational
factors, e.g work In scap suds and oils. Dry gray pepper and salt hair are
also mentioned jo case reporta.#® The slmilerity of Plummer Vinson s syn
drome wnth ariboflavinoss has been emphagzed #®

The treatment of the syndrome conmsts of sdminmstration of ron in hquid
form hydrochloric acd ribofla 1™ and bouglemng of the upper esophagus
which scems fo be particularly helpful in rebeving the dvsphaga and facilitating
a proper diet Theonlutclluthena.l]changummpabhofmmphte
restoration

™ Kersax J D [lrmmer Thwed Symircme 3 Chesst, Arch Otelaryng B 803877 1840,
I G Dharders of Mouth of Eacphagns ta $75iromws of Flamomer Tineon
With Amemis. J Laryna & Otol ESa 143-181 1840
:n.—m-n_w Primary Nypechromic 4 1973
Mrabmgrickt £ tad Gickwi, I Rbofavia Avitusimods asd Fomoser Tiaow Syadress,
Kl Wehnackr 9 ®1143 1841
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Granulopenia (Axranul rwytosis)

Granulopenia®®482 9 s o deficdency of the blood in granulocy tes caused
by falure of the bone marrow to produce or refease these cells, It may be
caused by touc and allergic reactions®* tc drugs such ns arsphenamine trini
trophenal benrol amidopyrine sulfonamsdes and gold by radlant energy by
infection and by allergre reaction ¥ Granulopenla also occurs secondarily to
hyperplastic processes in pernicious anemia or keukemia  Low leukocy te connt—
sometimes as low as fifty —acute sore throat exhaustion severe malase fever
and a moderate degree of fcterus are In 50 per cent of the cases the manifestations
of this dangerous discasc  The spleen 14 often enlarged  Cases wathout any
mucosal symptoms occur #¥ The red cell and platelet counts are ementially
unaltered  this accounts for the usual lack of hemorrhamic sympt oms Mesune
If they too are defiddent (pan myelophthisss) hemorrhages occur W The
resistance to infectiona s extremely low  The mortality 1n untreated cases was
scventy -eight per cent in a large scries Death may occur wathin thirty -sx hours
from the apparent onset 1 ™

2
b
o
o

Fig 373 —Asreneiocytoss  Eccirymesls

fSHuster R J Agramwiocytic Augina. M cu- xmh Americs 13 1609.1681 1838,
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Oval Manifestation and Dermadromes.—Angpina {e 30 moch a part of
the syndrome that the disease 13 often referred to aa agranulocyticangina  Bucco-
pharymgeal lesons are ween in B4 per cent ™8 The sofc palate wvule aod antenar

¥

1 -

et bt b

iy 324 — dgranciotriovk. Eceliymoses (Comrtesy Dy Erick Crback.)

Fig 310 Apassierytess  Clerililis sad piwrithie  Pathent 4o bad puirise.

pitlars are red and eroded the redness being shamdy bordered against the normal
murnsx ™ The tonnts are entarged and red sometimes with smati white specks
wortietimes with severe alceratoms Ulceratlon in other part of the oral & ity
and also n the noee™* ha ¢ been uhseried sometimes mithout vt ement of

P Retwdi A ( resers epenin R HE Preliar Changey i
» o arel A{mcom. \lgupioscht f Chrral
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the tonsils¥®  Gungiitis with ndherent foul smelling peudomembraneg?tam
s often present  The gums bleed easily  Rarely the ulceratmns Invade the
bone or spread to the deeper tissues of the pharynx and larynx.  Edema of the
glottrs ma)y nccesmitate tracheotomy ¥94 ¥ Fugform bacilli and large
spirilla are commonly found  The cervical lymph nodes are swollen but there is
no gencralized adenopathy

%
Fig 308 Agreoulocyiesss dee t dinitrophenol pobowlny  (Courtesy De Artba P ok Kr)

The face Is often cyanotic sometimes paltid or congested * %

Cutaneous ulcerations about the body openings mainly around the mouth
and nose were described by Landsberg ™ These necrotic lesons are mostly
amall ¥2 but severe edema and lymphangitls may be peesent so that anthrax
or other infections are amulated  Cellulitls and deep noma-ske destructions are
rare events.  Ukcerations In the neghborhood of the anus®™ or the genitalia®?
have been observed quite frequently #8441 5%  Exanthems of erythematous
pemphiguid  veslcular papular or hemorrhagic®? chamcter and occasonally

a mdh'bou'..b Aymdrorss agrazalocytatre & dttwt beccal  Qlwérison de ) akcér
attom buccale  Fraivtion syDdreme eabiroctmique Tec antmie prralcirese Rev de m matol.
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M Pothersa. W J  Dilatersls Larynuarkrome bl Asrsoulocytow Arch { Ohremk 147 108,
S™Peiwncertel, J J  and dleaiders, 1 wha »grul lanfrst

P Fectier L Wummummd Oumia 61, 346300, 1304
Infretion Amocia 1 Wiih Agramalocytoss or Agrest
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bauia, Arch Duwrmat kumn 135138, 1838,

-Dn.b- aad Fabre, J  Les Lfwioos cutantes ds lagmanuiocytoss Arck d mal 4 coewr I7
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typical erythema exsudatrvum multiforme have been recorded 157,50 50 um
Mann®® has seen giant herpes of the s Pentnucleotide 1n large doses a
stumalant for the production of leukocytes 1 considered helpful by many authors
Otherwise, the therapy s symptomatic. Recently pyndomn by intravencus
inyectron has been recommended ™

Polycythemias®

Compensatory increase of the erythrocytes (above 6 000 000 10 men 2nd
zhove 5,500 000 i women) occurs under various suboxemic conditions eg
low barometnic pressures carbon moonoude powoning and certain types of heart
dwease. Such secondary increases of the red cells hardly ever exceed & 000 000
Polycythemin vers is a disease of the bone marrow  In thus conditton much
higher sometimes enormous increases of the blood volume and of the red cells
per cublc milhmeter of blood cccur  The viscosity of the highlty corpuscular
blood, of course 1 high  After an asymptomatic phase which may last years
cyanows dunness hesdeche and quite often hepato-splenomegaly develop
Bleeding occurs from the nose and gums due to congestion rather than to & hemor
rhagic tendency  Varations of the nosmal syndrome include combinationa of
hypertenmon and especially 1n the final stages leukemia and anemin. ™=

Dermadromes —The moet common and at the rame tire most strikirg
of marked polycythemia s the redwess of the skis This discolora
thon s most marked on the hands acd fece aithough in somie cases 1t may be
noticed over the entire body surfece  The shade and Intensity of the erythema
vanes from o dusky purple cyanossf to a deep o In spots bdght red Red
21 2 rose {n summer and blue as indygo 10 winter 3 descriptive of the changes
under the influence of weather and temperature  Osler % who used this de
scription sald that one of hus patients was jokingly celled the ‘blue baby
There 1 erythema 1n arees which wrually do not take part in other erythermas,
¢g the temples and the slan under the earw and between oye and nose. The
redness of the conjunctivae creates an unpresswon of rage  Contrary to conges-
tlon from other causes the redness stays constant dunng rest and sleep.®  \While
the erythema seems to be fairly even one can m close fnspection and under glass
presaare detect telangiectases oo th red background  This Is particularly true
of the mouth  Caplilaroscopy shows that the capllartes are dilated it is here
and 1n the spleen where much of the excrss blood m bottled ap ™?  Superficial
telangiectuses th face often g e the patient & ruddy o mplexion  Besydes

ARGoctar  Agmruecyioss Nede [dwh  gewek p 372 is3y Xb ¢u SR
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Ilnenr telangrectases small deep cherry red papular hemangiomas are known to
occur 1n polyeythema

Tho color of the om! mwcosa 1 deep cherry red  Relatively early in the
course of the discase the soft palate may appear conaderabdy redder than the
hard palate so that the borderline 1s marked #*  In the cynnotic stage the tongue
is swollen deep purple and the papillae atrophie. Bleeding from the blood
gorged gums occurs but is slight since there Is no hemorrhagic tendengy Pes

Small mgmented spots are often scattered over the reddened areas. They
are probably due to hemostderin deposts after small hemaorrhages,

Telangiectases and petechme constitute the elements of purpura annnlaris
telangiectodes a dermatosss which hae been found to be & dermadrome of a can
siderable number of milder cases of polycythemia 3% \\ithout preceding
hy peremia or infiltration small lavender to purplish colored spots appear  These
maculae consist of capillarectases and petechlae  The lesions appear in crops
They often start 1n a follicle and spread penpherally leaving a sightly atrophic
scar and resulting in rings® and polycyclic figures.

The tourniquet teat is usually negative

The viscosity of the blood the high platelet content the large blood volume
and the high blood pressure favor a vanety of rasenlar distarbasces

Thromhosts has been observed 1n many organs and Is together with arterttis
responsible for gangrene ranging in severity from the Lilstenng of & toe to the
loes of an extrermty ® #8  \ arious wkerations of the lower legs have been ob-
served ®#-2  Circulatory disturbances account also for the many instances of
paresthemas Raynaud-ike symptoms and transitory painful red warm areas
similar to erythrumelalgia®™ # 2 Norman and Allen ™7 reprrting on ninety
erght cases of polycy themn mention arterial disease in 33 per cent.

Rosacea in polycythemia has been described several times, although some
of the cases had better be grouped with acxe xrfrcate a relatively rare dermadrome
of polycythemin  Aeng urticata m o chronic rtching dermatosis which resembles
prurigo quite closely It starts »n the face but has a tendency to mvolve the
back and the extensor surfaces It develops from an urtinral papule with o

bt D J of Rry Teet Otal | td 22 210-215 1637 Xl
L)
-

O Aiis Changrs and M'athograesin of Tagees Distse Teserokonin | dermmtoionis,

PP T44-TES 1976 Ihi 13 4T3

“lees jev ki Changre| Krythrecase, I #0037 1039

PUGe ron [ Purpars Majocebll, Arth ¢ Derma Ayph 1591 1A, 1979

Riirtoacer Parpors anx lare Arowsectodes ajecrhi b 30 SA7 1931

u o yey mabra, Dbw  Erlesgen 1037

"Ulecker F Extreml § ewscioose bel Molycytheents vere. Kiio W koechr 11 1390-1363,
132

#4Thicase Trephooeursiisches Ulems, Ibi 251 T80

¥hetter W J Periphera! Tusculer D wrbanees | Polrvytbemia, M Cia Nocth Amerkcs

4 485492 1040
big i1 070

Ulcerated Medulrs oz Legy with Poly BAt J
0

®30rfaser P Ein Fall eimer Tou wnd
Bomc Kita 11 1835, 1839 E5L 72 &L
Sm(lene, O Palyrythemis Vers, VEchow Arch f path Aomt I61 MEST3 1637 Int W

o
T Nasa, L L and Alen, E ¥ Vasculer Complications of Polycytbemis, Am Heart J 18
27 374 19T



POLYCYTHRMIA 547

central vesicle which soon becomes excoriated The crust covered lesion may
ulcerate and bheal with a pigmented scar  Crops of new lesiona follow each
other  The condition has much mmulanty to peurigo lymphatrea, which occurs
in Jeukemm, Thus acne urticata represents another link to leukemis which not
{nfrequently constitutes the final stage of polycythemu

‘The treatment of polycythemia 1s to remove or destroy the excess of erythro-
cytes by blood letting irradiation phenylhydranne armsenic and other drugs.

"= Wadamn, ¥ D aad Kiswdar J ¥ Acoe Urticats Polcyithesorcs  Positiys Oxydase Be-
ection b Lasioms Liscrosoopecally ysd Mioroscopically Arch Dermat & Syph 381 645680, 1698,



Cuarter NIV
DISORDERS OF THE BLOOD AND THE BLOOD FORMING
ORGANS

Hemorrhagie Deea e~

The charactenstic common to all dweases «f the hemorrhagie groop s ab-
normal bleeding  The fHyw of blnd from an impured vessel atarts a seqoence of
mechanisme  The snyured small blood s essel contracts slowing down or stopmng
the Meeding Maocfaclane™ explains this primany vmscular constnction by
assuming that the Bow f blond removes the dilating histamin like substance
released Uy trauma Blood platelets then form a ot which is finally reinforced
by the formatwon of ibhna The vasoconstrictu n is a quich response which alows
the fow [ blnod uffictently wo that the platelets can colfect from the blood and
form an adherent thrombue.  This o t retracts and closes the wound firmly and
peomacently  Yinee the controcted vessels relax after a cortam period of time
blood would start f eing again and the ¢! 1 wonld be pressed out of 1t had not
become firmly adierent and by 1ta power of ret actim pulled the walls of the
injured vesse! tgether ™ 2  Thry mechanum of hemostass may be disturbed
wn any of its phoses  There may be lack of aapallany reactwon clotting may fail
or o coml mation of both may occur  Abpormal bleeding will result In any case
Furthermore decreased resstance of the capitlany wall o an important factor in
many hemorrhagie dreases.

In thrombocvtopensce purpura tack of capilary eontractility and a Jow platelet

unt re umbined  The bleeding time 1 prolonged just as 1t s i athrombocy
t pen purpu 4 where the platelet count mnwmal  In Ghler s disease the trouble
1 ¢ mpletely  ascular and restricted to the capwllariea.  1n hemophfta filwino-
penta  preudnhem philw  jaundice and hemorrhagic disease of the newborn
defectine codgulaty n s respx nuibde 10 the two latter conditions being combined
with capillary dyefuncten @

Copallaracopic beervati ns # suggest that the blood of ecchymaoses does
ntoamef mthe capilartes but frim the subpapiiary venous plexus.  Fresh
petechwe ha e ared 21 Ths w pr Lably due to the presence of engorged
very  uperfictal amall essel  and o amall ami unt of extravasated blood in the
upper lavers { the cutle.  The comixnation of -asudilatatson and free hemor
rhage m the deeper layers pre du~es a bluish legum =

Blood Coag datlen The transformatinn of fihrinogen a labile collosdal
bloud protein which 1s prsbably formed sn the fiver or perhaps i the retscufo-

- no o Quart J Med 18 129, 1841
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endothelm! system Into fibnn of which the clot mainty consists 1 only the final
phase of the chain of reactions which constttute coagulation  The formation of
fibrin from fibrinogen needs an enryme thrombin which 18 not present 10 the
arcalatmg blood snce the blood would otherwise coagulate n the vessels. If
needed it m synthesired from a liver protewn called prothrombir and free calelum
tone.  Naturally the prothrombin too must be held inactrve under normal con
ditions. The activator of the prothrombin s thromboplastin which is beld
ready 1n the blood platelets.

The most important methods used to diagnose a bemorthagic discase
are-teau

1 The coagslation tsme of the blood Normal blood coagulates in = test
tube In one to five to eight minutes (Lee and White)

2 The Hesding time  The akin bleeds from a small cut into the ear lobe
for from one to three muinites. The bleeding in recorded by blotting on white
blotter every thirty seconds (Duke s method) This demonstrates the capillary
reaction to Injury

3 The capillary renssiance This Is most readily tested by the foxrmigues
test (Leede-Rumpel teat) Haden™* culls the test positive if after placing a blood
peessure cuff on the upper arm for three minutes at a pressure of 100 mm of Hyg
a crop of petechlae appears below and under the cuff According to (uick™
the pressure shoukl be kept for erght minutes midway between the diastolic and
systolic pressures.  The petechine which are visible to the paked eye within a
crrele 5 cm in dameter drawn on the fiexor stirface of the forearm with the center
4 o below the bend of the elbow are counted after fifteen muinutes. The test
is considered pomtive f more then ten petechuc appear Other testa for caml-
lary fragility based on pinching ™37 guctiop ®-% or perfrigermtion with
ethyl chlonde™ have not become & widely used as the simple tourniquet test
Madmon and Squier®? and many ther 1n estigators consider a pomtive Leede
Rompel test a patholugical finding of sign hcance  These authors found the
test pomtive in scurvy severe infections mallgnant hypertension ovaran dysfunc
thon allergic reactions 10 the final phase of some malignancles and especully i
pamary blood disenscs.  Intradermal inpectlon of 01 or 0.2 c.c. of » 1.3000
solution of dried moccasin enom 1 another method for gauging the capillary
resistance. ™ The test o8 positive when a hemorrhage of I em or more fn diameter
appears within one hour at the site of jection

™ Kochewutow F W Ka Freee der Nrbekighelt der Blutgeiom dor lant, gy
w02 167 i3t 16D f Dermat.
Famaer £ Hiceorrhashche Krankbeiten, fandb d aat s GK 4,3 35
Seires Docby K Leber d Rirteapeherctiachatt der Hant, Mnches. mat g5
) Webtacks 77
" Krorarree K Allwrmeise Derimatelopie sder Puthologhe der Haatkruskheis
Gebetder Darat Berits, 1904
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4 Clo retractiox ime  The clot normally separates from the serum in
thirty to sixty minutes. If the platelet count is lower than 70000 no or in
complete clot retraction occurs.

5 The platelet couxt  The normal platelet count 18 250-500,000

These relatively simple tests are sufficent for the vast majonity of cases
For chemical ussays of blood components which participate 1n the process of
coagulation see Quick, ®

Hemophilla

Hemophilia 13 2 hereditary con. titutional lifelong disease characterized by
scvere bleeding on relatively slight traoma [t becomes manifest only In the
male although the daughters of a patient are able to transmut the disorder to
their eons, Besides dangerows and often fatal hemorrhages following injuries
hemorrhages into body cavitles especaally joints are common while spontaneous
hemorrhages into and from the mucous membeanes do not beforg to the typical
syndrome  Lasting deformitics from hemarthrosis are usually present after the
age of ten =8

The typical laborntory findings In hemophilia are prolonged coagulation time
sometimes of more than 48 hours while the platelet count the clot retraction and
the bleeding time (from puncture or small lramon) are rostly pormal It seems
contrad. v that the bleeding time from small cuts 15 normal according to
most authors and that at the same tume the blood needs so much tinee to coagulate
This v explanable by the intact capillary constriction and by the fact that
hemophilic blood still clots a little when passng over hemophilic tissue. t%-50-53

The presently accepted ! fon for the path of h hilia 1s
the resrstance of the platelets to disintegrate and to refease the thromboplastin
This 1n turn prevents the release of the prothrombin which s needed for clotting
\Why the blood platelets are so resstant 18 unexplained ™ A vascular factor
consisting of pathological vasodilatatson on shight stimuh (Ricker after Gottron™®)
may play a part.

Dermadromen.—In contrast to other hemorrhagic diseases hemorrhagic
skin leslons are n t a dominant feature. There are usually no petechiae and the
t urmiquet test Is negative except during bleeding phases.®®  The patlents brume
more casly than normal persons and occasionally show large ecchymoses which
require a long time to disappear ¥ Smali brumes in hemophilucs tend to have
ahard rased blanched center surrounded by discoloration ™ Such ring-shaped
suffosions may become concentric rings if the central bleeding recurs.  If it stope
the penphery may continue to extend into the surrounding tissoes. Large
hematomas of the scalp are often seen It has already been mentwoned that
amall skin wounds do oot bleed excessively  Even minor operations like lancing

®EDirch, C L Hemephlia, Mneks Medical asd Dental Mooograpis X 4, Untversity of It~
mola, 1637

MXfaleYell, P Hémophite Xoavrss (raitéd wédeciss FublM par G 1 Reger Formad
Widaland P J Trimier vel LY, Pyrle, 837 )lamoo & Cle
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of an abscess have been done wthout excemive bleeding However arcum
cufon tooth exttactions small furuncles, vacdnation pestules, blows on the nosa
and biting of the tongue have often caused senoms or fatal bleeding Small
wjuries in the mouth may develop constantly growng clots which fill the whole
mouth and protrude like & huge tongue Similar growmg clots can be seen
on the skin. A rare Inadent is dry gamgrene of a foot with spontaneous
amputation without bleeding as seen in the case of & boy »

e fullcrwed
for five eexa fhvlﬂ“.otlthmuewvwhh:: "*“'ll.ﬂ,h'
Yoty of (sl Preee. Mlamograph on 1lemsophili ) w"“?l}o,‘ ch Tygey

According to some older authors the btfhﬂrrhqlc

adult age bat the majority of the hemophlliace Mtcrmydeun,uh the
sometupes at birth from the umbliinl cord.  More e %0 0 hildhood
hemophilic tendency in advonced age has bee, B u”\bed,mko“_he
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creased hemorrhagic tendency sometimes alternate wath almost tormal periods
Spontaneous hemorrhages frequently recur 1o cycles of three to six weeks.  Spon
taneous hemorrhages have occurred in the early spang less severe ones in the

{4

¥

G N

Fig 318 —lemophfla  The patiewt suffered  saall cu In the Dorcoss membrade of the Hp

muade H Lmpossibie for the pathen (o ca 80 that be kad t  be fed Utq: iowerted Lito
his moath and direeted toward the of =am!tabels dangwoms

tn Cowrtesy De G L Bireh wxd Univeral y of Mool ecogrash on Hemo-
phitia )

fall Hemorrhages may continue for days and weeks with tremendous loss of
blood The immuonity of women 18 probably not an absolute one slace a hemor
rhagic tendency especially from the uterus has been claimed in some females*™
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Emile-Well Omtz and Zwelg after Gottron 41 see réview of older evidence o
Bulloch and Fikdes) ™ Birch® gives a long lat of ‘bleedmg  females of herr,
philic families but she conmders none of them as a true case of hemophilia,

No effective treatment of hemophilla Is known but injectrons of blood,
plaso human aod animal serum and haman placents! extract may tde the pa-
tent over 2 cribea] period  Several substances have been prepared from bl

and plasma which are able to decrease the clotting time -
Nateloa Llops a2 egetable vimmin and caldum ﬂmph:?m'}* Hod n
praised hgs been litde beard of during the lest fifteen years, 3y,

ey
iy At
have had the same {ate  Pressutre applied to a wound 1, ke

L

rounding subcutanecus hemorrhage **  Severa! hered; md‘:‘bm» the \n’r‘

resernbling true hemophil it differing either 1n beredny T elireatly

Ings, bave been dewcribed  Thes are all of litthe dmt&mjl_“,:;ﬂ find
i3
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Pseudohemophilia 13 a rare hereditary disense which unlike true hemophilia
occurs 1n and 15 transmutted by both sexes  The discase may be aarned with
out manifestation

The symptoms are like those of hemophilia but mostly milder especully
laterinlife The conditron may disappear as the patient grows older  Epustaxls,
ensy bruluing and ecchymoses are common but purpura and petechfae have
not been eeen ®®  Alacfarlane™ has shown In capillaroscopic photography that

r—
!
i

/\f

Fig 330, —Hemophiim ve bemsorrhage after  thuy farwscle of the right cheek  (Courtrey
DrOLB.I.rtllldUlivﬂizydm.L-diPrv- Aomosraph es HemophiTa.)

the capulary loops are partly dmtorted and do not retract after puncture so
that bleeding continues 10 spite of normal blood platelets, coagulatron time clot
retraction and tourniquet test  The bleeding time is profonged.

Heredvary (familtal) purpure ssmpler 18 much more common than hemo-
philia Tt 1 more often found in women than in men  The platelet counts the
bleeding coagulation and clot retraction times are mostly normal but the

A Fanfia! Heoarhagie Coadiisn Asecisted With Proloagation of the Bleed

=\tmot G B
J M Be 175 30! 1RO

iog Tiow Am



OSLER 8 DISEASE 585

totirnjquet tests are often pombve. ™ #2 The skin manifestations are mainly
spoataneous ecchymoses,

In afibinogensmsa (psendohemophilia of the German [iterature) ™%
an extremely rare anomaly dmnctmmd by lack of fibrinogen 1n the blood all
hemorrhagic symp of b Inctuding fatal hemorrhage may ocour
Coinmred ecchymoses around d:m big jomts have been noticed and the patrents
brulee easily The blood does not coagulate except on addition of hbrinogen *+

Quler o Discase

Rendu-Ouler Weber s disease is a well-defined syndrome which is aleo known
as angiomatosms hereditaria hern

H 1 Goldstein™® showed 1n 2 series of analywes of the accumulated material
that up to 1931 about 110 families had become known In which more than 650
cavea of the syndrome occurred  Since thep the number of publahed cases
has become larger  There 1a much discusszon abont the prionity since many cases
belooging to the condition had been published before Ouler who recogmzed the
triad of telangrectasiy hemorrhage and heredity 4

The first visible telangectases hardly appear befare the age of twenty
‘They appear in crops with a certain predilection to the cheeks and Iips.  Since the
ndividual leslons rarely disappesr spontaneously their number grows with the
age of the patrent and may reach several hundred

There are several types of telangectases. Some of the gmaller ones show
pulsation under weak glass peessure but most of them are venoua ™78¢  Therw
are also small red hemangloma like papules with or without surrounding dendritic
veseels. These lesions cannot be blanched by pressure

The telangectases develop on the mucous memhrares too  The nasal
cavity the tongue and the gume are almost always jnvolved Hemorrbages
have been obeerved from almost all mocosse from the vagina the nterns the
bladder the rectum and other parts of the colon from the stomach the bronch
and the larynx but the nesal septum m by far the commoness source df dangerous

F R end Medlpln, K B Famil! Farpurs, Repart of Tw Osese. Am J ML e
94y 203208, 1334

Tebrr hereditirs bimorriagiache Disthrors Acts med Scandioe TRy 104-118
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Degtache Arch [ kits Aled I3 280 1930
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J 3 Nirtwditary Tlemmiaro Trasgrctads, Wiecensdn 31 J 43 08, $40, 1944,
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hemorrthages. Death either during the attack of untractable epistaxis or by
severe secondary anemia caused by the repeated attacks has often been reported
but cases without the dangerous hemorrhagic tendency are known ¢ Heredity
is the third charactermtic of the syndrome  Unlike hemophilia the condition is
not sexhound and st 1 transmitted by both sexes following a dominant pattern
of heredity

Besides changes caused by secondary anemua the dlood findings are normal
cspectally with regard to bleeding and coagulaton time  The affected capil
lanes have lost their contructility on njury ® Splenomegaly and ewelling
of the hver occur frequently B ™7 Scherer®? observed arrhoss of the
Iiver 1n both mother and daughter with Oslers disease  This 1 tnteresting
1n view of the vascular spuders which are common in hepatie cirrhous.,

Capillarescopy reveals excessive richness of surface capillaries and lengthen
ing or tortuosity of the loops ™  Bommer saw aneurysms In great namber but
never in the retina.

The histology shows the weakness or hypoplasm of the connective and
elastic tmeue explaining the bulging and ulnerability of the small vesseh
The condition must be consdered as a systemws, hereditany dimorder of the entire
connective thwue syatem B4

The therapy B mainly himited to the destruction of the indi 2dual leston
tn couteny,  This operation reportedly often fails to stop the bleeding Honser ™
and F't7 Hugh®™? advise against blord transfusion if spleen and liver are enlarged

In s ©ral patients with Osler s discase wome of the telangiectases of the
mucous membranes were seent to diminmh or disappear entirely on treatment with
moccasin venom %

Thrombocvtopenic Purpura

Thrombocytopemc purpura 15 also known as morbus maculosus haemor
rhagicu  or Werlhof’s purpura  Its main fenture 18 abnormal bleeding whict
may occu n any organ the sk almost never being spared  All mucous mem
branes especmally those of the nose the mouth the lungs the genrtounnary
and the digest: e tracts may ooze blood in varying degrees of severity  Cere
bral and adrenal hemorrhages occur  The onset s often sudden without any
premonit wy symptoms. The course may be hyperacute acute chronx of
interm ttent  The disease may terminate in complete restitution or in death
from h mxuThage or from aplastic anemia caused by the repeated attacka  No

MEva Togtert, L aod Acharer H J Mémanglomatowe familiaie de Rends-Oser #i chrhos
bipaticen Aux demid 33 T00-300, 1938
WiRowenthsl F and U na, P Usber das Weown der Oslerachen Krankhatt Kiin Wolrneokr

MEllowser K. 3 H 4 T Amp, Otol Rbhin & Laryng. 43
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age » immune but children and adolescents especually gmrfs in puberty are
more likely to become afflicted and their cases are more often acute. The
typacal blood findmgs are low platelet count and increared bleeding tume up to
ninety minutes. The coagularon tume 18 normal or only moderately mereased
but the clot doss not retrect  The coagulated blood remains 1o a jelly Like con
dipon  The tourmquet test is pomtive. Anemua and sbnormalities of the
leukocviic picture are absent®# The spleen 1 cften enlarged and tender

P

Fig 111 —Thromborytopenks parpurn  ALNTEY  surdeiles  (Courtesy Dr Erich Urbech.)

Thrombocytopemic purpura is sither an entity of 1ts own the canse of which
# unknown or it o caosed by a kn wn factor such as infectron blood dyscrasia
pomoning or Liver disease  E Frank called the idropathic tvpe essential throm
bopenia (thrombocytopenia) to separate it from similar kemorrhagic discses
sccondary to other conditions  There is no dermatologncal difference between
these two groups  Essential thrombocytopenm s & rare disease  Only about
179 casex were counted in 275 000 adrumions in two Amencan and one Enropean
bosp tals. ™ These figures pre bably 1aclude some secondary cases.  The belief
Is g2 ning ground that iy the shortcomings of the present dugnostic means
create what is known as esential thrombopenic prirpitra

TERomathal ¥ (erwe axd Trrmtmes of Thremhopesk Purpma JA M A I12r 10! 108
1%,
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Dermadromes —The cutaneous purpura appears in crops of varying
abundance and on slight local trauma. A ready tendency to bruise particularly
over the shins and knees 13 often the first intimation of the disease ™ The pur
puric spots frequently appear first on the legs and they may be restnicted to the
legn 1n less severe cases.  More often the crope gradually cover the whole body
Petechiae and suffasons sre usually scen simultancously  The mixture of both
types of hemorrhagic lerlons 1n the )mme patrent 18 conmdered a characterutic
feature of the morbus WWerThof™ but thes shoukd not be taken too Lterally
Some cases at lenst at certain times, show only mucosal lemorns. The fresh
suffustons are not always purely hemorrhagie. When they appear they some

Fit 31— Acat purpers 1k thrombocytopeals

times ha © an wrficartal character bemng pink and elevated and show their
hemorrhagic natare m re clearly only later  Such cases which are on the border
line of the anaphylactord form of purpurn are rare  They may be assoclated
with edema of the ankles. Suffusions can easily be produced by gentle flicking
buroping or pinching  They sometimes appear on areas which are exposed to
pressure e g the buttocks or the shoulders. The petechire can be provoked
by increased venous pressure by coughing presming during a bowel movement
etc. They appear as deep purple sharply outlined pin point or lentil sized spots,
sometmmes lined up 1n streaks from scratches.

Change from the honzontal to the upright postron may produce purpuric
lemons. This phenomenon known as octhostatic purpura is often marked n
patients who are just recovening from an attack of thrombopenk purpara It
can be observed in other types of parpura too
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Purple or black spots or suggilations especially of the gums and of the oral or
pharynges] mucosa are qoite common ™ This dlapedetic bleeding from the

mucons membranes may create a very serious condition

Pathegenesis.—Thrombopen a and abnormal bleeding are the outstending
wgns of Werlhof's disease  Sinee the bjood platelets are born in the bone marrow
and dia in the reticulo-endothelial system especially the spleen their population
in the blood can be influenced from both ends. Depression of the bone marrow
by bactenal and other powom by radiant energy caranomatoss and other local
processes may thos result in the aame thrombopenic and purpuric effects as hyper
activity of the spieen  The spleen may be thought of as devouring the platelets
or a3 exerting 4 depresing influence on the megukaryocytes In the bone marrow
possibly by meens of a hormonal mechanmm. (For discusgon of the experd
mental evidence wee Qunck?™) It has long been obeerved that however strilang
the thrombopenia in Werlhof's purpura may be no definite parallel between plate-
let count and purpora exists.  Sometimes bleeding occurred in moderate throm-
boperila, and In some cases purpura did not appear with very low platelet num
bers, ™ or the platelet count decreased only after the hemorrhage ™ Mac
farlane™ ahowed in capilleroscopic photography that the Injured capillares did
not retract 1n thrombopenic purpura.  These and many other observations ahow
that the vascular reaction more preasely the lack of vesoconstniction after
injury is an important factor  Quick™ tried to connect the platelet and the
vasculer theorses.  The capillary dilation w caused by histamine and one of the
functions of the platelets is to remove this ageat which is formed In excess  In
carrying out thu task the platelets are rendered more susceptible to agglutina
tion and lyss.  This hypothesis which 13 based on conmdernble evidence would
explun  asodilation as well as loss of platelots, The spleen or the reticulo-
endothelial syatem 18 possibly a major source of the hutarmine which Wils off
the platelets The opinion that allergy plays & part in thrombopewse purpura
is gaining favor and m expressed In the tendency to retnove the borderline between
thromb ic and noatk b purpurs.  The main reasons for an allergic
theory of thrombopenic parpura are based on the great nomber of cases which
have been cheerved after prolonged and repeated medication with araphenamine
gobd™*® gedormid ™ quinine nirvano! and after ingestion of cow’s mill#® and
other foods. Infections for example pertusals have caused thrombopensc
purpura  so have blood transfusione mo-me

M Wi Willlams, B The Fascial Lesisss of Purplers, J X016 R 1
- " o Larywy 181 14, 1828
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No matter what the final conceptwon of the pathopeness of hemorrhage
purpura will be the importance of the capsitary factor o established

Treatment ~The most important step toward succeasful treatment 18 1o
find out whether there ewsts a cwunl mfectton pomoning  blood-dyscrava or
malignant disease which may be trexted  In the remaining rdiopathic or essen
tial cnscs the tendency to remisaroma amd spontaneous heating make an evaluation
of any therapettic procedure in thrombopenre purpura difficult  However amnce
Kaoxnelson ™ 1 1916 based on E. Frank s work first advocated splencctomy
the number of succes ful operatrons has beenme s large that the method 15 now
generally conwdered  the only means that can be rehied npon when alf other
therapy fails ™ \any large reres have been repocted a0 that the ervoc from
spontaneous healing™* {s now small  The postoperative moctalits s seven per
cent®7 # to ten per cent™ n chronie cases  In Pemberton s senea of G0
seven operations {(Mayo Clinse) sixty three per cent were permanently cured and
almost all the others improred Pemberton® fecls that eplenectomy &
dicated 1n the moderwely severe casex with & definitely eatal luhed diagnoss
Early and mikl cases do vt need splenectomy  Thet can be treated with
Dloxd tramsfustons and anall dosen Jf x ray to thespleen  However splenectomy
if indicated should n ¢ be delayed too long™* because the operative danger m
creases as the aondition o the patrent becomes weaker  \ost guthors advise
agninat eplenectomy m acute cases. h md ba™* i a review of 168 cases sstimates
the post perats © mortality in acute ciases to be as b gh ne 20 t5 30 per cent and
i juventde patent  f the acute g7 up 35 to 50 per cent Three out of four
panents with acute thre mbopemic purpura who had splenectomy died but four
other patsenta of the same category who were treated with blood tramfusons
by dred te ® The post perative mortality has come down to 13 per cent
1 the acute caves (Brown and Elliott after Quick®™) but splenectamy tin children
must still be consdered ax very dangerous. Smears from extirpated spleens
wually d not show pathalegic changee” Only occascaally are the splemic
bl xd platelets increased =4

\ormy teedtment | the spkeen hus a hemostatic effect 1n many types of
hemarchagw dwease  Cornmdenng the relatinely high mortality of splenectom)
espectally 1 juvenide ind acute cases this methd deserves & trial  In @ review
of 45 cowes treated with \ ray Vaughan®® € und 28 cures and 20 failures.  About
25 per cent s the cises nere acute nes which were almust al} hsted as cured.

Shasmefwa | Veraeh indes 0o Risovrhagiechen Diatbees bl einen Falr e ementicBer
Thromboprwe Fraxk  agch Vs peilon  pienogess  hromkdirthebe Pwpers. Wi kbn

Wjowes T W and Tarw s 1 The Tres meot of Furpars femorrhaxics. J A M A H8t
B xm
T oend Fergueoa Lok N 3w Macpars Ana Surx M
0 4 13
M pecberian J ded  The Diaguost 5 Trestowm of Farpare Aemorrbasks Am J sare.
93806, 104
g cadob A e Behandiuns der ewestiles Thrembopenin Arch f kils Chir 1087
THS0%. 1831
Snarmio E R Tres ment of Parpars femorrimaics Report of £1 Caaes, Am J Rary 1

1053
nﬁh"’ml 3 Tres mew of Thromborytopewic Parpars, Bri 3 J 3 S3844 107



SCHONLEIN HENOCH $ PURFURA 561

Other reports are Inconclumve because of smell numbern or not comparable
becanse of great differences in technique.

Rudim]!®" and glso Mettier and Stone®™ belisve that roeatgensmdiaton s
valuable (8 cases) in thrombopenia Doses at 200 r per mtting applied to the
spleen with low intenmty and beavy filration are recommended About six
treatments may be given with three days interval. The platelet count has been
seen to nse after the firat treatment  Most of the chronic cases are now operated
upon the cases with poorer prognoss being kft to other methods ™7 L&
X ray therapy 1 less reliable than splenectonyy but practically without danger
It may well tide a patiant over a critical phase.

Blood trandfusions are of great but only pallmtrve value. Rosenthal™
sces no value o repeated small transfusione.  Vitamuas C aad B parathyrod
extracts and Stryphnon®* have been advecated Mocassin snake venom®
18 of some palliative value in chiromc cases. ™

Schonleln Ilenoch s Non thrombocytopenic o Ansphylactold Purpurn

After separating the thrombocytopenic purpurz a group of purpuras
remain which—though not without exceptions™ haa pormal platelet count nor
mal bleeding and coagulation times and normal cot retractron  Usually the
tourmquet test s positve ®® Allergy and infection have been mcressingly
found to be ifi 1n their path The b fon with other symp-
toms which sre well estublished allergrc phenomena like urticaria angroneurntic
edema and swelling of the joints is reflected n the term anaphylactosd.®®  Today
the group would probably be called allergic purpura However there are many
cases io which no allergic o infectious cause can be detected

In Sckenlern s purpwra as the anaphylactoxd purpura has been and stll
o called the urtcarlal component 1w & characteristic feature. Glanxmann®®
used the term purpura urticana for ramed white or pink, small o large wheals.
The petechae ften de elop wathin the urtwanal end slightly mflammatory

lemons  While the urticarial element quicl]y disappears, the hemorrhagic part
stayn and undergoes the well kn w1 changes
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Erythema nodosum and erythema multiforme like eruptrons have been
obwerved  The pleomorphic chamcter of the lesions 18 supposed to be an out
standing feature **®*#  The leslons appear in crops predominantly over the lower

Less frequently the other parts of the body are involved The face the
bends of the large Joints and the palms and sales usnally remain free ™  The
crops follow cach other in intervals of days or weeks. Recurrences have been
observed years after apparent healing

‘The spring of the year seems to favor the firet outbreak as well as recurrences.
The term purpura (peliosis) rheumatica refers to the combination of purpurn
wath painful mostlv serous exudations into the ponts. They have nothing to
do wath rheumatic fever

IHewoch s purpura 18 an anaphylactold purpura with acute hemorrhagic in
teatinal symptoms. Heartburn eptgastnc discomfort cbdominal colic nausea
and vomiting melena consupation or more often diarrhea with bloody stocls
and other symptoms of acute abdominal dsense are usually present and have not
infrequently ked to a diagnosis of appendicitls or intussusception with subsequent
laparotorny ™ Purpurk skan lessons 1n acute abdonunal conditions especmlly
1n children should make the possitulity of Henroch s purpura enter the phymcan s
mind  There are showers of petechiae on the sldn"™ and polymorphous skin
lesions similar to those in Schinlein s purpura to which Henoch s purpura fs
related  Unfortunately the purpurn often follows the abdominal symptoms by
scveral days which complicates the matter and explains the diagnosuc errors.

The allergic character of many cases of Schdnlein s and Henoch s purpura
has been demonstrated ®® Impeovement after elimination of wheat ®% eggs
and wheat®™¥ and a number of other items like pork milk, potatoes, chicken
elc. D®2% hay been observed  Allerpic diseases in the family hay fever m
fantile eczema and preceding allergic disesses are more common than one woukd
expect #®  The relationship to urtrcana angloneurotic edema joint swellings
and the resemblance to serum sfckness has often been emphaszed. Accompany
Ing infectson v just as common Tuberculoms tonsillihs 7 scarlet fever ®4
prostat tis (O Leary in discusedon of Carc and Zeisler®™) malarm tropica™*
may be menuoned as a few examples

Purpura fulmizans 15 a rare fatal hemorthagic dmease which occurs
severe mostly septic infecttons. The patients are almost always children
While infectsons with paeumococa as well as scariet fever and measles have occa

WMAlperstets, I D Allergic Purpara aod Acot Abdominal Aymptecs, M Rec 184 318232
MKy TMemoch  Purpurs Due (o Food Allerfy J Lab & UHn Med 14 835830, 1970,
Altwrgie Purpurs,
®ilemsnder [1 L sud Eysrasas, O I ADergic Purpars. J A 3L 31 81 1093-7084, 1829
1038
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donally been followed by fulminating purpura the majority of the cases were
observed In the courme of menmgiths.

The ecchymowes m purpura fulminans occupy large areas, e.g entire ex
tremrises and sometimes almost the whole skan  These glant lesions develop
very rapudly often in a few hours. The involved arens are sometimes entirely
black, A certawn symmetry of the purpuric jesons Is striking in some cases
The platelets, bleeding time coagulation time dot retracton and fibrnogen
were normal 1n Glanzmann s case. The autopey findings are mostly negutive.»8
Thm 13 not the case 1n & group of fulminating purpuras which now can well be
separated and which {s known as the Waterkouse Fridersichsen syndrome B8 18
Only abou slxty cases have become known aince Marchand (according to Glanz
mann®®) in 1880 first observed & case of this Jand. The terminology should
@ive credit to Litthe™ who in 1901 ten yeara before Waterhouse and seventeen
years before Frdenchsert published twelve cases, the greatest contributon of a
single author

The syndrome oceurs mostly m children younger than one year bat 1t has
been seen jn adultn.®®  The onset is very sudden often with abdominal pain and
vomiting moderate fever and flushed face. The patient scon becomes stuporous
this may be mustaken as healthy slumber ®®  After ten to twelve hours cyancals
which may alternate with ashen gray pallor is strilang  In this stage showers f
petechlae may appear over the whole body ~ The purpunic spots Increase mpidiy
sometimes under the very eyes of the observer They may coslesce and peoduce
a blotchy appearance.  On the buttocks, back and extensar surfaces of the arms
they may ool like postmortem fividity The ruah remains untll desth. Rarely
the petechie stay small. According to Aegerter ™ no skin leslons showed Jn
thirteen out of fifty seven cases

Headache and other symptoms of the nervous system profound weakness,
spllang temperatures from subnormal to 108°F  Jow blood pressure and arcula
tocy dlsturbances are often mentioned Cervical rigidity is wsually aheent
Almost all patients d ed within a day or two ﬂndizgnoohhnrdymm(e_
mortem.  Leukocytoss is mentioned in seven casea ™™ In twy Caseyttn a7
the platelet counts were extremely kow In two others, normal Mot of the
other cases do not mentron hematological findings.#% Coagulation ang bleed:
t me have been found normal scveral times. Hypoglycemis ang de“um’:g
nonmwoten nitrogen of the blood has been demcribed ™ A, H0opry the out
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standing finding 1n 95 per cent of the coees was destructine lulateral adrenal
hemorrhage  Often no adrenal tisste enuld be made out

It is now certain that most of these cases are caused by meningococac n
fection probably with a massive Invaston of menlngococed into the blood stream
Just as in other rashes of meningococcic disease meningococed have been found
1n the purpuric lesjons Bt =

Purpura annularis telangiectodes Majocchil and Schamberg s discase two
related purpuric skin diseases have some internal relationship  (See Polyey
themia )

Recently E. Davis™® has given n statistical analyszs of S00 consecutive cases
of purpura  This large sertes provides an idca of the frequency of the vanous
types of purpura. The diagnosis of purpurn almplex was made 1n 15 per cent
Schlnleln s purpura in 2 per cent Henoch s in 04 per cont hercditary familal
purpura simplex 15 per cent primary thromboeytopenia 0 8 per cent hemophila
0 2 per cent and pweudohemophilla familial or nonfamilial in 1 per cent The
rest (63 per cent) was grouped under the many types of symptomatic purpuras in
Infections powonings ete

# Lean, At wd Caffey J  Ewdetalc Parparic Alem(ngoroccsy Ractereosis | Early Life

M lattes O Amdl  ceso di parpors Mimbuant  Peditris (Rbv) 883 3733 ( (831
™1Duyie £ Purpars of Kkiz, 300 Cases, Lancet 1902 2 100-181



CHAPTER ZWXXV
DERMADROMES OF INTERNAIL CANCER

Internal cancer may manifest itself on the skin by mefastases by sonspecific
dermadromaes and by acanthors mgrimus e

Culaneous Viets tases.— It can generally be said that only memmary
cancer 1n advanced stages as well as occasionally after the operation of cases on
the borderline of operabillty reach the skin frequently by durect extensorn by
operative mmplantation or by lymphatic metastases.

The contiguous metustases appear as painless nodules which grow rapldly
and if dense enough coalesce tnto large hard masses which may sarround the
chest wall like armor (Cancer en cwresee) Sometimes the diffuse invason of
the skin forms an evenly red sharply and jaggedly outhned ares of inflammatory
cancer which is kmown as erysipelas carcinomatosum

Slan metastases from visceral cancers are rare probably occurring not more
often than in 1% to 3 per cent ™

Since there 13 no flow of lymph directed from the viscera toward the skan the
metastases are likely to originate from a primary Jesion or still more often from
secondary cancers In the lungs®® or 1n the liver This fact accentuates the
ominons significaxce of all skin metastases of visceral cancer

Adenocarcinqgma of the stomach ocrasmonally produces an outcropping of
hard mostly red nodes scattered in modermte numbers over the skin. Frm
sclerodermaike plaques n the skin ha » also been seen ™=#%  Dermal second
aries of hypernephromas prostatic or breast™* ca cers, have been found in the
scalp suggesting sebaceous cysts ™ or turban tumors.™? The upper abdomen
and the umbilicus have relatinely often been scen to de elop metastatic growths
oripinatd g from the stomach ovary or uterus. They are direct subsdmries of
metastatic nodnles 1n the Irver from which they 1mvel through the hgarentum
teres Y ma

Rectal carcin mas may develop acmlle or pedunculated metastases about the
buttocks®  Only a few cases of cutaneous iesions from o armn carcinoma
ha e been reported Several of the cases showed firm plaques o coaflueny
nodules in an edematous purplreh brown aldn which were not very suggestive of
metastatic cancer  The lesions reserubled eryalpelas or more oofrectly  the
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DLRMADROMLES OF INTERNAL CANCER
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eryslpelas caranomatosum of the breast The biopsy however revealed
metastatic ovarian carcinoma  Bronchial carainomas metastasize to the skin
relatively often ™°

A rare event Is the hematogenous spread of a cancer developing from the
emthellal hining of an osfeomyelttic sixxs Crops of metastatic nodules have
appeared in the skin of the upper arm after the amputation of an osteomyelitic
finger ™

Fi 817 Conested veins in carcinoms of the mophagas

Lymph coma and mel coma are probably more apt to metastasize
to the skan than the other more common cancers. They both form cutaneous
and subcutaneocus nodules or plaques which in some cases appear on the surface
in enormous numbers  The metastases of melanoma are 1n one out of three cases
entirely or partully prgment free (amelanotic) the melanotic character of the
cells being demonstrable only by the poaltive dopa reaction ™

Sgtewurt, O D Obermayer M X and Woolkimfler [. Cutamrows dletastatho Careinema
Originasing From Owieomyeiitle Cavicies drch Decmwt & £7Dh 41 S350 1930,
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Conclusions with regard to the sif¢ of o primary tumor from the distribution
or dinical appearance of skin metastases are less reliable than the pathologic
mcture.

The skin does not seem to offer & good soil for the cancerous seeds.  Skin
podules have been seen to disappear sporlansousiy™*® and they usually appear
quite radsasensitroe this can be interpreted as a lack of vitlity A few hundred
roentgen umts may make them disappear but of course there 13 no more than
pallmtive benefit for the patient from treating metastages, However it = not
true that cutanecus metastases indicate a particularly fast rate of growth of the
prumary tumor or that they herald approaching death  The patients may still
live many months or eves years. ™. Three years of life have been recorded in
a case of adamantmoma of the mandible after distant metastases had appenred
on the temple.* Three to ex months 3 the average time @ patent will live
after the appearunce of skin metestases.

Nonspecific Exanth oe—A still rarer dermudrome of internal cancer 1
the mospenfic exawthers These eruptions range from slmple pruritus and
prurgodike eruptions with hyperpigmentation to bullous multform end ecrema
tosd rashes Typical dermatitis herpetiformis ™ lupus erythematosus acutus
pellagrod and cxfolative dermatitis ™ generalized urtscana 3 purpura,™
and purpuric dermatitss with widespread superfictal necromu are on record =8
Thrombocytopenic purpara®®* may be caused by maseve Invamon of the bone
marrow by metastases. In some cases™’ a generalired polymorphous exanthem
Was seen 1n x-Ay tredated malignancies of the mouth and neck.  Drug eruptions
from barhaturates are difficalt to rule out 1n some of these inatances.

The raghes especially pruritus, may precede subject: v or objective mgns of
cancer and they may disappear after successful removal of the neoplasms ™
The peculiar tend ncy to multiple peripheral thromboses and short clotting tume
in pancreatic cancer ha e been menhoned (see pancreas) The exanthems in
internal cancers are interpreted as reactions to metastasired tumor cells which
have been destroyed by cutaneous defense mechanisms 33

Diffuse deep dlwisk-¥a k dsscoloration of the face neck and hands together
with melanuria n a case of widespread metastases of 2 malgnant welanoma was

Wosary A llerwnba A and Miget A Epttbitiomes mrtsetasiqtrs de
framg de dermat @ arph HI LTS 1204 1w 18 pron. Bl fac
m.""mna. Cancer dr la luaose oL Mfasamg cuteaten Bch rh med Wekneekr fo3g, 11 1051
“IKaufmay-Wat! 3 Jian chtastases (o Aoerhimes War Tnnerer
Dermat 7k 14 07 4 913 - oo Orame Are, 1,
Erythraderai wnd Clerusbarciaon X f Grakl 87 »eey
-"Lmz . Ik Alleruy Arch Derma & brob U o7 L 134y e
Cotnchience Malgmamt T mor wd Parpars IT
Ameris 14 u:p—lm 131 "‘""-lh-”-mw-u
MiRecher £ W Mann D and Rechman 5 Cutameoms Mantrasthees of
Py g Rl & ph 45 10681090, 1952 Ixternal Matigrmu
Diem K Leber 0 mDlomt lrbe Thrwmbopents b
1209, 197 Masmurcivem. Aed KMo 34 1300
Flors L and Cunkd M X Exsikem Complcstiag ) repiastc D

Roratyencl 41 HT308 | 10 4 Cosen, Am_ 7



570 DERMADROMFS OF INTERNAL CAKCER

seen by Odel Montgomery and Horton ® ¢ The authors assumed involvement
of the adrenal glands and chromaffin trsvue

The eruptive appearance of senile kemamgiomas (ruby points) in rela
tively young persons has been disproved to be suggestive of visceral cancer 4%
Schrdde™* claimed that the occurrence of dark, prgmented coarser hairs of dull
surface espeaially on the temples but also i the eyebrows and beard were indica
trve of cancer  They were even found among blond and gray but not among red
hairs.  This clum atill lacks confirmation

Fig 13% — Acenthesis nigricace. (Cowrtery Dr AL Jamwmer )

Acanthosis migricans b a dermatoss of remarkably umform aj
The duease 13 raro about 400 cases have been recorded since S. Pollitrer™
1 collaboration with P & Unna published the first case 1n 1890 (see also Pol
litzer™®)  The mgnificant elements of the gross skan changes are a characteristic
dustribution  papillary kyperirophy hyperpigmeniation and kyperkerotons  The
sites of predilection are the axillae the nape of the neck, the genitals the inner

#80del, [l A MMeatgomery H and Hortom, B T  Diffose Melancs Secondary to LMafgmant
Metanoma, Proc Btaff Mewt M ys Ol T3t TAS-T47 1997

Mmchridde, H MOochem med W kmechr $31 1583-1308 1873

MPolitser & In ermar Atlassel  Ilauckr 193 1990

mWpolitae & Actathoss Nigricasa J A M A 83 13001373 1909
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thighs the elbow bends, the umbilicus the perianal region and the dorm of the
hands and feet, In some cares the lips the anterior neck the areolae of the
nipples and large areas of the trunk may aleo be affected  There 1 almost
all cates, marked symmetry provaded the picture 1s fully developed.

The affected akin fs densely covered with mostly smaller than pea-size sessile
nodules with & more or less ronnded top  Many of them especually 1n the axillae
and on the ape are gowded lnto rows or small groups aad seperated by the
natural furrows of the akin,  Among the great number of Iittle papules i scattered
2 mpch amaller number of larger ones formung a picture comparable to the fuag
form papillee amoug the filiform papillae of the tongue. In the folds cauliflower
or cock s comb resembling growths have been observed

The color of the kemons varies from gray slate or yellow to all ahades of brown
and black. The melanoxis often extends beyond the papiliomatous area  Some-
tunes gross hyperpigmentation is nmuseing the lemons then baving e yollow
orangehue. Depigmentations within the darkened areas are due to Inflammatson
Seattered nevus-like, hyperpigmented lesions in apparently unaffected slan are
frequent concomitant effforescences which may appear in great numbers™®
Scaling dryness, or paipable roughnese, as gross expresssons of hyperkeratoss
are present but are not prominent features. The palms and soles are often hyper
keratotie, ™ but they reman free of hyperpigmentation  Prumtus fs sometimes
present.

The diseass sturts gradually most often imder the arms and progresses
slowly The pigmentation 18 increased by exposure to light the papillary hyper
plasia by {ricthon and maceration.

The ol mxcosa and the tranmtionsal skin of the Lips and of the vulva par
ticipate in the papillary byperplama 1n aboat one half of the cases.  The dorstm
of the tongue may take on a furrowed appesrance resembling hngua plicata and
the papillse mey be enlarged and rough lke those of a cat s tongue. Even thin
spines have been described. ™™ Similar papillary or granulated surfaces may be
seen on the palate the line along the bite on the buccal mucosa, the eprgiottls
and even in the larynx.  Mucoeal pigmentation is rare bat 1t has been obseryed
olten enough to discredit ts absence as bemng o dutinguishing characterytic
against Addiecn s disease and other melancves. Th esophagus ™ (he
and the lower part of the vagina often participate in the process. rretum

%mhmunydnm'edhtheaﬁcdtdm

The el b o b pracnted 25 the il loniadialy rone,

patheleey and elongated papillae, hyperpgmen

tion in the basal cell layer acanthouss and hyperleratoas, A ta
inflammation s present. Hypertmwyohheaebammh:nu amount of
hucutmmrymdmlu;mhbetwmnba;pm.wbemw~
acantbosis nigricans., Tlunbmdrﬂermin:bgm-phobly 'Ix! type of
of the two types
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The adjective malmmnant refers to the assocatw n with malignancy not to a
malignant course of the dermatoers itself  The benign type Is also often called
juvenile because many cuses start in early childhood and remain stationary
throughout later life  Some of these patients dred later of cancer  Some of the
juvenile cases were malgnant and some adult cases at least clinically were not
asmoclated with malgnancy ™ Thus there 14 no sharp borderline between the
two types The etiology and pathogenesis of acanthnss nigricans s far from
being understood but there are some facts known which eventually may lead
not only to the elucdation of the remarkable phenomena of this drsease but also
of ather plgmentary disorders

Fix 330 -~ Acuxthosis nigricans Obesity J vrnile case no smlxsancy  (Courtesy Divisos of Der
matodogy Departmen of Medcine University f Chirugo)

The most important etiologic fact is that at least 50 per cent of the cases
of acanthoss nigncans occu 10 patients with cancer  Fully 92 per cent of these
malignancees were found i the abdominal viscera mostly in thestomach  Almost
all of the nonabdominal cancers had abdominal metastases.®? The course of
many neoplasms asscated with acanthoms nigricans 18 highly malignant.

WRrgmm, X A Ose of Acanthosis Nigriana. Brit J Dermat. £ 140-177 1831
ST OTemdor® Curth H  Ouamcrr Associaied Whh Acasthbodh Kigricams Cuwe Arch oy 47
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In trymg to explain the pecuhar pigmentary ekin disease which has some
fentures of Addson s disesse the thonght of an adrenal etiology hasarmen  How
ever at least twelve cases ure on record m which autopsy failed to show any
sdrenal mvolvement H O Curth ™ who has recently reviewed the available
matenal wnth regard to other endocrine glands, arrives st the concluson that

theoretic conmderations and actual records of cases speak against endocrine

Tt 340 —Obesity of pliwitary YPr b patien  Hb Acusthoss migricast  (Cosriesy Divisios
ooy Department of Medicine C lretity of Chicape ot ~

disturbances as & causative factor 1n acanthoss n n Yet a

=ad variety of endocrine dorders have been foun’dm;‘:nu:ocblm ﬁmr::::.:
nigricans. It seems that although at the present time no satlufactory endo-
crinological etwology can be pn pounded the described amocations with obesity
debility dwarfism gerusal hypoplass diabetes goater cryptorcham  achondm-
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plasia and acromegaly cannot be shighted  Puberty exerts a provoking Influence
on the onset or development 7 Of great interest Is the case of Hellerstrim
who observed marked though not complete regression of the diffuse papillomas
after castration of a male patient  Ketosteroid determinatlons do not seem to
have been done 1n acanthosis nigricans.  In a few cases the dermatosis subsrded
after treatment of the cancer and recurred wath it (Spreschka after \Mon
corps®™)  Spreading of acanthoss nigricans after stationary perlods seems to

Wle with the devet of cancer ®7  These observations point to the
neoplasm itsel{ as a caure.  But the great mnty of acanthosls nigricans compared
with the frequency of abdominal neoplaams compels one to believe that a rare
combinathon of factors must be required  The same conclusion must be applied
to the assoclation with other discases. The dermatosts usually preceded in
some cascs for many years the development or at least the discovery of cancer
The etwologle role of the abdominal sympatke/sc system 1s not yet cear  Stimula
tron of the chromaffin system could explain the byperpigmentation but not the
other aspects of the syndrome  Most cases have not been investignted thoroughly
from this view polnt  In one case the resection of a cenvical ganglion resulted in
rapsd regresson of acanthosls nigricans in the axillany areas.™  Ten ioatances
of familtal occurrence, all of the benkgn type have been observed *7

The treatment of acanthows nigricans is at best symptomatic uniess regression
occurs alter extupation of the malignancy  The progmasts of juvenile acanthoss
nigricans as a dermatosis s that of an incurable though In iteelf not dangerous,
anomaly comparnble to a widespread nevin  However the prognoss of the
Juvenfle benmgn varety is darkened by the (requent asmociation with systemic
disease The prognous of the cases starting in the age group from 20 to 40
years s doubtful Acanthoss nignicans which develops after the age of 40 Is
almost certain to be indicative of cancer usually Viscerul™® which when the
dermadrome appears, already has metastasized.  Exploratory laparotomy 18
nndvisable (O Leary in dlscussion to VMicheloon™+)

et A Zar Kromind der Acautboss nigtiewce. Art dermat —venerral 14 883
1929 K0 46 180 1911
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CHAPTER XXXVI
DISORDERS OF THE NERVOUS SYSTEM

The function of the skin as an organ of sense may become affected by dis-
turbanees of the peripheral sensory nerves as well a3 of the central nervous syatem
Cutsneons secretion puomoton vasculac tonus and trophic balsnce depend on
the autonomse nervous system the functioning of which may be dwturbed by
local orgamic leslons as well as by reflexes and hormonal activations onginatiog
wmewhere else.  These considerations give us an kea of the complex mechan
s by which # great varkety of noxae including malformations injuries Infec
twns pousonings and endocrine disorders, may produce dermadromes of neuro-
genle character

Cutaneous Scnees 118 ¥4, wi

A vanety of speculized nerve endings gives the akin the character of & sense
orgun  The perception of all cutaneous stumuly 18 not diffuse as 1t seems to be
but locwlized 1t polnts which are dutributed over the akin in varying densmty
The end orgune related to the senmtive spots are highly specalired wn their
functions  Thus, forcing of a needle into a Mewsnermn body does not cause
pun bat only the sensation of touch The twarmik spots are moat dense on the
face and on the latersl sspects of the fingers (2 per square centimeter) The
cold spots are much rpore numerous with the greatest denwty on the face and
oa the tru k. About 11 cold epots can be mapped out on one square centimeter
of facial skin ®@  About one-third of the body earface is unable to perceive
warmth

Free nevve endings In the epithehum, radiating from subeplthelwal plexuses,
recelive the stimuli caumng the sensaton of pars The akin has only one quality
of pain bat differences m jntensity and deratdon may cause such varieties as
baming prickloy and sweness.  Lewts and Hesa™® belleve that paln s caused
by & substance produced 1 the st and acting on the endings of the pain
nerves. This hypothetical substance does not seem o be bistamine

The pain spots are most dense [n the poplitenl foma with 232 per square
centimeter and least dense on the up of the nose with only 44 per square cm ™=
The serise of toxch 18 abso bocalized 1n points which are mostly situated at the hair
{ llicfes. The nerve endings surround the follickes like & basket The bent hair
acts as a [ever and intensifies the pressure on the end-organs.  The hairs widen
the percepts ¢ area of the folllche and make the polat system appear diffuse
A shaved srea is conmderably lese senmtive to touch than a hairy one ™ The
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senmatron caused by a constant stimulus for example the bending of a haur
soon fades and 1 no longer pereeived  This phenomenon 1 called adaptation
Because of adaptation we do not feel the weight of our clothes and a needle prick
s painful only for A moment  The pain will stop in spite of the fact that the
needie is still sticking In the skin  \We do not feel a temperature which does not
change.

Aerre Section—The effect of cutaneous nerve section was studled in famous
selfexperiments by Head  Foerster ™3 1n evaluating nerve lojuries caused by
gun shots during and after the first World War and other authors ** modified
Head s observations to some extent.™® The section of a sensory nerve immed:
ately abolushes all forms of skin sensibility  The areas of thermal tactile and
analgetic aneathesia after section of the nerve are not entirely congruous.  Sec
tion of the ulnar nerve for Instance lca vs 0 2one 0 part two inches in width 1n
which only paln but not touch or temperature can be felt  The disturbance of
the perception of temperature j» more extenslve than that of touch and paln and
the loss of the perception of warmth Is more extensive than that of cold ™
With the regeneration of the nerve the senmbility returns i two stages.  The
two stages are explained by some authors by the exstence and the difference in
the regeneration of two hinds of fibers.®®  After seven to thirty weeks a markedhy
punctate scnsibility appears with relatively wide anesthetic areas in between
However the perception of intenmtien and the localization of a punctate stimulus
s Inaccurate and radiating widely from the point of stimulation  The threshold
for pain s high and the character of the pain s described as  sickly ™ meaning of
an unusual quality  This quabity Is illustrated by the peculiar sensibility of the
corneq and the glans pens which normally are of similar character  The author
can from his own experience with a severed lingual nerve confirm the atatement
of Trotter and Davis (after O Foerater®®) that the character of the pan is differ
ent from the normal sensation of pain  Only extremes of temperature are recog
nized 1n thisstage  The temperatures between 24 and 38°C do not cause a sensa
twn of heat This first stage of the return of the sensibility s culled protopathic
scnsibility ™ It s followed by the return of the sensation of Jight touch of
tactile localization and dmcrimination as measured by the ability to recognize
two compass tips as two dstinct points, and finally by the restorntion of normal
sensibility  The second stage of recuvery 18 referred to as eptcritic sensibility
Complete restoratu n of the sensory funcnons may take up to two years.  Inskan
grafts the senmibility returns after 1 to 12 months and progresses centripetally

The section of a nerve abolishes the sensory functsons 1 only part of the in
nervated area.  Overlapping of neighboring innenations creates marginal hypo-
esthetic rones. A persistent crrcumscmibed dermatitis may occassonally follow
the section or mjury of a nerme These lestons are restricted to the arem sup-
plied *™  They ha © been used as e 1dence for a neurogenic theory of eczema
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The sensibility of the skin 18 comsiderably tnfluenced by the vegetative system.
For example partla] nerve section alone rarety causes arcumseribed peurftus or
hyperesthema This could, however be experrmentally produced by mmul
taneous nerve section and sympathectomy ™ Vitiligo and canites have
often been observed 1n the area supphed by peripherally diseased perves
frequently with neuralgia. '™ This i3 most often peen in nenralgm of the trige
minal nerve. Zostenform pygmentations after nerve mjury are also known
Paresthesas liks numbaess or formication give httle information about the
nature of the nervous lemson ™9

Nerve mjury section and central destructive processes may camse frophec
slcers The trophic, L e the nutritionsal balanang infloence of the nervous sys-
tem cannot be derued. The much dusputed and not defimtely answered questson
of specific trophic fibers does not seem to be important any longer mmes the trophic
effects can be sufficiently explained by the known functions of the vegetative sys-
tem . ®™* Trophic ulcers are moatly seen on the pressure paints of the feet and other
wites subject to trauma or infection e g hands naml septum and the mouath ™+
The perforating ulcer has been observed in a grest variety of organic lesjons
eg peripheral nerve Injury or th the dissection ™ pos halitic states,
tabes, syringomyelia, cervical rib ®£ and others. The ulcer starts as & blister
or a sinus undementh a callus.  heratoam of the edge and ebsence of granula
tions m the floor are chaructermtics of the fully developed lesion  The wze and
course are vaniable, Keratoals and snus formstion may be excessive caumng
deep destructron of bones.

Itching Swperficial and Deep Tickling  The dermatologscally most important
Dewrocutaneons symptom 18 pruritus.  Itching can be eliated by vibmatng or con
stant, sobthreshold tactile stmplation re tickling ™e»®.%a I the stimplus
excreds a certain threshold the normal sensation of pain or touch results, and
replaces the {tching senmation. Scratching relseves itchmg by replacing it with
paun to which itching has many relatioos.™*  Anesthetic areas as a rule do not
uch. Intact peroeption of touch and pain i uswally ™2 but not necossarily a pre-
requusite for the elwiting of 1tching by superfical ickling 1 e. light stroking with a
bair or wisp of wool. Thus itching or superfical tickling may atill be felt if # hatr
la lightly rtn over an analgetic rone in a tabetrc, when a needle prck fails to cause
min In penpberal neunts, trekle ty incressed where there v intensification to
all forms of sdequate painful snmull  In syringomyelia, a joss of pain and tckde
seem to coincide.  With Jesions in the oplic /halamns there is often intenslfica
tion of the response to tickling sumuli over the same mde of the body on which
the responses to painful stumuli are exaggerated. With lesions of the Internal
capeule and cerebral corter which bave resulted in impurment of semsibilicy

e Prhcmrd
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nesther tickle nor pamn senaibiitty s impaired both are occastonally overactive #2
This Is explained by the nssumptron that the tickle sensation is conducted by the
penipheral neurons te the cord where the pathway's cross to the otber side in the
posterior commisure run through the cord and the medulia near the spuo-
thalamic tract and are finally registered 1n the optic thalamus not 1n the cor
tex.®® Therefore cortical depressants like morphine paraldehyde and bromme
do not influence itching as much as thalamic drugs Jike phenobarbital ®8  Seetion
of the anterolatern! tract of the spnal cord abolishes tickliog and stching at the
corresponding level while section of the posterior tracts exaggerates these sensa
trons and protopathic pain to which ftching » intimately related *

Drugs which paralyze the sy mpathetic system lile ergotamine tartrate or
stinulate the parnsympathetsc system like yohimbine and muscarine seem to
whibit itching KSnigatein™  concludes from these observations that the sym
pathetic sy»tem plays a part in the genesis of prontus  Pruritus seems to be
ctosely connected with dilation of the smaller veseels. It is perhaps a response
te changes in the state of permeability *® The paychogenic Influence 1s power{ul
Thes aiso underiines the importance of the sympathetic factora. Seratching as 2
prompt reflex reaction to jtching 1 not fully developed before the age of one
year ®¥ byt general reactions may be seen as early as the sixth hour of Iife
Deep tickiing 8 entirely different from superficlal trelling and 1tchwrg  thongh
the same word 19 often used indiscriminately  One should speak of deep tickiing
when the sensats n 1 felt in deeper structures and when a considerable preaaure
s necessary toelscat itV Frey™ relates deep tickling to the sense of pressure
superhcial tickliog to the sense of pain  Tickhing 18 manly though not exdu
svely confined to certam areas like the anterior aspect of the neck, the armpts
the abd men and the ditors A sensation more sumilar to deep tickding than to
itching occurs 1n the mucosae too eg  recturn urethra larynx and trachen
A -haractenstic f deep tickling compared wath itching 19 its relation to uncon
tr lled refleaes like Laughter and other widespread muscular contructions. The
croge s flect f tickling s well known ®2.9#%  Tickling does not elicit scratching
but muscula defense

{lead s kyperalgetsc somes are due to the projectron of visceral pain to certain
segment | skin regwns  These regions correspond to those observed 1n herpes
zoster  Head™ mapped och skin rones for many internal orguns (see VM
Lewandi ey ® ) The vahdity of the phenomenon has been amply confirmed
th sugh there re many contr versies over details It should be emphosized that
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Head » sones are hyperalgeman. The sensihility to touch u not fncreased. The
dlagnoais of Head s zones Is made by needle pricks or by slight pinching  Alter
atous of the sensabon caused by tickling wmith a blunt object bave been found
to correspond with Head s zones. These rooes of decreased marely increased
senmtivity to tickling are supposed to occur more frequently than the hyperal
getic maes.  They indscate the same organ relattonsbup ™4 A vasomotor reac
ton to a weak galvanse stimnius can also be used

Herpes moster of the correeponding regwon may though rarely be the only
manfestation of a viceral dwease eg  peptic ulcer gallstones or cardiac dis-
case™* [t 13 assumed that the vaescerocutaneous relation wiuch conmsts of viscus-
sympathicus—ntervestebral ganghon—ramus viscerals—gray matter of the
spuoal cord—anterior root—spinal nerve—skin 1 affected in the intervertebral
ganghon which probably becomnes the slte of the herpes roster nfection An
interesting vsumahzation of the cutanecus rope corresponding to & lung focus
was observed after a weak ultraviolet mdiation Only the skin corresponding
to the tubercutus Jupg focus showed an erythema ™! Circumseribed edema
in the viscero-cutanects rones has also been observed %t
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CrAPTER YA VI
DISORDERS OF THE NERVOUS SYSTEAI

The Autonomic Nerraus System

The autonomic or involuntary nervous system innervates the sweat glands
the muscuh arrectores pliforum and the tonus of the blood vessels probably
2130 the secretion of the sebaceous glands.  Almost every cell of the skan s sur
rounded by an extremely fine retrculum of sympathetic fibnls, the so-called
sympathetic basal plexus or terminal reticulum (St8hr after F John™ )

Swenting —The innervation of perspiration has a subcortical center in the
hypothalamus. From there the sudomotor impulses descend through the brain
stem the medulla and a weries of spinal centery, to the antenor roots and the
pertpheral sympathetic pathways (W alker after Rothman™ ) A major crossng
takes place in the lower pone.?®:™* The pathway of the sweat nhibiting action
runs through the posterior roots.®™  In spite of their sympathetic pathway the
sudotnotor fibers behave hike parasympathetic or cholinerpic nerves.  Thelr
stimulatron causes liberation of acetylcholine in the skin and therefore can be
suppressed by atropmne and enbanced by phyvostigmine The formation of
acetylcholin 1n the venous return of a perfused cat leg has been demonstrated
with the eserinized leech preparation ™

Sympathectomy and the section of & penpheral nerve (eg the scatic)
causes anhxdrosis in the area supplied and hyperhidross 1 the surrounding
margin ™39 A reflective hyperhidrosis can be observed in the coresponding
symmetric zone®™* Sweating tests are used 1 the diagnoms of postural hypo-
tertsion and 1o determining the degree of completeness of sympathetic denerva
ton after sympathectomny and removal of sympathetic ganglions. ™
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The spmal centers of persparation and piloarrecton have been mapped
and tabulated by Ottfried Foerster ** Central cerebral lemons may cause
contralateral hyperhidros (hémuplégle sudorale Binger and Berg after Marchi
onin] #% % This however is only marked in early leslons since compensatory
mechanisms soon develop and some fibers remain uncrossed  Unilateral mostly
facial hyperhidrosis is seen In connection with peripheral sympathetic dis-
turbances, mostly Injuries of the parotid area,™¢ or after thyroldectorny ™®
Unilateral sweating 1s often combuned with flushing facial paralyms and dis-
turbances of the parotid gland

Ackermann™® found sweat secretion to be the resultant of two antagonistic
processes. In the proximal eection of the gland sweat s pecreted through pare
sympethetic impulses. In the more distal part of the tubule a regulating re-
sorption under paragympethetic and sympathetic mfluences may take place ™

Our knowledge of the amtonomic Innervation of the sebacsons glaxds 1
meager A well known fact 1s the seborrhea which sometimen follows braun lesons
especially of the midbrain and pons (see section on encephalitis)

The psychogalvanic reflex, or the Tarchanoff Veraguth phenomenon i
the decrease In the deciric rasistancs of the shx caused by sensory stimah and
peychic exciterment.  The electric regstance depends on the amount of sweat
and s one of the most senntive psychosomatic reactrons. Any peychuc concen
tratron emotion or effort measurably increases the perspiration  The lie de
tectors are based In part on the increased sweat secretion under emotion.
Food mgestion lowers the electnc resstance

‘The reflex may become condinoned so that 1t occurs at meal time, even 1f
1o food ia bewng eaten ™7

The electric resistance {s high n areas which do not sweat Therefore the
measaring of the electric skin resistance can be used for mapping the sudomotor
innervation. The areas affected by sympathectomy offer a high resistance to
the pamage of a very amall direct current  There may be varjations, from a
few hundred to many thousand ohms, within less than } inch. The electne
skin remstance is normally lowest in a sharply demarcated grea which includes
both evelids, the noee, the mouth varying portions of the forehead of the cheeks,
and of the skin under the lower lip  Dunng sleep this area becomes narrowed
finally consisting of enly a small margin arcund the moath  Similar areas of
low resistance exist on the palms and the solea The patterns of areas of ow
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temperatures greater than 3* C justifies immediate amputation of & limb.
The level of amputation should not show a temperature lower than 1 C befow the
corresponding level of the other @de *® In diabetic gangrene the temperature
may be ramed therefore the skan temperature alone 13 not a rehable ndicator
for determination of the level of amputation ™ In arteritls obliterans the feet
may be warm  In acute phlebits the foot temperature s high The gatient
should stay in bed until the retom of normal temperature.®®  Inflammatory
processes increase the akin temperature in @ much wider area than the immediate
neighborhood of the kesson Itsell  Thrs seerns to indicate that not s0 much the
increased local metabolismn but rather the reflex artenal dilation 18 the cause of
the heat in an inflamed area.

There 1s & rough parallelism between surface temperature especally of the
foot and the basal metabolism so that under certaln conditions the skin tem
perature may be used as a substitute or check for the usual basal metabolism
test @ High foot temperatures are therefore not only found in hyperthy
rosdiam but also at the end of pregnancy when the basal metabolism Is wsually
increased  These high foot temperatures peralst durlng lactatton. In general
anesthena the rise of the foot temperature Indicates that the patrent s asleep
Pnmary or secondany mnking of the foot temperature indicates Impending or
exting shock ™+

Morphine Wheal —If the slan is punctured with a needle through a drop
of morphine solutron a wheal and a surrounding flare appear  Abeence of the
whea! indicates a block of the small arterres which feed the ares as encountered
in Buerger o disease  If the penipheral nerve is degenerated the flare may fail
to appenr M4

Raynaud s Discase

An invanable assoclatron of the peripheral vascular spasms called Ray
paud ™% duscase with an internal disorder which might cause the nervous
impulses leading to the attack has not been discovered In fact some anal
ysts™®4 congider the abeence of such a relation as a vatuable criteron for the
diagnosis of true Raynauds disense However the abnormal sympathetic
factor which Jeads to the arculatory changes eannot be denied  AMany modern
writers on the subject deplore the rather careless labeling of a variety of vascular
conditions as Raynaud s disense Raynaud himself being among the accused #8233
Hunt ®® 1n an effort to clanfy the mtuation defines Raynaud s phenome-
non ™ as ntermittent pallor or cyanosis of the extremities, preapitated by
exposure to cold without clinical evidence of blockage of the large penpheral
veseels, and withont or not more than skan deep nutntional lesons.  However
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the time honored term Raypend a disease defies eradication  If ooe keeps
Hunt s defimtion in mind there 18 no reason to abolish it sloce the term disese
18 often used for & syndrome oc phenromenon of unknown cause

In the attack, the skin of the fingers, less often and less severe that of the
toes, becomes suddenly pale and cool often painful. The slon temperaturs may
be lowered a3 much as 16 7 centigrades (30 fahrenhert degrees)  The volume of
the Involved part is decreased  In this stage a needle prick does not canse bleed
ing Cyanoss (local asphyxia) predominates in severer cases and may produce
2 blue brown wate or even black color The alan becomes white on pressure
but Is extremely slow in taking on the color of the surrounding area after fhe
peemace has been released  The radial polse remains perceptible dunng the
attack, The attack ends with a change of the color to vivid red caused by a
wiolent reactive hyperemia. The changes are symmetrical. The sensibility Is
often dusturbed bat not abolrshed and the disturbances of sensitivity are, Iike the
pun ill-defined apd pot Jimsted to the area supphed by one nerve  Anhsdroms
or hyperhidroms occurs Only In severe cases do trophic lestons like shallow
ulcers, paronychias, and atrophy of the nmls muscles and bones become ap-
parent. In later stages the finger tips may be covered with a great number of
woall depressed scars,  If gangrene oceara, it Is urually superficdal and alwayw dry
Hardly ever do areas larger than an end-pbalanx become necrotic

The attack can be precixtated 1n many cases by lmmemon of the hand
In cold water or by exposure to cool mr or by chilling of the body by cold
drinks ™ Cold 1s the most Important immediate cause although emotion also
plays an important pact in the precipetation of the attacks ®7% %588 The trouble
1 predominantly found in young and mrddle-aged women The prognomws is
usually good with rupcct to life, but the attacks may recur over many years.
The pathogenesis of the p 18 otill controvermal Raynaud and many
others after him believed that en abnormal vasomotor tone was the main patho-
genetic factor  Lewss (see Hunt™8) produced much physiological evidence to
the effect that the vasomotor tane was in order but that there was a local fault
n the medium-sized digital arteriea ™™ Several autopsies, on cases baving had
the disease for long periods ol time, have not revealed any changes in the ar
teres, ®m byt o few Instances of endartentic alterations have been observed
(Kolisch after Mucha™®) Microscopc changes in the sympathetic gangls
and other nervous centers are on record ¥ The vascolar as well as the neural
findings are not wmform and some are probably sccondary  The caplilaroscople
picture during the attack 15 characterired by the empty and seemingly absent
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capillanes and the constricted arteries.  The spastic picture is followed
by atonic dilatation in the nsphyctic stage but both spasm and atonia
may be scen mmultancously ™  The capllaroscopic changes exceed the
macroscopically chanped areas. There can be no doubt that vasomotor stimuls
play an impoctant part.  Thrs is best demonstrated by the immediate snccess of
surprcal removal of the sympathetic fbers or ganglia through which the vaso-
motor sumuls must pass.  After sufficently extenmve sympathectomy by one
of the many mppested methods (Review and \lethods see Homans®® and
Adson™®) the vascular paralyms which follows the operation [eaves the fingers
fluahed and no attacks occur as long as the sympathetic fibers do not repenerate.

The assocated conditions which can be found in patients with Raynaod s
diseare an: mc-.t often of functwonal character  1n 24 per cent of a serres of 147
d coses paych is or neurasthenia was obviously a feature *4
Syphilu artenoscleroshy and a number of rare diseases™® have been found in
connectron with Raynacd s syndrome.  Linenthal® desceibed 3 cises wich
pulmonary fibrosis A rare finding b a cervical rib  If this anomaly is on-
lateral the attacks are unilatersl but intermutteat n spite of the continvous
cause. M1 B8 WY \eqopause ¥ IR gelerodactyly #T graenical ™ and copper
porsoning!™ are other rare combinatrona. Lews and Landw™ make use of
the combination wich sckerudactyty to support the arteritic theoey of Raynavd s
disease  Sellel’® separates scdecodacty ly (acrvscleroms) from Raynaud o disease
us well as from scteroderma  Combination with tetany'™ and calcifications ™74
have caused speculation obout a parathyrodd etwlogy  Subtotal parnthyror
dectarny has not proved successful ™

Treatment —Sunce the paralytic hyperemia does not Jast the enthuslasm
about the surpical epproach has somewhat abated so that lately medical man
agement has again been sad to give equally smimfactory resulte.  Johnson™?
stresses peevention of attacks by avosding the thing that precipitates them.
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Secondary anenua should be treated Pancreatc extracts and thyrosd™™ have
been advocated, Paraffin baths aleo have given coesderable rebef  The attack
1s best treated by immermon of the hands mto warm not hot water

Ecythromelalgia (Wel Mitchell s Disease) —This syndrome feafures
attacks of severe pun redness and swellog usually of the fest Hyperhidrosis
m usaally present in the involved sres. The paroxysms are sometimes pre
cipitated by exposare to warmth and depressron of the limb  Though occasion
ally assoclated with Raynaud s discase it exhibits 1n man) respects the opposite
phenomene. Among a great number of occaslonal associations the connectrona
with polycythemm (ses there) Bence-Jones albuminurie and neurasthenma
mzst be mentioned. ™o me s

Acrodyuiln (Feer s Discasej Pink DHeease)

Acrodynias though probebly known and described in France under this
name'™37 more than a century ago has become better understood and more
aharply defined only during the present century  The names of Swft ™ Sejter 1
and partculady Feer ™ after whom the disease 1 often named designate same
of the many authoes who have been concerned wth it.

The disease affects amall children almost excloarvely  According to Feer™?
the onset 18 inmdiom.  The children are listless irrtable sometimes vicous and
do not care to play The facal expresmon is frowning unchildltke weary s0
that the expersenced phymcian can make the diegnosts on the physrognomy
alone " expecully if the contracted eyelids are added to the pacture. The aleep
s duturbed and the appetite lost. Fatigue and gradually developing motor
disturbances like unwallingness or jnalul ty to walk or stand a bugarre and per
wistent jackkmife-llke pomtion 10 bed with the head between the feet general
flaccidity of the muscles without atrophy frequent light tremor and other
nervous symptoms, are emsential features. Otber important signs are wncreased
pulse rate and blood pressure high basal metabollan high blood sugar and high
sedmmentation rate. The temperature may be normsl but fever has often been
observed 1n the bequoning and during complieations.  AMonothermia 15 some
times a remsrimble feature. Encephalitic fentures resembling parkinsomsm
have been observed ™M

purs, J Bl Fal von der Ravaasdeches Kranlhek ceit C termschangen der Arteriea,
Act chir Acundizs T1 E-41 ISR XN 45 AT4
Die

H Gk 6, 1037 11
Tl frwin, T Chisical Ghwrryations and Expertoent Reatiog  Huraing ['am ia the Extreottis
and to fo-ealied Erythremcislg, Clin So 1 178-311 1533
" hrews, and Other o b4 Extremitics 4 ccompanied by
Toeodlatatina and Dyrateg. An J AL Bo 63 443480 1812
FMCiardes De | scredYuls ou dpidimie eul resnd L Purie depain 1811 Rey méd fraoe et
#Hraog 3 81 1830
WP, M Acrodymis daatrefls ot scred dsaiowndhal Ball Aead de mid Purk 117

Erythrordma. Lancet 1 011 91 (Letter ta the editar )
Acrodyul 4% Oasrs, Arch  Kinderh 881 344-252, 1037
¥fewr K Al Tremals a of Pranodier and Schlesmnan b Diwascs of
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Acrodynla takes a protracted course over many months. Complete recovery
is the rule. Recurrences are rare.™' The mortality rate among 200 cases 1o
Australa was 3 per cent 7™ when the patients were treated in their own homes
buterose to 30 per cent under hospital care with the danger of Intercurrent infec
tion Higher mortality rates have also been observed M7Im1am

Dermadromes —Dermadromes occur frequently ™ and may af times com
pletely domunate the plcture  From the start the skin feels cold dammy and
flabby  Sweating to a degree which has jts equal only In miliary fever weakens
the patient and causes thirst  Sparse or copwous millaria rubra™ or muro-
papular follicular eruptions, soon follow the excessive sweating  The skin between
the milinry papules may be diffusely blulsh or red the feature from which the

Fig 341 — Acrodywis. Preting (Patiewi of Dr A E Kohn)

name pink disease was derived (Glubbe after Crawford™) The papules may
enlarge and become scaly and eczema-like  Cases of acrodynia have often been
mustaken for ecrema as long as the other important symptoms had been over
looked In typlcal cases of acrodymia the macerated skin soon peels in large

*UPehw, M Mecidivations of Infantfle Acrodynie, S¢b ols med Wchwechr T1 1307 1308 1941
"'woad.AJ asd Wood J  Pink Dismse, Drit M J M6 27-231 1838
FHRatchife T A Acredymis, J Ment Sc ST BT 1941

I 8 Dis Feersche Kraakhalt (m Licht dac Dermatologie, Arch { Deroat n Byph
16T 1548, 1033
. H R Erythredeme Pelysearitle, Arch Dermai & Syph 131 1733 1938
0 focd, 8 JmAwmmmmmttlmu 21507 1938
Teiudeosd. H sod Batwoones, L 18 Casw of Acrwdynie, Rev méd do ks Suiaee Ro S0
TISTO4 1830
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flakes or 1n smaller circuler patches  The pechiwg s partcularly mariked on the
hands and feet so that 1t*may be misteken for scarlatina. Besdes rashes from
sweating and repeated crops of macular urticanal or muftiform exanthems may
occur especially on the mesial areas of the trunk,”@ sometimes alwo on the
extremuties.  Itching Is most viokmt. Scratching and poesbly trophic dis-
turbances may camse pyodernmc, nloerative and necrotc comphaitrons.  Bed
sores occur quuite frequently  The teeth may become Joose and fall ont. Geo-
graphic tongue is a frequent feature. ™7 Salivatmon frequently adds to the dims-
comfort and may outlast the excessive perspiration. The hands and fest show
a charactermtic purpliah pink ervthema The nose and cheeks may also be red.

‘The hair becomes dull and in often shed. The young patwents often like to
pull the loose haur oat and the vertex frequently becomes bald.

Diffuse and focal inflammatory changes have been found in the sympa
thetlc system so that the disease has been explained as 2 disorder of the vege
tathve nervous system and the term passympathtiss used 77107410

The nature of the anatomlcal changes in the cerebrosplnal system are still
controversial P27 Several newrologusts believe that encephalins infleencmyg
the vegetative centers of ths thalamencephalon plays a part. In the skun hyper
keratosis parakeratoms, intracellular edema™ and Inflammatory nfiltrations
1 the stratum subpapillare with damage or loss of the elastic fibers and vaso-
dilatation are mcroscopuc features. Bode!™ described eomnophile bodses in
the prickle cell layer surrounded by lamellated cells.

The drsease Ia probably an infectwon of the autonomic nervous system
though nefther microbes ndr pomtlve animal inoculations have been demoa
strated.  However local accumulatons of cases, a few familial canes, ™ 797 the
seagonal increase 10 wimter and sprng and the of fever infk on
and apparent but not Invanable Immunity after recovery make the infections
etiology attractive. Endocrme ™ toxic avatammotc or chron ¢ neurotrophic™®
hypod:ac- have been suggested. An interesting argument wn favor of the In

I"ra.._n Dechaume, J and Bowcerssat J L dcrodynds {nfantfle Asatowie patholopiqne,
PBall. dcad a-fd Pari Ula 153 014623 1928

"W, 31 J  L'scrodyme InfsotDe  Attl 15 Coogr bl Fedimt pa
7488, 1934 l:hl.nz
nud Bowcernedit, I Sur I'wrodruie Infantfls, Rev franc. de pédiat.
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7
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de | pcrodynie, Preme med. [1 1607 1610 1535
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"= Desmar W C and Bidind, O Acrsdymia, At J Dis Chill 48 (3281338, I8H

®*Belocg, 0 M and Meywr R &mmau«mmwnmrmnn
€ seredynie, Ry frang de pédins, § 4$5-801, 1032

PR chann.



590 NEEVOUS STSTEM

fectious etivlogy s the epldemmological and clhinical relatronship to acute miliary

fever which has similar geographic distribution and symptomatology

Its
course however fs much more acute and dangerous.

No speafic treatment has been found  Feer advocates high doses (2 mg
dally) of atropine  Ultraviolet Iight haw also been found effective



CrapTER XA XVIII
DISORDERS OF THE NERVOUS SYSTEM

Neurooutanoous Disesses

The common ectodermal origln of essential parts of the akin and the nervous
system 1 reflected in some disciises which affect both systems at the same tHme
and 1n the same or at least 10 & comparable manner These discases have been
called drseases or | ectodermoses. The group eom
prises von Reckhinghaneen s dwease (neuroﬁbmuntom) Bourneville s drscase
(tubervas acleroes of the brain) and varous types of angiomatoss of the bramn
eye and skin

Yon Recklinghausen s Dlscase.—Van Recllinghausen s disease 13 be-
canse of its frequency by far the most important member of the group The
dermadromes tumors and pigmentations are the most common and strikmg
manifeststions of the disorder Ths tumors may appear as fibromas and neurnt
nomas which cannot always be dmtingushed clmically  Particulardy the nature
of small tumors may be doubtfnl In large soft ibromas & wormlike nearino-
rmatous plexis may be palpable ndicating the Ml-defined clinical borderfine be-
tween the two types of lesions.

The fibromas ars usually soft (fibromata mollusca) and indolent rarely firm.
They may vary tn number from a few to eeveral thousand There doea not seem
to be amy site of predilection although the large fibromas seem to arme maore
often on the eyelxds the buttocks and the labea mayors. The tumars may range
{ram pinbead mzed nodules, to gigantic growths weghing more than 80 pounds.
If such large tumory involve an extremity the term elephantiasis mollis is often
used The fibromay may be flush to or rused above the level of the skun
artd the base may be thin or wide the tumor accordingly appeanng pedunculated
or semile  The covering skin 13 most often normal 10 appearance but sometimes
it ls pigmented leathery and warty A peculiar type is represented by fibromas
which give the appearance of an empty bag of scrotum-ike wrinkled soft thick
skin (pachydermatocele) Such flabby tumor formativgs may be seen on any
part of the body surface Trauma may change them into large and troublesome
hematomss.  The surface of the fibromas may show comedos or local hyper
tnchoms. The palms and soles are seldom mvolved  Spoatanecus Involutson
18 Very rare ™

The nexrinomas (neurofibromas) represent the second type of Von Reck
1 L In typwcal they are much firmer than the
fibromas and tender on malpation or sometimes spontnneotidly mainful  They
are often spmdleshaped or show thewr neurogenic origun by palpable worm or

T umi geslfri! U llestmyoms, Reckiaghames, ¢t [aadb d IL b Ok, {2, 2
01
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592 NERLQUS avsTEM

plexus-like structures  The neurinomas may develop anywhere along peripheral
nerves or in the central nervous system and they too may reach very large sires.

In one of the cases presented by Jones Jr and Hart™4 the mass grew slowly
from a small buttock tumor to a sire which exceeded half of the entire bady of
the 36-year-old emacated man

Fig. 343 —Von Recklingheoarn  dissase

The pigmeniary kesons of Von Recklinghausen s disease occur as large and
small epots. H W Siemens™ emphamzes that the large spots differ from the
ordinary smooth pigmented nevl. Their edges aro smooth and thewr color 1s
yellowish-brown while tho true nevi spll; have & more jagged contour and an
olive shade The large Recklinghausen spots range from fingernail to palm-sire
the larger ones often being ovnl-shaped and arranged 1n the direction of the cuta
neous hines of cleavage  Their color Is best characterized by the often used term
café au lait  The small spots resemble freckdes, but their distribution 1 even and

leme B J and Hart D Muleiple Neuredhromatoshs, Ana. fury. 1347 016620 1598
gy, H W and Stodies em ‘s Diwrass, Arch. £

Dermat. u. Syph 1881 80-163, 1828,



Ans, Bty )

593



504 NLCR\OUS SYSTEM

is not influenced by exposure te light @ The small spots may be wunumerable
Pigmented spots of both kinds are hardly ever mrsed. They may precede other
skin manfestations by many years. Ordinary and unusual nevi eg  the so-
called bathing trunk nevus hemanglomas and the nevus anemicus have been
notierd In & number of instances.t7t 59

The systenuc character of Von Recklingt s discase festa itself
1in the multiphaty of orgamic involvements, Abdominal Intestinal” Intra

Fiu 317 —-Vea Heclfiaghsweru cdiwsw. (lant oo futerspersn] R peredocystic besiane

Fig 110.—Ven Recklinghanmm disctss, Eoipty pemches.

Werakety O P G and Weber F P With Kesvos
Internst. Chm 1 Ber 441 144-147 1938
D

*harton, A. D and Inghe, K K-nabru--hvnmaouo-um wd Yieceral Lambora,
1 Col. Surpeoss, Australaels #3 397-103, 1531 Shi ¥
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pleural™® and mediastinal'™ neurofibromas as well as sciatic perve tumors,
fllustrate some of the many rare localizatrons Of greater mmportance are the
nenrmomas of the central nervous system and of the Intracransal nerves. A
consderable part of the memngiomas, of the tumors of the spinal cord of
the cerebello-pontine angle and of the acoustic nerve belong here #®F04m

The symptomatology of these central tumors depends on their locaton.
The central neurinomas are usually not malignant although their mte may make
them extremely dangerous.

Perhaps of greater peactical importance than the relatively rare central
lemons, are the mvolvements of the skeleton Here, too the site la more 1mm

Fi 317—Von Recklaghavsem diseasd Foormous mearodbeoos of the bip  (From Hary  Asa,
sy )

poctaat than the size or number of tho leslons which cause cystic destructinn
and peculiar irregularities In the growth of eome long bones as # sequel to epl-
physeal or shaft leslons during the growing age ' Rypbosis may be an eardy
symptom even before skin lemons are noted.  Kyphoscoliosss has been observed

"cumui.-r Die b =20 193
Hentborse, J O and Alebaeh, 5 K hrersbromsioss Wk Maligmat Thee
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596 NERVOUS STSTEM

in as many as 43 per cent of some series.™  Preudarthroses of the legs cystic
destruction of the hip bones ™ compression of the spinal cord ™ and osteo-
malacla™ represent some of the typical skeletal phenomena. Aloderate acro-
megaly ™ cuth verticds gyrata ™" Frohlich s syndrome ¥™37% gdrenal symp-
tomat™ I ynguy tumor ™ high blood calaum and potasstum'™ and many
other endocrine fentures ™ have been recorded wathout leading to a well founded
endocrine theory of the path of Von Recklingh 3 diseaset™  In
this connection the unfavorable influence of puberty and pregnancy on the pro-
ductlon of tumors must be mentioned  Psychic anomalies incduding all degrees

Fig 348 — Voo Recklinghasma dlseass. Largs axd smell phemsented eots.
A Kerven- Hawt uwsd bel der Recklng

ntalman,
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TMBickter W mit in den HEf1-
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of {eeble mindedness and frank psychows ™™ 3% gre common Hebra be-
Lieved “that all patients suffering from fibroma molliscum were mentally re
tarded irdividuals.  In & modern sertes™ about one-half of the patients showed
mental deficencien,

The patients afficted with Von Recklinghaumen s disense often have a
characteristic melancholic, or bored facl expression which Rulle™ partly
ancribes to changes In the facual skin. The eyes and ears participate in the moebed
peocess In many ways  There may be enormous tumors of the bds™® and of the

Fig. 368 —Vou Racklngkaomo's Cemss  Sxal] pheomented -vnu larger plymested moles
The patieat s omly ¥3 yours old. thereforr oo mowly el asd Dot (oo EXmerens. (Cowrtecy
Wiscooats Gewars] Hespital)

TUH wiie, D and Rowwrsom. C I Ancey Alspecis Arrats, Nemredbromsiosk, dwrctlar
!'nru:_ch-o-.m-nu::cmu,m

Krankbeit, Obogr  Fuickietr 4
187172, 1090 DL M 7B
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scterne ™ buphthalmos, changes of the retina and of the optic nerves or thar
surroundings ™! and (tmors. 7™

Deafness from bilatera! acoustic nerve tumors and other nervous dis-
turbances of hearing are well known and sometimes demonstrable by roentgeno-
graphic exammination of the petrous bone TR 0T

Thq disease is hereditary though certain factors may be necessary to make
the hereditary character mamfest  The trouble has been s¢en as & concordant
{eature In homozygotic twina™I71311 gecurring in six generations 77 and in as
many as four gbilnga®™* Among 115 chitdren of Reckiinghausen patients 43.5
per cent were afficted V7 H W Slemens characterires the inhentance of Reck
lnghausen s drsease 29 an irregularly dosmmant one  Solitary cases without
apparent familnl connection are not rare.  Both sexes are equally aflected 7
The tendency to malgmant degenerstion of Recklinghausen tumors may be
famiha! (Hoclkatra after ‘Mostmcher™™™)

The syndrome occurs 11 many degrees of seventy  Within one famuly
cases with all types of manifestations may be scen together with cases whose
only symptoms may conmat of some pigmented spots without tumors, Gener
elly the term formes {rustes 1 applicd to cases wath less than the four types of
dermodromes the large and small pigmented spote the fibromas and the neun
nomas Apparently abortive cases showing very few lewons may still become
scvere. s

The disease may be connatal but commonly comes on gradually 77 A¢
certain periads, however like puberty pregnancy and the menopause, and after
infections hike typhord and mumps the rate of appearance of new symptorms may
be stepped up  Since the kesons only come and do not go alder patients usually
have more than younger patients

The course of the dmsease has already been Indicated. In advanced age the
cases often becorme more progresalve and changrable. ™

The Uife expectancy s generally favorable, but may be entirely changed by
complicasons particutarly of the nemvous and akeletal systems.  Sareomatous
degenerations of (sece Charache? ¥) tumors occurs 1n about 10 per cent ¥ prob-
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ably even less frequently  The petwent dies with Von Recllmghansen s dmense
but rarely of it 7™

The microscopic structure of the neurninomas shows bandlike rowes of
paralle] elongated nucled elternating with zones of parallel thin fibers without
necle..  Sometimes the fibrous part is tranaformed 1nto 2 dense finely reticular
structure, with fusiform and anastomomng cells  Mitoses are very rare. The
growth geperally has all the characteristics of a benign neoplasmn Mot pathol
ogists belteve that the neurmoma stems from the cells of the sheath of Schwann
thus bemg of ectodermal ongin  The theory of mesodermal nature o defended
by a mmority en important argument betng the tranmtion o sarcomas. fre-4me

No satisfactory method of treatment 1 known

Many aothors advise againsf inadequate surgical removal of tumors, be-
cause of the danger of saroomatous degeneration % The removal of one sarco-
matois growth may be followed by a distantly located sarcomatoos transforma
thon ™

Tuberous Sclerosis of the Draln —(Bourneville s Disease) This is a
cotgenital progresmve and often familal condition It is characteneed by
epileptic seunures of varying types mental deficency varymg from queerness or
feeble mindedness to eevere sdrocy by eye dworders, and dermadromes. The
trad of adenoma sehaccum epilepsy and mental defidency s called epuoia,
The brain lewons are whitish relatively firm well clrcumscribed plaques and
trmors.  They are found 1n varying parts of the cortex as well an1n the ven
trickes. In the lanons the nerve cells are widely destroved or damaged by neurog
[a! proliferation and other processes among which a certan type of large cell
and a tendency to calaficaton are prominent features.  The latter and frequent
hydrocephalus, are radwographically demonstrable™® Tumors resembling

rhabdomyomas of tbe heart, and a vanety of other neoplasms
nmay be found. A high basal bolism P* gy 12 pr puberty ™
congenital malformatyony ™™ and neurogensc mulberry shaped tumors of
thereLhn""hawbamdmﬂxdmnmﬂonmth tuberous scleroms.  The
disease b in early childhood acd runs a slowly progressl '® course,
The majonity of the patents dw before the age of 25 years (Bielschowaky and
Gallus after E& Guttmann®™)
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600 NERVOUS STSTEM

The disense has frequently been encountered in families, sometimes in three
generntions I AR and ocrasionally together with manifestations of Von
Rechlinghausen s discase V7RI 5 ndicaging the relationship of these two
neurocutaneous syndromes whuch seem to be caused by unknown factors actmg
on the ectederm

Fig 330 —Tubecous sciosis (rplola)  Adenoraat pehmcrs in typioa] distribution wloag tss nastabial
foldsand on hechi  (From Good, 0 K and Qarb J  Arch Deramt 1841)

Dermadromes.—The best known dermadrome of tuberous scherous s the
ademoma sebocewm of the face This dermatoms consmsts of more or less ramsed
discrete hemisphenc papules which are mainly armanged in the nesghborhood
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602 NERVOUS SYSTEM

of the nasolabial and mental folds. The symmetry is marked The sre of the
indivadual lessons ranges from a few millimeters In diameter to almost a cent
meter the larger lesions being flatter end usually mtuated in the center of the
group The papules may vary in color and firmness. In the socalled Balrer
type the papules have the color of normal slun 1n the Pringle type, they are
w it and red and in the Hallopeau Leredde-Danier type, they are small and
very firm

Fiz 353 —Tuberoas sckrosis  Larps fihromatons nevoid growth of the scalp. (From Geod. ¢ K
and Garh, J  Arch Dermat 1841)

The pathological differences are explained by the prevalenca of the sebaceous
glands the vascular elements or the fibrous strome  Spontaneous regression
has been observed 1n some cases but thes s not the rule. The three types may
be seen together 1™

Nevod slow growing prgmented plagees of a mre which may cover for
example the entire teruporal area and kerztofibromatous leather like plaques
sometimes reaching palm-#ze have been described 178138 The Jumbar region
13 & favonte mite for such nevoid plaques and almilar growths. The plaques show

™™Dobictvitch, A Adéonmscs Noovells Pratiqu Dwrmaatol Vel Y1 Park. (500, 3ismoa & Che
J Rosa
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pathologic changes emlilar to the adenomatous papules. They are not of the
same dmgnostic importance as the adenoma sebaceum, W=

Slow growing multiple para ungual fibromas of small pea sire, especually
of the toes™® have recently become known as a dermadrome of tuberous sclerosis.
The lesions which have & keratotic top bleed easlly and may become troublesome
These tumors find thewr mucosal equivalent m lobulated fibromas of the
LU T The nail substance may appear thickened oc grooved lengthwise ™

Lipomas synogocystadenomas and some of the skin lesons known to
occur 1 Von Reckiinghausen s disease ha © als been found ocrawonally 1n
tuberous sclerosis.

Frequently the aden ma sebaceum makes ts appearance in the first decade
of 1ife ™ posably stimulated by the samo hormonal factor which canses the
development of the sebaceous glands.

PETin BoawdiR Mastiesnes T 8§ Formes famffinie de sciiross sherewss J botrw do Xewred ot
G porrhiat. £3 407 714 1530 N 48 40
SAKuAL L Tuberoes Skierewe mit Haxterschelmgogen ¢ Floern wnd

oo, I O Mtk Houl wsd Afgemetsriraakuaees, Mel Kia M ATOASL 1930,
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Anglomatosis cerebrl —Hemangiomas of the bran sre frequently?™
e agsociated with vascular nevi of the face  \Vhile the nonactive nevus-
like hemangiomas are apt to be found 1n the cerebrum the growing angoblas-
tomas usually develop in the cerebellum. Only the former seem to have related
skin lesions, while both develop eye manifestations, though of different types.
The nervous symptoms usually start very early sometimes dunng the first
months of life.? 1 Contralatern] jacksonian fits vertigo tremor disturbances
of the gait, and hemiplegia?™® are the most obvious symptoms. Idiocy has also
been observed 7 The brain lesions may calafy and thus peoduce roentgeno-
logre plcturest™™ 1% consisting of whorls and sinuous depomits In the gyt of the
frontal and tempornl lobes. Asymmetry of the face™P3% pay accompany the
unilateral brain changes.

The accompanying vascular oevi mainly occupy the face  They seem to
be more often unilatera! than talateral They are large even enormows™! single

l'l[lm—l'nt\n‘ollhlumrdl.l sciorouis and adenois avbacsam.  (Coartesy Divislon
of Dermtiokogy Depertmacot of Medicint Unirecstty of Chicsgo)

WSEeabbe, X H  Fackl and A With CY o tbe Brain Cortex,

"“Kufs, I Usber beredefamiliire Angloraatoss ded Gehirne und der Rrilna. fire Demiekungra
£ wmander aud rur Angiomm cee der Ia zuc.h-ldn-!vnnl Faychlat 113 ul.aa,na.
Payeidat,

Newol 1 994304 1530
g oo

and Hunatng. ] Tlau bhrmangioo mit Rankeasngiom des Geatrns  wd Hydro-

®ichwars, 0 W Vascular Tumors and Anomalies of the Sicull and irats, From  Resutrmmo-
loclgal Viewpalat, Am R«nu—dluul-mxm
R and Im Cutansous Naeves With Pupithalmes and Epipay J Moot Be.



NEUROCUTANEOUS DISEASE 608

or multiple telanglectasms of port wine stain or tumor type sometimes involving
the aral mucosa and even the pharynx ™

The new1 are often but not necessarily on the side of the hemangloma of
the brain.fo s

Beades the telangectatic lesions nevus anemicus has been recorded in
severa] instances.#¢  Pigmented nevus of one mde of the face and ipsolateral
gliomn hias been seen by Melrowsky #*
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Fix J4TB —Tuberooe sclacoshs  Fibromas of the sallbads wih grosving of the il (Frems Noom,
I B  Arch Dermat  ™4)

Heredity is an etological factoc # Occasional combunatons with the other
neurocutaneous diseases have been reported.td o wm
The term Parkes Weber s syndrome 15 sometimes tsed for the combination
of cerebaal and cutaneons henmanglomas with eplepsy and wdswothsm.

anrun-uu:unnc-muhh- Assocksted Witk Glasceoms. Yascular

Arca
R W B Trifrmiss] Narvos and Hemangioun of Jruinges, Froc, Rey Sec Med 15
[

ITTH, 1

Miweber F P and MMt h. E A Cose of Widely Distribted SuprrScial Triampiectatiy
Meven Amoclated Witk Areas of Neevme Anaemicms  Indicatiews Th  Portlea of the Cerrbral
Mewiugre oy Stolarty Tavvived, Brit J Dermay $U 7741 352

Lialtwettier Xoeves bei clarm Epfleptioer  (Seictomsberichty Tl #9734
-y A and XpureoVsa-Tazg Ko dyssphiqee amdfal, Bl #oo Frasy de dermst
stoyph 43 18501881 1504
PG, D AL Cam o Mexingral Ko o3 Ameciated WHE Advaoms Scbucrum. Edimbargh,
3LJ 3 reR11L 1933



CuapTER NAXIN
DISORDERS OF THE NERVOUS SYSTEM

Disesses of the Spinal Cond

Cord lestons may regardless of their nature prodoce prgmestations  Such
relanoses 1n the aren of the skin supphed by the injured parts of the cord have
been observed after gunshot {njuries duning the first world war - André Thomas™
found an increase of the pdomotor and sudomotor reflexes in the pigmented
areas which suggests that the sympathetic system plays a part in the etrology
of the pi jons The 1 tons may appear aflter two weeky (Simons
after E. haufmann %) or a!tcr months or even years. Sézary*' ™ feels that the
alow appearance of the lesions makes a sympathetic etsology unlikely  Since
most of the cord injurfes are fatal before the pigmentation has a chance to develop
observations have e d rare. Depip rons of the skin after injuries
or other lesions of the spinal cord eg tumors have occasmonally been
scen MM In one coge there was red dermogrophism above and white
dermographism below the level of the njury

E. Guttmann™® points out that the fibers conducting the seosatrons of
touch and position ascend directly without croming while the pathways for the
perception of wirmith and pain enter a second neuron and cross to the other mde
This explaias the fact thac & unilateral lemon of the spinal cord causes a contra
lateral anesthesa for warmth and pain  Localired destruction of the gray mat
ter of the cord also causes abolition of the perception of warmth and paln with
preservaton of the senses of touch and pomtion Thes dissocstron can be seen
in several localized cord lestons eg 1n syTingomyelm hemorrhage Into the gray
matter and in intramedullary tumors. The sensibility above and below the
level of & aircumscribed intramedullary lesion may be undisturbed if no direct

fibers are involved  Complete trartsverse lesons of the spanal cord leads to anes-
thema below the level of the corresponding cutaneous mnervatron  The lowest
scgments, however often retain some sensibility

Stxtus Dyaraphlcus.—Status dysraphicus 8595 15 » hereditary condition
characterized by @ great number of malformations. The name 18 dernved from
the pathogenexis of the leading anomaly spine bifida ceused by failure of the
embryonal closing of the raphe of the medullary groove. Funnel chest dupro-
portion between trunk and extremitses, abnormally long arms clubbed hands

MEAndrh-Thomas  La plqmectation de k4 pean dans les bemeTer o jaa affestions de Ja mostie,
ey wowrcl M 103108 1931
®hrvmer F W U terockaxges rer Asticlogie der Syringomysle Btares dysaphioos
Destsche Stschr £ Rervezh 8 1 1030
F W Patbol westeor Begriiodusy den Miatws dysuphicws, Dewtschs Stecke £
Kerveak B9 104, 1937
Lo
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and clubbed feet polymastia asymmetry of the breasts and web formation are
some of the stigrnata, chlht) :pﬂepl’y paychoses scrocvanomy  catarmes
hy 1 Horner s wy hromia of the s and other dm-
tarbances may accumulats 1n one individual but more often such symptoms are
groaped 1n farollies,

Spana hifida occulta occurs m about 17 per cent of aff persons 2 fact which
has become known only with the advent of the x-ray ™ Lumbar nevi and
droumscribed  sometsmes excestive hypertrichoas over the spine nuy indicate
the undertying cleft formaton

Fi 330 Tropies lorr after sphus rord  Wor and eperation

Familia! Trophedema—There also eust a1 lathonship between etates
dysrupiucy  and the chroow famatiaf tropkedem  of Nonne \firoy and
Alege © ™ This 1 3 herditary cond tron which has been obwerved in as many
2 five g nerations™® ¥ though never wt many members  The dvorder affects

Wearthe P ol Levras 1 Kitslcherrbhiehterhe ¥ad meseh glenkeis L

wa  FiDen e St T dymoapiiens and 17 Fien L2 '
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608 NERVOUS SVSTLM

the female sex more {requently than the male 874 The trouble is some-
times congemital but more often it starts later [n life frequently m adolescence
rarely later A slowly progressive later stationary edema develops in one or
both legs rarely in the arma. Pamnful febrile attacks have been observed to
mcrease the cdema #1190 The fully developed lesion conalsts of an enormous
firm edemn  The skun 13 smooth white or bluish or with a vascnlar pattern and
feels cool.  Folds cannot be ramwed. The contour of the legs © usually com-

Y

-

Fig 357 —Pn chof batr ver spina hifds.

pletely lost A deep fold separntes the leg from the foot  The condition does
not endanger Ife as ahown by Meige » sccond report on the same case 35 years
after his first presentation At the time of the second report, the afflcted woman
was 75 years old without other trouble than the edema

®#¥3foniy, £ Nur l» tropboedtne hreniqes de Melgr —Noareauxr cus —Oonskiratiens sar
Jemr éiclogle, Bav searsl 38 10%-1003, 1921

#4Texber E  iroy [Hetass. drch Dermat & Syph. 53 1117 1134, 1831

) feCrutre, I and Zeek, P of Chroate Edersa of (tiroy's
Diweas) JAIMA %1 $T0473 1932
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Besides statms d}mphmn hypothryu&dhm 1M hynecthyroidmm ey
b lisrn 104 gnd melorh Leri* have been found in asmociation
ﬁd\thtudcnm.bmnodeﬁnltecﬂo&ozymbcmuubﬁsbcd. The dominant
prthotogrenl fenture s lom of the subeprdermal efastica merense of collagencus
fibers and widening of the lymphaticapaces.  No effective therapy bs known

Py 33— Apias hinda  X-ray of patien Rk putch of bale aver lnmbar aplae,

Syringomy eita ks much move closly related to status dysaphicns. Curtlus
and Lorens™ found among 17 cawes of syrmgomyela 1! instances of spina
nfida ocenlta, In the famities of patients afficted with syringomyelia anomabes
of the breasts and menta} dmorders are refats ety common

Increase of neurogha (glwosis) in the spinal cord and formatoa af tube-lke
@vities withm these lesons lead to a great vanety of newrolagical symptoms

M emmabclmer 4 Trepherdcme \eh E8 I 36 tEN
Prutridec B um-nﬂmsn-xnnun. Clmkl dermat 111 S¥A-390. M1 Kbl 91 53¢,
s vea TrepbOdrm \vier M Mlchrbrostass Lirl

D-r-:u.wmmnnn lru.lm
iaimar, A P Kin Fafl rew Trophordems chrwborm (i (s witen Beckhasrs ree Sfew.

ruation, I ¢ Gratk B TT 1827
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varying with the eites within the central nervous system  There occur sensory
dsturbances muscular atrophy beginning 1n the intermetacarpal muscles of the
hands and ending up in charactenstic contractions skeletal damage eye symp-
toms and spasms. The course of the discase is very slow the first symptoms
usually remaining unrecognized over several years. The patlents rarely de of
syringomyelia but they often succumb to Intercurrent infections.?™  Recovery
hardly ever occurs,

P
-

i 3% —Nowne-Meige-Aiilroy dissase Fenale swed 43 yrars  Obesity »Od pituitary symp-
toma, o% cllin of legu frem childhoed, becaie  Orse at pabarty  Motber bud the srts trowble. (Oowr
tery Wlacomsin Oemeral Hovpital )

Dermadromes —The dermadromes of synngomyelia are mainly due to the
fundamental disturbance disociated anesthesia. Whike the perception of pain
and temperature become lost the sense of touch and deep senmbility remain
undisturbed. Puresthesms are common in the early stages and the attempt to
treat them with heat has often caused the first painless burns cirenlatory and
possibly trophic influences may also play a part

fptay B asd Heymaker W Nervous Dierness, 84 Leals, 1530 The 0 7 Mosby Ce.
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The patients hardly ever escape the trmumatc and infectious complications,
In advanced cases the hands ere rarely found free of crusty sometimes rhagad:
form ulcerations of varymg sizes often located on the extensar surfaces of the
fingers. Such trophic ulcers may kead to painlese, destructive lesions around the
nafls, Mutllation resembling leprosy may emsue, These farly charactenstic
finger affectlons are called punans analgémques. Transitory edema of the
Quincle typen* .29 oy well as lasting swellmgs represent another feature
These swellings are often found on the hands giving them a succulent appear
ance. The edema may disappear and leave a flaccid atrophic skin with a silky
or papyraceous surface, or it may kad to a leathery imeven hypertrophy and
hyperkeratos wnrelsted to pressure or work (lizxard skm) The appearance
of unusunl keratoses on the hands shoald make the phymsican thmk of syringo-
myelin. ReguonaP™ eruptions of large bullae in modernte numbers and unrelated
to trauma may cause necrotic ulcerutions ™45 another parallel to Jeprosy

The nails may become affected in many ways. Hypertrophy and atrophy
anomabes of position white color brittleness, groove formation and complete
loss have often been described #4483 The hair may gruy earty

The treatment 3 symptamatic. Profection from trnums especially burns
is most [mportant.

No skin manifestatbons were observed fu 81 cases of amyotrophic lateral
sclerosis *¥  though symmetric pigmentntions of the forearms had been de
scribed earller (Bowing after E. Kaufmann')

Diseases of the Drain
A varlety of dermadromes may be seen as results of cerebeal lessons,

Apoplexy may be followed by unilateral sweating of the paralyred side
{Binger and Berg after Marchionini®)  Ths has been called ‘hémipl&gie
sudorale  The galvanic akan reflex (Veraguth Tarchanoff's phenomenon) can
not be eficited on the paralyred side

Localized or unﬂ.lu:rll ntl”.uz dryness, and m about hall of the cases
il occur Unil #4 occure in apoplery (See Chapter on Liver)

O Ayper - bel Aren f.
Derzms  Syps 173 3733 1603

mppiwans, L Préiveat b d'wee mslede atietat de gameriors cutasfes d scigine syrings-
myfiqus Rev mid delest 91790, 192 Db s se.

Mwparpey B L Arrismcmyetim Amocialsd WHA Trephic Dwirectre Baflae Arch Dermat &
A T B10v 1EM

merrihwald  SyTiaomede TH A8 297

"W rchaber J A fupirvte \! R awd Mein. A Primery acd Symptomatie dm olropbie
Lateral Seieroske Cuors) Am J M fe I 701 1844

P Lagen, K Y and Fodewts I M Abl [ des bl
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612 NERVOUS SYSTEM

Bratw tajkries may cause contralateral coating of the tongue 9™ alo-
pecia 17 and sudden unilateral graying of the hair and beard (Gowers after
JLANMAIHY

Wartenberg®™ observed molated pruritus of the nose i {umorr of the tem
poral lobe. He considered the itching and compulsory scratching of the noee,
which persisted In deep aleep as a valuable temporal lobe symptom but other
neurologists™¢ deny Its localiring value.

Other occamonal observations are uniateral seborrhea and sweating ecchy
moses vitilgo and other pigmentary disorders of the skin ™99  (See also
neurocutaneouns discases )

Fig 360 - Unilstersl edexm of the face on peraiyred wda, Thres years after hecaiphegis.

Urticana factit1a®#® is supposedly pronounced 1n xlopathic ¢pilspsry bat not
in the jacksoman type. During the epileptic fit the galvanic skin remstance
reduced 7

The epileptic selrure may be preceded by symp like blushl;
or pallor The acute spasms of the respiratory muscles and the concomtant
increased pressure in the vena cava may cause petechine

These are often found in the conjunctivae and in the skin of the neck, the
chest and behind the ears. ™ The petechlae are rarely numerous (ecchymotlc
mask) ® but they ha = some diagnosatic or forensic value.® Chloasma in the
-hape of the forehead ring occurs occamonaily in epilepsy  (See Encephalitis.)

mn der Sangra-
bdu)bdmrt-m-nﬂ-—d.! N-:r 1M TTE-TI 1030
Zongenbriag nie

Bsdrung Doatscha.

oed Wehnwehr nx 10170: 1838,
M4 Tlarntue uaum.nunym Editorial, J A M A IX1 575-878 1842
Lin Amthmhhu)anl 1938,
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Oumazie
grophivzws fa de NW,Aﬂt.Ooufh&Am.N-r e 1 no-uolmmann
M locter J M J  Galveak fkin Phenomena in Eplleptcs, I Oea Prychol 10 $4-44, 1634
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Trasmalraahex of the coutral nervous system may cause prrpwrs of 2 dee-
tribution which s apperently governed by the nervous system. Purpura up
to the Jevel of a spinal anesthesta ¥ or generalired symmetric purpura after
skl fracture ™ pertain here,

Purpuric lesions have been described 1n many organic diseases of the central
nervous system  especially in multiple sderous 1

Drfiuse hypertrichasss hus been observed in encephalitis following compdicated
Sractures ™ in gloma of the ternporal lobe 4 in dimsernimnated sclerots, ™ and
1n several other lesions of the bramm  Hirsutlem of thu type may dimppear with

recovery

Encephalitis lothargiea (Von Economo s discase) s an eprdemlc and con
tagrous diseare probably caused by a filterable virus, After an Jncubaton period
of apprommately a week the disease breaks out with mild fever and influenza
resembling symptoms often with icterus.

Meningitic symptoms ere lacking or wmild but ocular palties and headache
develop frequently

In the course of a week sleepeness or irritability increases. In the lethargic
type the patient sleeps most of the daytime. He can be arvused only with diffi-
culty At night he 18 often restless. In the irritable or hyperknetic form the
muscle tone Is incremped  Tremor spastic paralysis, fever and deliaum are the
main symptoms. The acute stage may last several weeks or months. The mor
tality of the cases with a stormy onwet may be as high as 33 per cent.

Another third of both types may recover completely and one thud develops
progressive or stationary sequelse among wiuch Parkinsonism with paralysis
agitans-like symptoms ripudity sallvation tremor is the most common ofte
(Von Ecoromo after Bing and Hayrakert™)

In young individuals change of character hypomania and psychoses may
follow The pathologacal charactenstics are inflammatory infilrtrons and
hemocrhages in the gray matter of the large nudel and the frontal lobes.

Dermadromes —Best known among a varety of sldn manifestations of
encephalitms letbargicn is the profuse seborrian ™ which has been found In from
35™ to 48 per cent (Stern after E. Guttmann®®) of the cases. Rattnes™ found
unusus! ofliness of the face In only 8 per cent  Thes symptom has rarely been
seen in true paralyss agitans.

MRo, P Purpers nach Lambuliniehese Klm, Weksechr 1831 [ £341 %43,
S Eindiec W Xar Frose der Pwpors truumstics, Minches, med Wehnache 75 $23-824, 1929
—ach adlec b

eTvemayeen Wi powtane Derils, $17 & Karger
aCacelspost| O B Hacdroml sacelalltichs fon rrtrepuisiowe ctelrasit o fpertricesl, Crevallo
10 13 18 iW
Markef X Uicetms b Weamn With GIete of Left Lobe of Bral, Sehweis med Wekmckr
-
wt r-b«rr.-:-unu o lypertrichoss bl eitficber xmltiphr Ackerow X

e, T rm-mmmwa«mmu o ’c-r I 10, 1930
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614 NERVOUS SYSTEM

In typical cases the face appears as if it were covered with grense. If the
grease 13 wiped off it reappears within about 20 minutes. Faclal puffiness’™ and
complicating seborrheic dermatitls » not uncommon 197 Seborrhen i com
parable to other disorders of secretion like hyperhidrosis and escesaive sahva
ton and lacimation which may cause chronic blephantis and dermatius of the
lids The cause of the seborrhea is supposedly an inflammatory irritation of a
center in the wall of the third ventricle ™ Perutz™? could produce seborrhea
in rabbits by etimulation of the interbrain

Trophic wicers™ mostly in the nasolabral folds or around the nasal orifices
sometimes invading the nasal septum and the upper lip have often been de-
w7ibed. ™ The lessons may be very destructive and hard to cure

Fig 381 Fig 3

Far 381 381 —Bros forrbesd tag in encephalits dethargics  (Cowrtesy Trof. 1T Haathausen,
Copenbagm )

These postencephalitic ukcers have in some instances been mistaken for
rodent vleerm The senmtiity of pmn and touch 1 preserved.  Analogous
ulcerations 1n other areas eg the hands™ and the t ngue (Schumer and

gt G Seborrhors fackel als £ia Aymaptom der Excrphatitu bethargics. & Xear 73
A58, 1AL (b Bebeerions facim o besiret posteacepbalitiochs Terinderans Wheo kil Webmechr

» T4 18M
MPerwts, A Lustlg B and Kietn, A £ Kar rem malen Regulierung des Friteted echech der
Hastsberfliche, Arch { Dermat  yph (7% 311830, #M
™iHoftman, B mnrmpm:mcwum.ln_wnmhrammmmw

Trowbles trophiqued cutanfs o parkineoniens localie(s, Full Roc frane de dermat
ot ayph. 30 10931094 1931
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Baumann after AMarchionini™=-™®) are much rarer The localization in the naso-
labial folds suggests & connection with the seborrhea which s most actrve In this
te.

Chloasma™ especully in the form of the brown forchesd ring has been
found repestedly ™+  Such chlasmatic pigmentations are also known to
ocear in other mtracranial procesees e.g epilepsy The typical brown forehead
nng has the shape of a crossbow closely paralieling the hairlme 1 the center
and descending symmetncally toward both lateral ends of the eyebrown. A
nonpigmented rone separates the hair as well as the eyebrows from the lemons.

Other reports on postencephaliic dermatoses Include symmetrical gan-
grene MM rtcara factica, Qumckes edema ™ multiple paronychiza
(Schirmer after Marchsomini™>»®) gevere subungual hemorrhages ™7 diffuse
alopecia resulting 1n almost total baldness 1n 4 cases ™ bulloes eruptions™ and
Herpes Zoster™? 1n 16 casen.

®Hartmen, I Witn Chengrs Follesing Rnucephalitle Lethargics, Arta dermat. veoartol
13 40%116 1918
T inderson. O and Wermoe, T D Der braone Sdrring, Ursek  larger 1930 11 817631

bt 4 114
P Vamomotorkch tropldects Fiorusgra bel Kacvpialit ephiemics, Gytayisni 51
718, 1983 Bhi tRe 174
P Vom Feor F
Wehnechr 1931 1 45
=plegr 0 s Kimik der Eocephalitis letharpics, Wieo kitn Webmmckr I3 334519 1930
WENeitar A 18 ohesrvations d  forms case | wacéphalit [Sthargienne Ihi 3§13
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PSYCHOSES AND PSYCHODERMATOSES

Psychoees

Kretschmer 827 work on phymque and character correlated schuzophrenia and
the schirothymuc personality with the asthenrc and athletic builds and the dr
cular peychoses with the pyknic type.  Thoogh many of Rretschmer s “affinities
have been disputed ™7 the cutaneous dermadromes observed by him have to
some extent been confirmed by his opponents.®™  This 1 particularly true of the
katr growth in tho moun types of psychoses. In the arcular group a tendency
toward himutiim s stnking  These patients frequently have marked lanugo and
adllary and pubic bair The men have a well developed beard growth of soft
texture and equal distribution The hair often seems lighter during the
stuporous period and becommes darker or reddish m the stage of exaitation  Such
color changes were noticed as early as on the first day of the mental change ¥® [n
a 21 year-old blonde woman the hair became partly white during several attacks
of dementin praecox but it turned nocmal agaln when the spell ended T2

Male baldnesa scems to be more common among the drcular than in the
schirophrenic group and there 1s a difference 1n the character of the baldness,
The crcular pyknic™ has pronounced temporo-frontal calvities. If he 1a bald
the bakiness is shiny and sharply bordered kretschmer calls it @ ‘beautiful
bald pate. The bakiness of the schuzophrenic s usually less complete [l de-
fined and lrregular

There  a tendency to formation of folds in the scalp  Cwias vertrcys gyraka
and other acromegaloid tralts, have been found in schirophrenes by several
observers.® 3 The head hair of the asthenic or athletrc schizophrene 1s often
coarse in comparson with the soft harr of the pyknic aircular  On the forehead
as well a3 on the nape of the neck the harline 13 often straight and there is no
temporo-frontal notch  Frequently it 1s Jowerso thata furcap typeof head hair
results. Bridges of hair from the head to the eyebrows and down to the lanugo of
the back have been frequently found. ™™ Junction of dense eyebrows (Synophris)
occurs occamonally  The terminal hair of the male schizophrenic 1 relatively
weak, though often conrse while the female schizophrenic hes a tendency toward

"N Rretwchouer E =d Charscter ed 3. Bertin, 1923, Jytwa Springer

SMBets, D J  Somatology of he Bckisophreaic Patiemt, Hxman Hiol 18 188134, 1643

™ HoDe. k. Kbdeperbumstadien el Prychossn  Dis mimnliches Kirkolirem, Arch £ Paychiat
£ 115-150 1978

WNEler J J  Nearogenw and [y chogeats Disordets of $kin, AL J & Rec. $291 431, 434 618

D 4 Cutis vecticls qyrate bat sicomegaloliom Easatonen, Menstschr £ Faycidnt.
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hursutiam *™  The latter obeervation 1 in contrast to hretschmer However
thers is a general impression that some degree of hrrsutiam 1s found relatively
often in vanous paychoees 377 #1
¥ Alopacss todalss may occur m connecton with depression ™ however the
depreselon may also be of & reactive character due to the disfiguring boss of haur
Heller™ was ungble to confirm earler claims of unexplainsble and charac
teristlc madl chaoges in peychoses. 1t 15 an old belief that the Insane have
long or unusual mails but this 1 not true* The transverse l{ues can usimlly

Fig 3 Meaml retardation. Four cip keft line  (Oourtssy Wiwonsts Gesars! Hospitel)

be traced to wtercurrent doorders. Under proper care the nail of the inmates
of asylurms may be in better condition than the nsils of the avernge population

Repeated loas of the nals and of the hair in crcular paychosis has been
described (Trom{ontmnes after Heller™s)

The taioe bowr wia the hing faldlied ¥poh Nebackadomstr s3d ke waa drive from swe, asd
@ e gren os exrm. end ki bedy  as wet wH'R Lhe dew of Dearem, (] ks ks wore grews I
agies and ki natls Kbs birds claws  Duatel, [V 33,
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‘The obscrvations on the status of the skin in the insane have not yielded
many tangible results  Vascular symptoms are first on the ltst  Kretschmer®™
also Mumford and Chevens? ™ emphasire the rosy compledon of the crcular
pyknic In companson with the pale asthenic schirophrenes.

The rasemotor lability of the py knic nlso expresses itself 1n a greater tendency
to blushing and rosaicen. Somwe authars found the skin of the arcular 1n good
condition rather molst with o well developed panniculus adiposus. ‘The skin
of the schirophrene s asually paler flocesd and unhealthy  Acne s frequent.t ™
Dryness and a kerafotic tendency has often been consdered a characteristic of
the skin of the inmane ™ \lumford and Chevens™® relate this symptom to
the schirophrenic.

’;/'

™ «

T 34 —)Memtal deblllty Frowle aged 43 years  Hrypertrichosh

The most important vascular phenomenon of the schirophrene s acrocyas
mastis  This has been confirmed by many wntera?*2238  Closely related to
the acrocyanotic syndrome 1s the pseudo-edema of the insane (Dide Trepsat
Kraepelin after Simon™)  In acrocyanoces the are blniah with red vascu
lar patterns cokd slightly swollen but not pitting e swelling may reach up
to the knees and a fold may be marked at the ankles and at the base of the toes.
There is prolonged white dermographusm with red borders, lasting from one and
a half to two hours.

Red dermographism 13 common 1n a great variety of psychoses. ¥

Generalired addwonoild melawoderma 1n catatonic schizophrene has been
observed m eeveral natances #

Spo taneous and unexplained bullae with subsequent ulceratons, occur
even m bedrdden patrents without undue exposure to traumatmm. In the
mentally defiremt anomalles of the hair pigmentation acrocyanoss, pseudo-

®oGoidbiadt H and Dermman 8 Burls sicbirtese dala Dew  beslen litada, Aich efs Arch f
Newrol & Paychiat 19 234-341 1829
Wy e, E B Etlohgy and Patbology of Acrocyances, It 1 Dermat & Byph. 493 100-108,
Y e 0 Dermatoss en rappart veo dew troubles d stboe Defrea Xoavrie peatiges
vol § Tark 1838, Alawon & Cle Dp 748867
YiPetrcmon! F Il dermsograpiimcao melle paicopatiche Cervedo 11 4040, 1033 Xbi. €1 &3,

wewigert ¥ Ketatante und Melgnoderome, Aets pochiat. (Ropeobugen) 1 $4-144 1979) Shl
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edemna mallormations nevi  hemihypertrophy ™ and scars from buting the
hands and wrists*™ have frequently been recorded but the atatistics are contro-
versial and?™ ™ some lack suficsent controls.  Mumford and Chevens™™ empha

size the juvenile charscter of the skin 1o mentally retarded adults.

The dryness of the skin and hasr the tendency to ecxematous eruptions the
large protriding tongue malformatrons of the ears, epicanthis and mongol
spot’™* are the well kmown external sgns of mongalord witofrtsm  Familal xero-
derma pigmentosum may be amociated with severs retardation ®™

I'sycbogenlc Dermatoses

A great number of crinweoxs reackons to paychic stimsds are known  Oge
has to emume that the autonomlc system mediates the psychic impulses to the
effector organs i the skan by the liberation of acetylcholin or sympathin  (See
autopomic system ) Pallor blushing perspuration gooweflesh and the gray
irg of the hawr are proveriual phenomena camsed by fear shame mge
embarmemment caatement, worry and other psychic factors. Certain senst
tiors In the skin Ilke spine tinghing shuddenng itching and har ralung may
zl20 be produced by merely psychic causes, e.g readmg an exditing story fear
acowstic stirmuli as sour notes and shrill sounds or the touching of certain ma
terials like sill cardboard and rough wood Umng laboratory methods very
senufive responses can be demonstrated. Not only actual sensations bat even
the mere imaginaton of a sensation like pain reduces the electnc remstance of
the skan 1n & typcal way  which is demonstrable by Tarchanoff’s peycho-galvenic
refiex This accurately measurable drop m electrical resistance 13 due to the
sympathetsc stimutation of the sweat glands.»®

The skan temperature depends on the arterfal tonus which responds resdily
to peychic smull A focal temperature {ncrease of 0 2 centigrade can be caused
by rmental concentration on & spot " The famous le-detector 1 _based on
such prychogenic reactions In the skin and other organs. It Is not difficult to
concene that i fammatory procesees, wiich are so intmately related to vasods
lation may i1n some mstances be produced by peychic causes.  Aany expen
ments have proved the truth of this asumptron There are many dimcal
observations which support the pryckogemsc etrology of some dermatetes but it
is more often true that psychrc stimuli enhance or impair an exstmg dermatosis
than that they actually canse it The experimental methods do not try to explatn
the psychic part of the sequence  emotion—somatic changes. They concentrute
on the latter part  The greatest attempt not to explaln ur to kocate the psyche

T Walefierd £ G Comeottal Hypertroph of Left Bhowkder Girfle Arm, anet Tand WHE
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but to perrut a glimpse of its mechanisms has been made by Freud and his
paychoanalytle school

According to this doctrine the powerful source of psychic energy the mystic
Id makes contact with somatic processes somewhere 1n the form of Instincte.
A remstance 15 set up egunst the demands of the instincts (Freud after Hinme
and Shatzky®™9) This leads to conflicts because the suppressed or repressed
instincts are not deprived of their power They continue to seek discharge
comparable to potential emergy which tends to transform Itsell into lanetic
energy  Somatic processes including disease may be one of the forms of trans-
formation In this way conflicts may lead to disease The term psychoderma
toss seems approprate for dermatoses of psychogenic orimn

The case matera! Olustrating the pesychogenesis of dermatoses is large
but not always conclumve Small numbers the fluctuating course of the derma
toms in queation and accompanying dermatological treatment often obscure
the evidence which s posed to prove psychog Buot 1n spite of these
Himitations the existenco of psychogenons dermatoses and the value of peycho-
therapy cannot be densed 79389493

Vasculs DPhenomena —Psychogenic erythema  2s an expression of
modesty embarrassment or excitement s usually restricted to the face and nech.
About the neck or upper chesat it may assurme a blotchy pattern especially in
women who generally are much more likely to blush than men Children of
both scxes seem to blush equally with various emotions espeaally with guilt
on telling a e Emotwonal erythema has been seen 1n atyplical sites to which
the mmd of the patient had been concentrated A patient biushed emotionally
around a tuberculous winus of long standing ™ A woman who 1 examined
gynecologically for the first time may show emotional erythema on her abdo-
men e Ak 10

mmwmuummmw«mu——«m
Thee word necTome i1 oftex betag et for  rrlatively misar disarder of the prycide
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Blushing and fear of emberrassing blushing can sometimes be traced to
early sexual emotions. The peychoanalysts found an underlying Oedipus com
plex In some pronounced cuses.™™

Paychogensc kemorrhages may be caused by a grussome afght *™ or umilar
expersences.  Schindler ™ wbo has devoted a monograph to the subject of spon
taneous nearogenwc and psvchogenic hemorrhages, saw the purpuric spots moat
often on the fower legm of hysterical persons.

He describes three cases which were cured by hypnoss or psychotherapy
‘The purpuric lesions could be provoked by hypootic suggestion ™ Rohnatamm
could inhibit bleeding from needle pricks by the hypnotic suggestion that the
pelcked left 1ndex finger would not bieed. The pricked Index finger of the right
hand foc which normal condittons hed been suggested bled 1n the wual man

ver W

Mystie Stgmatizmtion —In this connection the phenomenon of sagmati
safton has to be mentioned. The term 1 derrved from the sixth chapter of
the Eputle to the Galatians In which the Apostle Paulus says 1 wesr the
mark {(stigmata) of the wounds of Jesus on my body T4 18T Thpy it means
the appearance of skin lesions resembling the wounds suffered by Jesus during
the cruafixon

The numbers of more or less well acknowledged cases vary from 80 to 321
accordmyg to various Catholic sourcen®™® The Catholic church has, at least in
modern times, exercleed great skepticsm 1n thes matter  The most famous and
if Saint Pauls word Is not taken literally probably the first of the stigmatired
was Seint Franas. Sixty two have been beatrfied or canomred. A medical
repart of an eighteenth century case of stigmadmuon including autopsy bas
recently been made accesuble ™ Twenty-nine cases occurred 10 the nine-
teenth century and at Jeast three have been obsened by tramed modern
scientists, The last caso was that of the still iving Theresa Neumann of
honnerwreuth m the Ba anan Palatinate The case probebly resembled earlier
cobservations In many respecta ™7 Ewnald ™ professor of psychiatry at the
Univermty of Erlangen who observed Theresa and furnuhed 8 now famous
expert oplmon for the physicman of the bishop of Regensburg saw nickel-ghred
dry smb co Tred hemorrhagic and tender lemons on the dorsa of the hands
and feet  The scobs do eloped from blood which cored through the thin epl
dermal membrape during the ectasies. There were smaller lesions on the cor
respondmg spots of the palma and soles, and over tho heart next to the sternum.
The latter the so-called chest wound had a slightly ralved edematous appear

FERY - Dersms. Wehmechr 4 30, 1532
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The Amencan dermatologist Klauder ™" who examined Theresa nine years
after Ewald 2 found a remarkably square dry glared hemorrhagic lesion
without any inflammation uiceration or destruction The clot seemed in the
slan rather than on it Klauder™® also saw sharply outhined pear shaped, con
gestive areas 05 cm. long on the forehead. These stigmata which symbolized
the wounds from the crown of thorns, did not have crusts.

Fig 385 —%t Francis recolving (he wigrmta  (Palntisg by Fraseisco de Xarberan. With percimion
of the Joste d  Lowvre, Farks )

On Friday Theresa went into a state of ecstasy In which she seemed to en
dure or witness the crudificatson of Christ  During her ecstasy the stigmata be-
came redder The marks dsd not heal in the interval In the scant secretion
of the thoracxc stigma and 1n the tears blood was found microscopically  Accord
ing to reports which Ewald could not verify and the objective truth of wich he
could not believe Theresa did not eat more than a quarter host with 3 c.c. of
water daily There were no stools but small quantities of urine contatning

WeXlseder J ¥ Btymeatization, Arch. Dermat & Syph 37 630658 1033,
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acetone, were secreted  The girl lost mne pounds doring the ecstasy but regained
ber wedght dunng the interval 1n spite of doing house work and other activities-
Ewakd and other medical observers ™* arrived at the opinion that Theresa s
stigmata were genuine, and not arnfically produced

The peychuatric dlagnoms made not only from the ecstames but from many
ather preceding manifestations, was severe hynterra.

Allergic Phenomens — Purely peychogenic wriicgnas s rare Smens;
Prychic factors however were noticeable 1n 18 per cent of 170 cases™ of urti
cana and angioteurctic edema.  Stokes Rulchar and Pillebury™* in a thorough
study of 100 cases, estimzte that psychogenous influences are the sols camse of
urticana in 12 per cent and a contributory cause in 68 per cent The urticario-
genie, psychogenous background seems to Le in a personality type rather than in
external impinging arcumstances eS¢ Allergic urticana may result In a
conditioned reflex and permst long after the exposure to the excitement has
ceased MY Hebra described the case of @ woman who developed urticara by
the mere thought of some urtimnogenic substances (Veidsen m discussion to
Kohnetamm and Pinner™¥)

In 2 well obeserved cuse™ of suspected allergy to quinine urticarls enuld
be produced by hypaotc suggestion of taking quinine, and qunme could be
taken In hypnosia without produang articena If 1t was suggested that 1t was not
qumine, Kohnstamm™® performed the following experiment 1n the presence of
2 group of neurclogista. A cross was drawn with & pendl on both arms of a sub-
ject under hypnosis. The suggestion was given that on the left ssde an urticanal
whes! would develop within two hours whereas the right side would remaln un
altered  After about an bour under supervision the wheal formatwon on the Jeft
side began  Urticania factitia was excluded

Some patleats develop urtlearia on exatemsnt. Soms arm able to produce
wheals in a certam spot by mental concentration on this aren ™s3%  {rtienry
after coitis probebly belongs to this group. ™™ Dermographism fs supposed
to be common in neurotic patients*™ The cholimerpe character of emotional
urticaria has been thoroughly investigated. Rothman™ conaiders this coadition

= Drake, J 4. Urtlcaria Eveked by Emotion, Brf f Dermat 41 184188 1831
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2e one of the rare cases of allergy to a phywwological metabolic product  namely
acetylcholin Rothmaa™ has n two out of three cases sirccessfully desensitized
patients with emotional urtreana by gradually increamng intradermal doses of
acetylcholin,

Many allergre phenomene like urtiearia asthma and hay fever are highly
subject to paychic influence  There is much evidence accumulated that certaln
types of character namely the driving high-strung subtle intelligent, ambitious
senntive also the Imbalanced and maladjusted predupose to allergy 2 Worny
griefl anxwety fatigue stress and straing, unsatmfied longing for love and affec
tion may increase speaific allergrc reactjons and prevent their healing #*  Expen-
mental allerpic wheals in persons with pronounced allergy can be increased or
inhibited by bypnotsc suggestions T

QOther Peychogenla Dermadrantes —Swealing —Mental stimull, eg
mental eflorts in solving an anthmetical problem pain or exaiteroent, may in
some persons evvke sudden frontal axllary and especially palmar sweat
g NN Apnrehenmon of having a wet hand when shaking hands may
cause palmar perspiraton

The sweat secretion generally but especially that of the palms and soles
s a senutive somatic receptor of psychic stmule ™ Tlus is best demonstrated
by Tarchanoff’'s paychogalvanic reflex (see above) which wdicates increased
perspiration by lowered electrc resstance of the skin - The shouting of words
to the test person 1s sufficent to evoke the reflex.  Dyskadrosis s in sonte cases
quite subject to paychogenwe factors.

Pyychopewic Wisiers represent a more severe reaction than the changes which
have been mentioned so far  The blsters may even be followed by necrosis.
While great skeptiasm prevails with regard to the so-culled pemphigs hyatericus
of the akler authors,™ 1t cannot be doubted that bullae cun be produced by
hyprotic suggestion of a burn PR rwanenn  Lreibech and Doswakd ™ hyp-
notized a phymcun and touched him with a stick of wood suggesting that he was
being burnt with a raatch  After three munutes an erythema the sire of a match
bead appeared and after three more minutes a bluter of the same size was visible
Biopsy after 24 hours revealed changes identical with that of a third degree
burm ™%

Sunilar expenments have been repeated by many authors and with precau-
tons which ought to rufe out fakery including a plaster of Paris dressing durlng
the experimernt
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Herpas nmpler and especially herpes gemtnles is subject to peychogenic
mfluences, such as guilt and fear of venereal infection after extramatrimonial
coutis.

Pruriixs » highly smceptible to peychogenic influences ®®  Every derma
tologmt knows of patrents with lichen ruber and lichen Vidal chronie eczema
peoriasas and peurigo whoee skan dmsease 1 more itchy on excitement and calms
down when the patient does However while mental impulses are very common
contributory factors purely psychogenic peantus is rare D% 8%

In order to prove the of pletely psych {c pruritus, Sack
rmduced pruritus by hypootic suggestion in the locally anesthetired finger of a
patient. Pruritus may be 2 symptom 1 endogenous and reactive depressions.

The sexual background of anal and vulvar peuritus has frequently been
analyzed #4309 Alany psychoanalysts believe that the pruntic selxures and the
relief of tenmon achieved by violent scratching are sexual or homosexual equva
knts. These relations seem to have been overemphasized. 12

Psychogenic ecssma I8 illostrated by the following case.™ Prychoanaly
sy traced the origin of an eczemm on the buttocks to a nawsesting dream in
which the patient had seen himself covered with feces as high as the eczems indi
cated Psychoanalyws cured the patient ¥m1a

Sudden Wancking of ths kasr caused by temfying experrences 1s #till contro-
vernal  The two leading American textbooks of dermetology arrrve at oppoeste
opmons.  Ormaby and Montgomery®™ admit it as a rare probability of clinical
experrence while Sutton and Sutton™” explain 1t as the result of the removal of
coametic coloration or of the application of e bleach  The main argument against
it Is the lack of grenter numbery of observation in both World Wars with mil
llons of terrifylng occasons.  The number of well documented cases™ seems too
emafl to rule out the possihle errors, especially that of having been gray beforo
the event ®™8  The phyzkological posibility of & sndden graying must be admitted
Landots s old theory that in such cases the pigment is hidden by reflecting gas
bubbles has found considerable supporting evidence ™4

Mental stress, straun and shock, probably play an intpoctant role as a trgger
factor In alopecia arecia.B®

In the opinion of the prychoaxalyrts psychogenic dermatoses always have a
meaning ®® In some instances they symbolize thewr origin as in the cuse of
ecchymnoses after scelng blood ™ 1n the mystic stigmas, or m the cases of peori

ases provoked by the temfymg and prolonged sght of d Corpecs 10
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front of trenches whers the patient fought. ™3 In some of these cases cure
has been accomplished by hypotic suggestion  Schilder™™ expresses the opinfon
without proving it that anal itching Is an expeession of sadomasochustic tenden
cles, blushing manilests a narastic attitude wnd blsters and hemorrhages are
closely related to a hysteriform attitude with a strong mfantile Oedipus complex.

While dlasalc peychoanatyses has found but httle acclalm among the derma
tologusts, the importance of tensfons conflicts, emotions averwork [etigue
shock, worries, imsomna nferforities frustrations, and other psychic factors
oo the origin and course of dermatoses has been emphasized time and ogarn.

This has been done In the most human practral and convinelng way by
Stakest®  Purely psychogenic dermatoses are rare and do not develop typlenl
morphologwcal puctures with the exception of the self nflicted dermatoses.

Yet It 1 exceedingly common that the psyche Influences the course of
discuse for better or worse psociasls lichen plamus,»# chronic ecrema, lichen
Vidal dermatits herpetiforma and alopecra areata {urnish the best eamples
(vee also Obermeyer™%)  The prychosomatic relationship of alopic dermatitis is
particularly atrilang ™ These patients are often highly mtelligent aggresmve
and ambitious, as well as tense and fdgety It is more hikely that their nervous-
ness ls pamary ratber thon due to thesr sichung and dishgurement which of
course may aleo leave its mark. Their behaviour and character are quite differ
ent from other suffecing or dafigured people  Famlly conflicts are often in the
bockground of such cases not wfrequently cansed by ar on the tr
or dret  This was atrikongly illustroted in one of the suthor » cases.  An ingelli-
gent bay of 13 with severe atopuc eczems improved immediatefy after the mother
was advised to demcontinue all discusnons and arguments on s dset whuch had
distorbed elmost every meal Later the trouble recurred on other confireta
Overattention as an only child, or resentment because of n’b!lng nvalry frim.
tration and parental rejection may aleo oc Iy expeess t} fves in more
intensive stching and scratching and consequent lm.pmrmmt The children soon
learn to use their ailment as a weapon. @' na

In this group probably belongs acxe wrireate ™ In this condition the lemona,
which may occur on the {ece ar anywhere on the body are at first wheals or
papules which 1tch intenwely and become infiltrated and excomited under con
stant scratchung  They duappesr after severa! weeks leaving a pgmented spot
The eruptions may keep appeanung for years. In some of these canes a psycho-
genic background 1 obvious.  In one of the author s cuses the disease broke out
10 & young wi man after the busband had gone overscas and eased up on the news
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that he was out of the danger zone. The patient was an wntelligent high-strung
person of a type commonly encountered 10 atopic dermatitis to which the condi
ton seems to be related. Acue urticata also may be seen in atopic dermatitis,

Burming tongue 13 highly suzceptible to psychic influence. In this condition
the impalse may act through the senmtive psychosomatic mechanwm of the
gastric acidity  Becker and Obermayer®® call sewroxychsa nall changes which
either consat of separation of the nail from the bed or of superficual pitting
thickening thmning or splitting  The authors saw the conditson assocrated
with neurodermatitis or as the only somatic manifestatson of nervous instability
and exhamstion

Myateria —Conscrous or subconscous production of symptonms, the mam
feature of hystena, leads into the field of the self-inflicted dermatoses (neurotic
excorlations, dermatitis factitia) The varations of clinical appearance are in
numerzble but there are some features which are ofterr encountered. The felgned

Fit 306 —Acat cacerid  The scalioem ja caowl BY altraviobet Heht,

kenons are usaally within the reach of hands, preferably of the right hand.
The artefacts and their scars often have a strange angular ound or linear
“unnatural” appearance which arouses the susprcion of the experenced derma
tologut ¢ Sometimes traces of a chemacal used In the production of lesions
can be found in the surtoundings or on the scab. If the crcumstances permut
the application of a sealed occlumive dressing especially with plaster of Paris is
advisable If healing of the suspected lesions of long standing follows, further
evidence of self infliction s piven

Wepecker 8 W and Obermayer M £ Modern and

T asd Focllow H  Newretie Escoriutions, Arch Dermat. & fiyph ¢4 524471,
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However one should keep in mind that the typscal pathomumic changes
represent only a minority among the great variety of entirely or partially self
nflicted leslons. More commonly a spontaneous dermatoss like acne or 2 patch
of eczema 1 kept going by pickang scratching or treating  Excorlated acne s
found not only 1n young girls (Brocqs acné excond des jeures filles) but also
in middle aged women

The psychology of self induced eruptionstl stk sl rangey from the
sometimes crimunal but simple and mentally normal cases of military or cvihan
malingenng to more complicated and often decidedly pathologwcal states of
mmd. In one of these cases (Dieulafoy after Simon™) recurrent deep ulcera
tions of the hands and arms led to various major operations and finally to the
amputation of one arm.  The patient would rot have hesitated to have his other
arm amputated if the nght diagnoss had not been made  Under some grilling
the patient admitted that he had placed preces of potassum hydroxide on the

mantleplece and then put his arm on 1t Similar cases are on record. The most
plausible motivation is an escape into disease  The suffering arouses sympathy
and attention which the patient Is craving  Strangely enough the motivation
may also be lack of erotic attention A woman may try to get the sympathy
and with 1t the love of ber husband. Thss mught be called the poor Httle dear

motrvation.  Paychoanalysis may also detect underlying unconscious motives
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Fig $00 —TricheTimaxts.  (Courtesy Divisiea of Deratolory Department of Medicioe Cab
ity of Chicugo )
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of guilt and punishment ™3 [n this group belong the patients who keep
pyodermic lesions on the face open with tweezers.

Some of these patients are feebleminded who wnthout any purpose follow
an exaggerated urge to remove all little follscular plugs, to dig after or pull out
‘ingrown hairs  and to scratch every scale on the scalp.

The cases of neurotic exconatwons lead to the true cutaneous mamsar and
phobias  There s the urge to rub the hair between the fingers, to bite the nalls
to break haira or to pull the halr out (trichotiliomnnia) This Jatter conditson

Fig IT0. —N ruroths esecrintiens,

usually found in children Is often combned with anomalies like enures:s and men
tal retardation™*-"7 paranoia™4 or postencephalitic state™? [t has also been
observed as a psychic epsdemic in Institotions (Haldin Davis 1o discusion to
O Donovan™)  Transitory cases without apparent deeper sgnificance are also
known ™2 Apparently imique Is a case of plucking the mustache. ™
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Domcvaa, W J  Istantile Trichotomenta, Proc Ray Soc Med 38 536-838, 1633
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Cutaneons phobias and hypockondriac complaimis which appear suddenly
should be remson to search for an underlyng psychosh™? ™ o addiction to
morphine or cocalne

Patwents who permstently bring Little folllcular plugs scales, or woolen fibers
wrapped in paper or kept in a box to convince the doctor that they have worms
or insects 1n thelr skin that they feel them creeping clhicking digging and that
they have to crush them between their fingers, have delusions and belong to a
peychatrist ™-0%  Sich del of p: or der may occur in
the tadc paychoses in dementia praecox, in mvolutional melanchola, and in
parancia and paranoid conditrons.  The prognoes 15 poor  Only about 10 per
cent of the reported 51 cases have been cured ™ A greater significance may be
attached to the severe cases of patients who wash therr hands excesmvely avold
touching e door handle and have constant fear of body odor or of being dirty
or of bloshmg

Fig 371 —Newrotic aall brtbae

Tattoormg, while normally a badge of memberahip to certaun groups (sailors)
or just belng a fad may also express psychopathological conditons™ %8 wyth
an erotic homosexual or armunal background  During the second Wodd Wlar
the reyection rate for tattooed men was olmost 50 per cent greater than for
nontattooed men and 58 per cent of all rejectrons among tattooed men were
on the bass of neurnpsychiatric disabil ty in contrast to only 38 per cent among
the nontsttooed ™ These military wtatistics are accordmg to the aathors,

Lite £ Xewsthe Earsriations, Fror Hay Bee Med 30 €%, 1831
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based on numbers large enough to be valid though exact absolute figures are
not given Among the men rejected for antisocial inclinations 68 per cent had
multiple tattoos.

Psyckotherapy of Deérmatoses —1f a psychic factor causes or as it
more frequently happens Influences the course of a skin disease the removal of
this cause should be trled The office techmque approach ™ 8¢ may be
learned depending on the Interest and aptitude of the dermatologmst but at
the present stage of our trmning the ald of a tramned psychiatrst should be
sought $95% {0 the greater advantage of both parties.

Hypmosis has occaslonally been succesalul in the treatment of psormsis™
and eczema ™

The psyckotherapy of juvenile as well as ordinary warts has been practiced
by lay healers for centuries under many forms ™ Bloch™ stimulated sclentific
mterest 1n the matter by healing 44 per cent of verrucae vulgares and 88 per cent
of verrucae planae by verbal suggestion palntng with color and turming on a
burnng electdc motor  No consensus exists ebout the post hoc ergo propter hoc
but It 18 the impresson of many expenenced dermatologists that suggestion
therapy m effective In a \m’ymg percentage.  Some cases are very Im
pressive PR ) b and Eisenlohr™® treated 70 out of 140 cases
of ordinary warts by mgxutlon and lkeft the other 70 untreated There was no
significant difference in the percentage of cures. The cure of condylomata ac
cuminata by suggestron has been reported by Bonjour ™7

W fabae, M, 5od Eaghieh, O §  DPryobosswmtis diedicise Piiladeiphla, 1983 W I Bawnders
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CHAPTER \LI
DISORDERS OF THE GASTROINTESTINAL TRACT

The various sections of the gastrowntestinal tract are highly interdependent.
Gastric hyperacidity for eample may lead to increased motility of the small
inteatine causing the chyme to be rushed to the colon before the digestion In the
bowel is completed Thus toxic intermediate products may be reabsorbed and
transported through the portel system to the liver where detomfication may
take place provided the liver functions are unimpured. A fraction however
may enter the arcnlaton directly through the vena csva. Deficlency of the
antweptic hydrochlore ackd results 1n Incomplete digestion and partial retention
of the food Another tmportant consequence s tHe change of the intestinal
bacterlal flora, with ensulng putrefaction of large amounts of mucns. Local
inflammatory lesons may change the permeability of the mucous membrares,
thus permitting the passage of tomc and allergenic substances™-"7* through
the intestinal barrier though much work remains to be done to frove the patho-
geneshs of skan changes by pathological absorpton.

Dermadromes.— et cutaneous symptoms arse only in s smalt fraction of
gastrointestinal disorders.  No obligatory dermadrome i known in coanection
with gastrointestinal diseases but several dermatoses occur occamonally  The
perceitage of skin disefises m large series of gastramntestinil cases 13 srmall - Even
the conditions commeonly ascribed to gastromtestinal catwes, such as pruritus
urticaria and eczerma were recorded In lesa than one per cent of 5000 different
gastrolntestnal cases!™  Among 595 gastrolntestinal cases™™ rosacea was
observed In 3.5 per cent ™ In some groups, eg  peptic ulcer or colitls, the
ncdence of dermatoses is higher The percentages of vaned gastrowntestinal
dworders In petents suffenng from chronic eczema, newrodermatits urticaria
pruritus acne rosaces and acne wrticata are sgnificant. The possibility of 2
gustromtestinal cause should be kept in mind in persistent and unexpleined
cases of theso dermatoses

Mouth —\Vhile the oral cavity is very often concomitantly affected by
dermatoscs, or takes part in manifeststions of internal dmsorders, a paman
mouth disease only rarely causes dermadromes. In this connection one should
remernber the role the teeth and tomsils play in focal infections. Perléche may
be cansed by maloccluson and {1 fitting or old dentures and salrvation B2
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634 GASTROINTESTINAL TRACT

The shape of the lips and the tendency to form permstent wrninkles or folds at
the angles of the mouth may favor localized mycotic or bacteral Infection
particularly in diabeties. The author saw a mother of 75 years and her son of
52 years who both had a peculiarly hanging upper lip as a familal trait suffenng
from almost incurnble perléche Persisting eczema of the face and chellithe
even severe paplllomatous forme, may occasonally be caused by pyorrhea and
oral ulceratlons?™  Salivation espeaially during the mght may well cause
dermatitis which according to the sleeping habits of the patient may be unilat
eral'™® or hilateral
Diseases of the Stomach

A great number of investigntors have trned to correlate the status of gastric
acsdity with slan disease (Speethoff ™ and later  also investigatons of his
pupils Ehrmann P77 € [ ejhanec after Ottenstein ) The results have shown
that a general tendency to lowered gastric acdity exmts in pruntuw™™®
ecrema neurodermatitia ™ chronic  urticaria rosacea PRMTIMAD peborrhele
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dermatitis monilams 10 dabetes, kraurosm vulvae™ and some other derma
tose.™  Urbach™™ and also Ehrmann™™ emphasized the frequent (22 per cent)
finding of hyperpenstalsn along with anacrdity 1n cases of neurodermuim.

Great aod almost unexplainable discrepances exist among the many re-
porta™ -1 (also Johansen after Ottenstein®)

Newer investigations partly allowing for the physiolograal subacrdity of the
higher age clasees,?3" have confirmed though not unanimously™* that the
gastric acdity tends to be subnormal I chronic infammstory dermatoses™®
Lejhanec after Ottenstein ) even if the involved skin area 1s relaprvely amall

The observations differ n the acute dermatoses and m the acute exacerha
tions of chromc skin diseases. Such states seem more likely to cowncide wath a
tendency to hyperaadity Thm woukl be 1n Ime with observatons of hyper
radity after mechamcal mmtation radten with ulta violet light,»n%
X-ray ™" alnn mmitations with mustard plaster™? and extensive burns (Dsehl
Jr after Urbach?™) \ery severe burne howerer may cause anaadity (Geber
after Urbach™*) The serum of bimsters from burns or freenng with CO? snow
contamns a hetamine like substance.®* It 1 therefore suggestive to explain
the hyperacdity as the result of relense of hutamine from the mflamed skan =415
More difficult to explain m» the subaddity 1n a relatively small lewon, In this
case slan and stomach dmorders are likely te be caused by & common factor
The individual constitutson also has a great influence on the acdity @ The
favorable effect of H(I therapy on some skin diseases wonld seem to prove that
the subacdity 15 the cauwse of the slan dmsease Unfortunately the value of this
often recommended treatment is not generally confirmed =

Elimlatwon of tomic substances from the lin Into the stomach may be
the cause for gastric ulcers in extensive burns (R3ehl ]  after U bach™")
though thirty autopsy reports™ do not menton such lemone. Litte can be
sad as to whether ulcers associted with derroat tn™9-% are due to eczema or
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vice verra or whether ulcers and dermatoss have a common couse.  The Im
pression prevails that there exists a more than comcidental relatlonship

The advent of gasiroscopy has recently revealed some relations which were
oot known before  The gaatric mucoan takes part In cutaneous Iicken planus 1n
about 20 per cent of the cases. Urticaria may show 1n the stomach and skin
mmultansously ™1 Vegicular gastritis has been seen to accompany some
cases of acute vesicnlar dermatits  In stationary eczema the gustric mucosa
has usually been found in normal conditon  Gastntis of varying degrees of
severity wns present 1n 18 out of 19 patients with rosacea whereas among the
13 control cased of other dermatoses only 4 patients showed evidence of gas-
triths.? In 2 patlents comddental impeovement of both gastritrs and rosaces
could be visualired by the gastroscope.

Urbach™® suggests that the dysfunction of the grurnc mucosa may lead to
mcrensed permeability for suby from incompk d d food which
pormally cannot be absorbed Ths may couse alk-mmmu with cutaneous
symptoms [tke urticarin eczema peruritus, urticarta, papulosa etc.  Abnormal
abearption of allergens may also occur from gustric or duodenal ulcern.

The validity of the old observations regardmg the loxgwe in pastrc conditions
has recently been checked by Oatway and Addleton ™

The surface of the tongue reflects the aadity of the stomach quite relably
In Ayperchlorkydria and also In peptic ulcer the tongue 18 rarely smooth but often
scrotal or coated  Superficial defects may appear in the fur of the posterior
tongue a lemon which has been related o gastric ulcer ¥ I gcklorkydria or
subacdity amoothnesa of the tongue ts common and etill more so when achlor
hydna is combined with anerma  The patrents often complain of soreness of the
tongue and a dry throat though objective changes are frequently absent.

The Small Intestine

Pain distention audible peristaltic notses, nausea vomiting diarrhes and
constipatron are the primary symptoms which characterize disorders of the
small bowel (Ingelfinger 1n Portis™1)

Beuides the inspectson of the stools chemical mieroscoprc, bactenological
and helminthologwul exnmmations should be carried out Entenitis without
any involvement of other parts of the truct 1s relatively rare.

Dermadromes —Prartfus U¥ yrucarda and eczema have been frequently
found to accompany ententis  The connection was usuelly demonstrated by
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the effect of dietary measures™ B or intestinal treatment with activated
charcoaP® after protracted topical therapy alone had faled. Proten patre-
faction and carbohydrate fermentaton could frequently be demomstrated in the
feces In ecrema especually perfanal eczems acpe, urticarm, pruritus™ and in
fantile ecrema % The bacterial flora produces porphynos, the Hght senuitizing
property of which s well known

Urpary indaxyl a sign of intestinal putrefaction was not found mereased
1n 42 cases of ecrema ®*  Vacanes derived from fecul bacteria kave been found
useful In the treatment of some dermatoses, but this method has not found moch
acclum from dermatologmts. Achylia gustrica and entertts may be folk by
the sccumulstion of feces and mucus in the cecum with subsequent inflampy
Thys typical syndrome of typhilitis (cecinsP™ ' with dull pain m the '
regon 1 often mistaken for appendicitm.  Neurodermatitis [ichen urticatus,
urtwarm and ecrema have quite frequently been found asociated with typbhts,
MdmmmW'[mm!oIme“&Hum
a duet free of Irrtating cellulose fibers 2™ =T Creomote has been adh
as an Intestinal dinnfectant. ocated

Sprue.— ‘Sprue is a dmease of the small Intestine characte by
tronal motor dwsorders and impaired gbeorption of foods hrlhnc
(Ingelfinger in Ports™®) ‘The cause Is not known buy » nutrtiona] y fata
probably resaltmg from a protracted diet deficent In vitemm B complex
protewns and too rich 10 carbohydrates, in mapected, AL amd in
slzes the importance of preceding mtestinal infecton, Balrtes emphy
mental depresyon severe Macrocyiic anemwa, muscular “';:: vnh“'
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Dermadromes —The long knosn*™* ymportance of the mucocutaneous
manlfestatsons of the sprue syndrome has recently been re-emphamzed by hauf
man and Smith*™! Gloseitls probably reflecting similar changes in the Intestinal
tract 18 very commaon and If combined with characteristic duarrhea o suggestive
of the disease

Fix 373 —Aprwe  Atrephic gharstthe and fachl pigasmtsation. (From Maneos.Bekr 8ir Flalp  Quart.
J JMed}

Stomattis and glossits occur m more than 75 per cent of the cases, W0
often preceding anemias ™ The tongue changes mvolve at first the edges and
the tip later the entire surface starting wath aphthee or migute shallow ulcers
along the edges™™ and mfammation of the funpform papillae, The sense of
taste 1 often lost m acute sprue and salivation m increased. The glosutis may
precede the dlarthea. The tongue s extremely tender especally n the presence

WHBLhr P H A Report on Rescarches on #prss in Coylon, 19131914 Lemdow, 1918, Cam-
ridge Untrersity Prem
®Ugsxtman W H asd Sath D O Cutaseots Ctange io #pcws Syndroms, JAMA 122
1
lumf E.H  Ten Casee of [diopathio Btestorrbom, Guart. J Med. 4 104-304, 1938
Utow G O Spres 150 Osem, Quart J Med T 413834 1978
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of aphthous ulcers. There often are indentations of the edges of the tongue
caused by the teeth  Atrophy of the tongue with complete dsappearance of the
fungiform papillae occurs later ™™ In such cuses the tongue 18 narrow and
pointed

The fully developed picture shows absence of the filiform paplllae with
the fungrform papillae remaining as prominent shiny sometimes bemorrhagic
polnts 14t

Palnful rhagades may cut the tongue in both directions. Fissunng of the
angies of the mouth 13 also common  Buccal and infralingual aphthae have
been found varying from 22 5 to 67 per cent n large series. ®3.%0

The sk is pale dry flabby graymh yellow but not Icteric. Large freckles
and symmetric chloasma like patchy or diffuse pigmentations have been
recorded Even Addison s disente is sometimes suggested. Some degree of
pathologic plgmentation was scen in the majonty of the well-observed
cases. LML Pellaprold pigmented patches on the dorsa of the hands have
also been scen 137 The pigment was found won free thus probalbly being
melanin  The prgmentatlons in sprue seem to 1mprove with treatmen*™* of the
disease

Intestinal polyposis may be associated with jet black melanin pigmentation in
dots and spots about the mouth the lips and over the hands.®™ Similar pigmenta
tions have been seen in gastrof ltc fistwla {ub I of the flewm celtac
disease  Jeghers®™ believes that pigmentation without pellagra is more pro-
nounced 1n discases of the emall intestine than 1n disorders of the colon  Urbach®
suggests that the oxxlaton of phencl substances poesibly also of skatol may
lead to excessive melamin formation though no proof for ths probability has
been offered as yet

Ulcerati e Colitls.—Nonspecific ulcerative colitls Is In about 2 to 3 per cent
complicated by skan lesions.™ 3% Aot troublesome and consprcuous are ulcer
atons whreh may occur®™ on the lower legs. They increase rapudly m mre
after talang on a kidney shape They are painful and quite deep but the healing
tendency 13 marked The appearance and disappearance of the skin lesfons may
reflect the course but not the extent of the colitra.® st

The author observed a case of ulcerative colitis 1n @ woman who after an
unhappy marmed hfe went through the exatement of a divorce The periods
of worry and exatement not opnly produced acute attacks of colitis but also new
and severe ulcerations of the legs.

S“MNargwa, § A Compiications and Sequelas of Chronie Ulcaratire Colitie, Anx. | t Med B
35242, 1919

®SNargen. J A Presen Btstos f Colitl and Reglosal E terstie, Bull. Nea York Acad Med
3 194

Dty L A Corckerman, W H end O Leary P A Pyoderme Guagresesucs, Areh
Dvrreat & Syph T1: 433480 1930

Ploom, C M Peripheral Compbontioas of Ukewentive Ceittle, 3ed Clin, Yecth Americs,
16 o19-038, 1513
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Pgmentations of the face and body also of the dorsa of the hands may
occaswonally take on the charsctenstcs of sprue or pellagra. Thickening and
distal loosening of the nails may occur ™*

¥ig 37 —Leg uicers f kerruttye collte  (Coorteey Dr J R Janhtieca )

Dryness a d wali ess follicolar keratos symmetrical atrophy pigmenta
twns varkous erythemas and cheilitis have been observed and at least in part
have been interpreted as a  taminoscs 4 M 21

Tongue and buccal changes ecurred in 60 per cent of Viackie s™* 75 coses.
They may correspond to thiwe 1n sprue There was accentuatr n of the papillae
funpilormes strawberny tongue 1 the eurlier stages and smooth atrophy [ater
In so ere casce a stomatite indmstingu shable from that in pellagra may de wlop

FAltwer 7 ) Proderom Ganeremosom, Ow)chorrypaess and Ouprbolysis Wb Colitk
Arch Drrma L #yps #7541-543 19e >
me)aciie T T licermin Coiil Il The Farter of Dritciescy flate, JAILA, 101

1117 13
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Whitfield™* called derm.ltith colonica  a purap-odnm like eruption of
discrete flat red les with ses and jon  He connected
the dermatosis with colitis and an abundance of streptococa: In the stools.

Urtscarm seems to be relatively common in colonic disease.®  The author
obeerved the first outbreak of psoriass in a man of fifty In typical localimtion
immediately after a colostomy had been performed because of rectal cancer The
patent remawned well for two years, but never recovered from his psorass,
Pruntus without viible skin lesfons has been seen 1n patrents with colostomy
stomata

4
h"}

Fig 377 —Cstitia wicrreas  Femuale aged 53 years. AMaltipls kidoey-shaped rapidly progresdes
and bealing gicwrs of the keyx. wmdmdmmmﬁmmmd—u
of divarce

during tse
Dh:d-ndnn-n.h-nﬂ-hp.ruydu.m.-h-vun (Tatimt of Df Greembery )

Treatment —If certain dermatoses are caused by pathological contents of
the bowel 1t seems logical to try to treat such skun leslons by the dearmng of
the intestinal canal with laxatives, increased intake of water and enemas.  These
methods are not much used today However in urticarls and peruritus, catbarms
Is worth while trying  The use of saline cathartics seems satsfsctory  In spxte
of the good expertences of some authors™® colanic irrigation hes not become &
geaerally accepted method of treatment  Urticarta hchen urticatus, peurtus

#Whitfied, 4 On  Hliberio Lsdeseribed Diswses of the Siin, Beit J Derouas 41 M 1
1

#CBockus, H L., Bank, J and Wiikimeow 8 A Nexrogenin Mmeoms Coffils, At J 3L B
1781 13538 1978

"SUrbeck, ¥ Das sabagusle Darmbad | der Devmatoiogie Arch { Dermat. . 8ypb. 101
23-340, 1830
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and toxcodermas seem to be the dermatological indscations for the use of this
mathod. Tbe technique s well described by Urbach*® and by Read ™ Large
doses of activated charcoal to absorb toxic prodocts in the bowel may be wsed
foc the same conditane™™

The most important method of treatment conmsta 10 the proper diet for
which the textbooks of gustroenterology and nutrition may be consulted. Very
recently Urbach® has presented an excellent modern trestise on the dietary
treatment of dermatoses induding those of gastrountestinal oemgin

MHRead, H. 0. Coknle Itrigation, Med. Ptyece, p, 181, 1041, The YThr Bool Pyblebers, Ine.
*=Ouflag ] Dyvpeptleche Huxtlrankhaiten, Bl 35 37



Caarrer \LII
DISEASES OF THE LIVER AND PANCREAS

The Liver

‘The bile the secretion of the liver contmins bile pigments, bile salts choles-
terol ledthin and muan ®* The pigment bilirubin 18 2 waste product from
destroyed erythrocytes which have been collected by the retsculo-endothefial
system  The Iiver takes hilirubin from the blood and secretes it into the bile
Bulirubin which has passed the liver s slightly different from blood bilirobin
Thus 1 demonstrable by the two van den Bergh reactions. Biliverdin 1s an
oxidation produrct of bilirutan  The bile salts facilitate the actlon of the pancreas
and the absorption of fatty acids. Cholesterol s a lipid of the sterol group
mainly derived from animal fats. The liver supplies most of the blood sugar
and forms all the urea. It synthemres most of the fibrmmogen thus playing an
important roke in blood coagulation

Lrver damage may result in hemorrhagic disease with prolonged clotting
time and prothrombinopena **  The liver has a wgnlficant detoxifying function
Many metabolic and external powsons are either destroyed 1n the liver or excreted
1nto the bile. Disturbance of the detoxifyi g functon of the lhiver plays an
important role in the pathogenesis of allergy  The liver 1s often called the sechnd
barrrer against polson the first being the intestinal wall M=

Dermadromes —Jaxndics may be caused by obstraction in the common
duct or 1n higher parts of the bike duct system provided the dammed up aren
1 large enoogh  The bilirubin 1 then reabsorbed into the blood. There are many
causes for such an obstruction the most important being gallstones neoplasms,
scarring or inflammatory swelling

In toxic or snfactroe jawndice the bilirubin secretion of the [iver cells 1 dis-
turbed Therefore, the blood cannot be sufficently freed of it bilirobin which
soon reaches an ictenic level  Toxac or infective jaundice is the most common
form of jaundwe ® It is encountered in yellow fever \Veils disease typhord
fever pneumoma and other infectiona 1n polsonings from chloroform  gold
arsenobenizol phosphorus corbon tetrachloride some mushrooms eg  helvella
and a great variety of other toxic agents

In kemolytic jammdice the rate of hlrubin production from destroyed red
cells exceeds the capzaty of the liver to excrete it The unne as well as the
feces retain normal color  Some forms of hemolytic icterus are hereditary

These causes of icterus are not always aharply divided. Thus, eg obstruc
tion may leed to absorption of bike but also to infection and damege to the liver

"Urbach, K Ueber die  echraineitigen Ikeciehuasen rwixchen Lebar nd Hewt, Arch f Dermas’
= Byph 178 767 787 1937
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celfs with subsequent failure to drein bilirubin from the blood Jaundice 1
probably the most regularhy encountered skin mamfestation of any internal
dreorder

The color of jaundiced sidn varres widely {rom a alightly yellow tinge to
lemon greensh brown or even purplish ahades. Greenish jaundice is explained
by cyanoss brown or black hues come about by combmation with vadous
pigmentations. Orange or saffron codor of the skin suggests intrahepatic jaun
dice greensh to bronre obstructive jaundice. A greenhsh tint may develop i
intrahepatic janndice in the presence of Liver necroms and also 1n the receding
stage of jaundice.®® Yellowish bioe or green 1s considered almost dlagnostic
of a tricuspkd lesson or a relative insuffidlency of the valve (Wearn after Jeghers™)

The dutribution of jaundwe » not always even In slight and early cases
only the sclerotics or the hard palate may appear yellow In catarrhal icteris
the discoloration usmally appenars on the head neck the upper trunk, the abdo-
men the legs and finally on the forearms and hands.®? The raundice may come
on 1n repented atiacks, ench Increasing the color of already yellow areas. At the
height of the Icterus the areas which appeared first are then the darkest Thua
the upper part of the body s generally darker than the lower part ™et-wm
The regressdon of icterus follows the reverse arder of its appearance, so that
sclerotica and face may still be yellow when all other parts have reached a normal
color  The differences in intensity are not yet sufficlently explaired. Differences
in concentration and m the amount of blood which during @ grven time, flows
through and staine the arcas are hikely to cause difference of intensity of color

Hyperemia oc urticarta causes local increase of the wteria probably becanse
of greater caplllary permenbility this 18 easy to demomstrute under glass pressure.
In subdinial kcterus the hyperemuc halo of a histamin reaction leaves a yellow
nng after the hyperemia has diappeared \Vith this skio test a bilirubm level
of as low as 1 mg per cent can be shown.®® The remaming local icterus after
disappearance of urtcarm factitia s called yellow dermographia.®® [t may be
present prior 1o cimcal wterus. Two cases of contralateral jaundics and fpsn-
latera]l edema 1n apoplexy and cardiac decompensation have been described
Ly Page ™2 [t has been suggested that In these instances the edema prevented
the entrance of the pigment but thus is unlikely since a local edema Ilke a whea!
increnses icterus.

Locaiired jaundice about th umbiliars due to rupture of the common bile
duct was described by Ramsehofl (see Teghers) ™

~Lichtman Dismars of o Liver Fhitadeipti. M3 Lem &
M Kevace, [ Leber die Verteltung dew € (ktermm, Wien kil Wehawehr 1935 11 1481457
""Cmber P and Rewsbers M Regiomirer Iiterws. Dewtecke med. W haachr 50 9091

N Die Verteing der Gefbfirbnng fn der Tlant beim Ictarts mesatoron, Siackr

WP yerboter £ \rke Rewel der frak beakerien Absditigung 00 Verndlivl sem liems ormm,
Wiet kb Weksswhr 1029 1 57387

MMKien 0 Nactneh  em I emtrm beterws dweed infrederssale Miwardsingection  Kita
Yochmachs 1%31 1) 3033 333

—D-n—-m \ J and Capeiiardt 11 T Yeliow Dvroographle Arch Derwmt & Syph. €8
303 1
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Severn! tests umng injection of dyes Into the skin have been devised to
demonstrate subclimeal icterus * but none has become important sinee accurnte
quantitatrve determunations of bilirubin 1n the serum are now generally made
with the van den Bergh method. Intracutaneous inpection of 1 per cent potassium
ferncyanlde produces a blue spot if the icterus 13 caused by an iron containing
blood derivative This 15 known as the positive Brugsch test ®# Biirubin s
iron free The ‘alue of the Brugsch test for 1ron has recently been doubted *®
The extrahepatic type of icteriis 18 seen 1n the presence of very numerous skin
hemorrhages which may cause genernlized yeliow discoloratron  The Brugsch
test Is also positive 11 icterus necnatorum

Itching sometimes restricted to some arcas 15 a common end troublesome
though not invanable symptom of icterus. It 1s absent 11 hemolytic icterus *®
It }s controverual ther the presence of bie salts and bilirubin is responsible
for the prunitus.YInsulin in doses of 20-50 units daily seems to releve the itch-
Ing ¥ In senile and other types of prontus site matena tests sometimes inds-
cate an impaured liver function 7

The capillanes of icteric skan are more permeable thun those 1o the normal
skin

Urticana I frequently scen  The icteric shin develops a wheal after injec
tion or jontephores:s of e ore hundred times weaker histamin solution than =
necessary to create the same effect 1n the normal skin *  Cantharides draw
blisters 1n a shorter time 1n icteric than in normal skin >

The dmappearing tune of an intracutaneous wheal of 1sotonic salt solution
(McClure and Aldrich Test) is shortened in Jcterum.»*

Long lasting jaundice wath hypercholesterolemnin, es in biliary curhosis may
produce zamthomas m the skin  One has to book for these lesons 1o the creases
of the finger jowmts and ahout the elbows. These xanthomas are reversible with
changes 1 the blood cholesterin ™+

‘Lever spois are chioasma like hyperpigmentatrons in the face, cauvsed by
melanin depoaits. They are suggestive of liver disease but are neither frequent
nor epecific. The French term masque billaire 18 applied to 8 periocular chioasma
hepaticum.

The kemorrhogic femdemcy™ may be severe however 1t s not paral
lel to the icteric indexes ™ It consututes an added rmk 10 any surgery on a
jaundiced patient Gastromtesting! bleeding is usually the first hemorrhagic
symptom m obstructive jaundice.  An alarmung pscture of hemorthagic disease

"™Dedd G  Solla ricerre deils bilimmbins nella peil degil fitericd, RIY dlcha wed 31 301

™nruoech T  Zar Acalyss des Ixterus Drutacke snd Weknechr 18391 637-808
" Rosen tm! F Huutmocken bei [k erm Thewp d Geavs 79 37-201 239
*"\alamad, T Taelts bairs Pruri es der Miterocoenken. Premm mad argeot. 17 13341334,
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may follow ¥ Quick emphasizes the abaence of petechize and the presence of
large ecchymotic aress.

The lack of vitamin K, which maintains the normal level of serum pro
thrombis i now recognired as the canse of the hemorthagic disease 1n obstric-
tive jaundice with not too much damage to the liver et

Extenstve liver darmage whether primary or secondary maoy account for
theu:ubiht) of the liver to produce prothrombin  The resulting hemorrhape

s due to hypoteothromb and {3 not relicved by vitamin K. fesm™

Cirrhosts of the Liver —In portal arrhoms the slan b wsually grayuh or
wutlow Icterm often litthe pronounced #s seen in 30 to 65 per cent of the
cares #2#% Prudtus s common  Urbach™™ has produced conmderable evidence
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tracing the peuntus in hepatwe arrhoss t the distu Led protein metabolfsm of
the {yer  While there are no comsucuous dermadromes the frequent sppearnnce
of mder e t langiectases b A theoretical gand ¢ & me extent prognostec
micrest

Rk R R The Diusads ad Tresiment of b Purpurc Diwwses fowth 3 1 #4
[T
MOParix § D asd Thsmpaow 7§ P! Cowes of Clrrhanis of e Uver Ao [t Vet 21
TNRITT A

"Ry ol D et Py 4 The  stwrad [Peory of Larumee  Clerasts of the Lhrr
Aval sa ol S8 i eletee 31 OROT 2% BE2



648 LIVER AXD PANCREAS

PLATE V!

1 Hepesmumplex srecninm yf e
2  Hepatie drrhosis. Asciter, coogested velns,  [lany  lopecla, pigroented malke mipple.

Not  beence of strise.
3 Hepatic cirrbosis.  Eny thema of the patmar emunences, so-called Ul er palms and ascular

spader In anusoal bocation.
4 Hepatc clerbosh.  \sacular spider
5 Biflacy cirrhosss.  Four years after Lpatkom of common duet, faundice

¢ Bllary cirrhosis. Bleeding gwms, deca ed teeth,









TIE LIVER 649

Vascular sprders (cutaneous arterial spiders,™ nevus aranens like o atellate
kewons, tache steflaire ftolle vasculaire) were first described in an aleoholic
(hepatic arrhosis) by Erasmus Wilson * Their physiology  histology and chni-
cal significance has recently been studwed by Patek, Jr Post and Victor®*
Bean™* and many other authors partrcularly French

The vascular speder conmsts of a ‘body which s a central raised pin
bead to lentil-mzed papule from which the legz  spokes or radicles radiate.
The latter are telanglectases which branch out and anastomose in many wave
An ares of erythema often surrounds the central punctum and an anemic halo
around the red area hs occamonally vsible. The color of the central eminence »
bright red but does not show well 1n infra red photography ™ which is one of the
proofs of {ta arterial nature. \eins appear darker in infra red  The tempern
ture of the vascular spider is 2 3* C (3-5° F) hgher than the normal skn sur
face. The blood flows from the center to the penphery and pulaation can usually
be demoostrated if controlled glass pressure is applied  The intravascular pres-
sure, as measured by the force necessary to stop the pulsaton and blanch the
kson s between 70 and 90 mm of Hg  Adrenahn blanches the finer ramifica
tions and histamine deepens the red ares more than the adjacent skin  The
number of sprders vares from a single one to an occamonal exanthem of the
density of mild chicken-pox. Thum, however 1s rare. The spiders are, mith few
exceptions restricted to the upper half of the body with 2 predilection for the
neck clavicular areas and face The pattern of dutribution reminds of mtes of
benign new growths under estrogenic mfluence (see pregnancy and menopause)
The palms are more often affected than the arms. Scattered or reticular fine
telangiectases may be seen together with the spaders mdicating the widespread
alterution of the capillariex.  Bean™* aptly ipares this type of telangi
with paper money flecked with silk threads

Besides the nevus aranems-like lesions mumple telangwectases in small plaques
at the costn] arch were described by Gallowry™™ 1n various viscern! conditsons
wnth stass including arrhoms.

Stellate telangiectases In cases of Laennecs arrhosls, have been found in
15 per cent by Ratnoff and Patek,®® 56 per cent by Cirovacki (after Bean)
and 75 per cent by Bean® bat they are also encountered in other liver
discases e.g in catarrhal jaundice in Weil s discase and In common duet stone
with jaundice though deadedly less often ™4 The chron aty of the disense
docs not seem to have much bearing on their devel pment since they have rarely
been found 1n hepatic careinomatosh. It can generally be sald that the presence
of sprders indicates a mre severe arthosis ™ Improvement of the bepatic
conditlon masy be [ollowed by duappearance of the prders.

The b toligical™4 %4 244 charscter o the spuder 1 that of a cofled artery
larger than that ordinandy found in the surface of the alan  The arterial wall has

mileas W T The Cu norems Arierial fpkder A Murrey M ficdne 3 203331 194,
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some charactenstics of the arterlal segment of an artenovenous anastomoss
(glomus) The spader is decidedly different from a hemangioma

The free orinary esirogen vuloes in edvanced curhosis are high and the
androgen values are Jow 4" The diseased liver seems unable to inactivate

ix 379, —Tlepatio cirrbosls, gyDrcomastls.

T

Fig 350 —Hemtee krbows, purmentsd and cularped male alppie
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estrogens ™ and the testicular atrophy which I8 common wn fully developed
cawes, probably accounts In part for the lack of androgens.  Androgens contuue to
be inactivated by a Irver which has been damaged enough to be unable to inactivate
estrogens.  Thus the balance between estrogens and androgens is upeet.™? These
endocrine disturbances help to explain the production of spiders, palmar erythema
and chloasma which also occur in peegnancy and which can be provoled by
adminmtraton of estrogens to clrrhotic patients 2% The low leve] of androgens
may increase the effect of the high estrogens. This may also account for the gyme-

P 351 —Tepa jr chrhods  Axmry Jopecis, Falarged male nipple

comastia which is frequently present m ad anced caset.  Paula™® found gymeco-
rasta with ncrease of milk ducts eyt { rmavon and milk secretbon 1n 5§ out of
7 autopsics. ¥ ™2 The xtpples are often enlarged cviindric and erect the areola
deeply pigmented  The loss of arilary and to a leseer extent pubne hair®
» common In drrhoas.  This symptom may aleo be related to endocrine dis-
turbances especially testrrular

#Diktmd, 1 Phlind N and Mikind L 1 X ritiosn) DeSebracy B the Etiolmy of
Menorhucin Metrorrhacia e Ml »d Premcsstres) Tewsben {1 Tres men With THamba
D Complar Harg Uyoee 4 Otwn T81 4957 %4

MTean W B A Net e be Drickopmen of Cutanrea Arteral Kphbr ewd Palaar Ery
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orves Am 3 M ke mt 23w
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Erythema of the palmar eminences (liver paims) especaally of the hypothepar
often associated with sprders was observed In about 25 per cent of the patients
with arrhoss™ but only 1n 4 per cent of Ratoff and Patek s*9 386 cases. The
condition also occurs in other Internal disorders eg  gastromntestinal ulcer
rheumatosd arthritis heart cisease chronic sepsls, pulmonary tuberculoss
chronic deficlency states and 1n pregnancy It is also occasonally seen 1n normal
persons. Palmar erythema, like its related leston the vascular spsder may wax
and wane with fluctoations 1n the severity of the liver dise2se.™ It has been

Vig 387 —Tlepatic clrrbosls axfliary alopecta  Aale axed 50 yeart.

shown that palmar erythema can be provoked bwv potent estrogens in persons
having some f the mentioned diseases.®® The erythema Is arterfal in character
and warm to the touch The capullaries are increased  The palmar erythema
sometimes o« mbined with erythema of the fingertips clubbing of the end pha
langes and Hippocratic nails.

The well known appearance of difated vetns around the navel (caput medusae)
18 relatively rare. Congested veins are of frequent occurrence in the presence

Wirarers, G A A Kot oo Palmer Erythems (So-Oulled Liver Palmw) JAMA 1187 1417
13



TRE LIVER 653

of ascitex ™  In more than 40 per cent of the cases™® dilated veins In
the skin of the abdommnal and thoracc walis show the existenice of oo
established collateral circulation  Infre red photography may detect tor
tooos veins before they become vmible. Edema of the ankles occurs
the majority of ihe cases. Hemorrholda are scen more f{requently in
clrthosly than in comparable groups (Chapman Snell and Rowntree after Ratnoff
and Pateld®™)  Hemorrhagic phenomena are observed wn about 25 per ceat of the

Fi 3% Xan homs 1@ brlavia palprtescrm 18 i b Wikry chriess
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cases of curhosls. One-third of the hemorrhagic patients show purpura,™®
Striae are absent

In dhary cirrkosss the jaundice is severe  Bleeding from the gums o fre-
quently seen  \anthomas in the palmar creases the moles and elsewhere may
develop 1n hyperlipemun

Fix 385, —Cacheria (hillary eirrhosts)  Hippocratic aale.

Gallstones and Cliolecy tltls.—Little Ia known of skin manifestations in
dimenses of the gallbladder The infected gallbladder may become a focus of
infectlon and cause cutancous lewons.®™ A atone 1n the common duct may
cause icterirs with its cutaneous sequelae  Xanthoma especially of the lower
eveld solivatron ginglvits transent yellow or persutent chlogsmatic spots on
forehead and cheeks urticaria *®7 pruntus and telanglectases are occasional
manifestatsons of chronic cholecystitls *#

The Liver in Dermatoses —Many investigators®? have studred Liver
functions in skan diseases.  Thi hae been done wath most of the Irver funeton
tests (for & practreal appramal of the hiver tests see Ivy and Roth™) especially
the two van den Bergh tests, the determination of urobilin and urobilinogen
1n the urine blood sugar tolerance tests galactose gelatine and water *® phenol
tetrachl rphthalein sodium *@ \\1dal s hemoplasia @ Falta s bile tolerance test

P Roriermma O R a»d Mowtgmoery 11 Diordery of Liver and Evtrabepatic Ritary Dcts
Asotiaied Wik Cumorows Xan bomes and Hypertipemis, Clastroenterology 3 J75-180, 184
“s Slane ( W amd Ktrowd ( Af Pyoderms Caowreposam. Arch Decxmt. & Byph 3T 460-

1934

P Mevagh F R Etiolow; od Resalts of Treatment in dumosrarotic Kdems aod Urticaris,
JAMA 90 carer 1om

*Dalsgcr J De quakqoes elgnes bercen et tanfy dans [on cholreystiien ot bee ticites doo-

dmans Ball mtd 1931 11 $33006 ¥bi &1 74

" Dobowy Al Korrelation swiecken Man  nd Leber Dermuatolomcs 79 J70-301 1839

vy A and Roth J 4 Wh d  Liver F sctien Trm? Csstroesterolsy 1

PDofles N LeberftahUomprifexses | der Derfestolonin. Arck { Derzms z. Sypk. 198
495804 1633 100 48e4a3 1830

'Matsonobs T  Kkserma amd Liver Function, Ecormn and Sugas 3etebotions, Jap J Dermual
uus-u:nm:omrla”

®Ojpetd K Lbver I netion ta Ykdn Disrascs, Jap J Deromt 35 611071, 183¢ Ibi 48 491



THE LIVER 655

and the determinaton of urobillnogen m the stools after Schmdt ®*  Other
mvestigations were concerped with the reticulo-endothehal system of which the
hupfier cells in the iver represent an important part. The dwappesrance of
Intravenoualy wnjected congo red from the blood (Adler and Reimann test) was
umed a3 an ndicstson of the function of the reticnlo-endothelml system in the
liver 0 The reticulo-endothelial system of the skin was studsed 10 thrs connec
ton by von Leszcxymsld and his collaborators™™ mostly with wtracutanecus
Inyectsons of histamun morphin cafien plocarpin and trypan blae  The resulia
of the many investigutions of Irver function In dermatoees aro not conslstent.
Hepatic dysfunctions were found in ecrema % =% gonte exudative derma
toses, ™ urticane dermatitia after arsphenammes™* 138 and other drug
ecuptions. ™’ In the larger serres the petients with dusturbances ranged from
10 to 40 per cent  The high incdence of Iiver disarders in photodermatoses, drug
eruptions, rosaces and other dermatoses charactenired by widespread new for
maton of capillaries v emphasized by Milbradt™* and many others.

Porphyrixura and mcreased fecal porphyrin which often accompamy
photodermatoses e.g hydroa vacamforme, 13 probably the expression of & du-
turbed liver functon *™®-*T  The combination of alcoholum and syphils
m apt to create the conditbons which lead to hepatic arrhoss porphyrinuna
and photodermatosis. In porphyrmuria and hydroe the mechanical vulnera
bility of the skun may be rouch increased #0 that alight trauma may cause Diisters
and oozing defecta®” ™™  Thus an epidermolysls bullosa-like picture may
enme®H-¥N  Photodermatoses with an hepatc bsckground and hyperpor
phyrinemma or porphyrmura may also appesr as xeroderma pigmentosym 17
ecrema u.rduu-h erythema multiforme and prurigo.

AY. ff the xanthel; of the eyelids, shruld
alwuys arouse the smploon of Irver disease. Icteros m frequently found in
xanthoma and even in 1ts absence lover disorders may well be dotected by fune
ton tests (Hubner after Urbach®™)
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PPuirasser and Urbeek  liydrem  aceisfforme nit Porphyrimarie ¥leo, med W howhr
L -1} “Lﬂ"-

Rragsch J T and O Laary P A Dephorin Met bofism [n Disuaree! be

Mmou-.nan»mnm 1

Mrback, £ Mydros Leter  ad ™ En 14

OUrtach, & and Rch 1 Hydrea Uacrisiferme Porphrriscps bie MHepsteps bie Wies,
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656 LIVER AND PANCRIAS

Clinical expertence has often shown that psorjnsis, ecaerna urticaria 33
Quincke s edema rosacen and other dermatoses followed the ups and downs
of liver or gallbladder discase and cleared up after their micceseful treatment
An impresshe glonp of such cases was presented by Smithres,® who used
drainage of the duodenum mostly combined with a diet low in fat and protein
and stimulation of the flow of bile by magnesium sulfate.

The opunions sbout assoclated hver dmturbances in psoriasis are diver
gent. MM The posibility of liver dawwige secondary lo shin diserss must be
recogmzed  This 1 based on observations 1n btuns snd in the experimental
croton oil dermatitis of rabbits.® Dubowy™* found hepstic dysfunction
regularly connected with a duturbed RES of the skin.

Liver extract has been found s useful adjunct In the treatment of many
skin diseases ** Exoliative dermatits dus to arsphensmine 15 an example.

The Pancreas

The pancreatic juice neutralires the gustric acidity splits peoteins down to
amno acids (trypein) fate into glycerine and fatty acxds (Lipase) and converts
starches 1nto sugar (amylase), The best known hormone of the pancreas is
nsulin which helpe to burn sugar stimulates the formation of glycogen in the
liver and muscles apd probably inhibits glucose formaton from amino-acds
In the liver ™ In pancreatectonuzed dogs the liver becomes fatty This can
be prevented by an alcoholkc extract of pancreas Dragstedt s lipocarc. **

Kallikreln (padutin) 18 a pancreatic hormone with a vasodilating effect.
1t can to sorme degree neutralize the effect of adrenalin The most important
skin manifestations of pancrestic dworders are those occurring in deabetes (see
chapter on diabetes) Our knowledge of other pancreatic dermadromes
scanty

Dermadromes of Pancreatie Diseases.—Chronic pencreatitis and other
benign dmorders may provoke urticarn ™ ecxema pruntus ani*® and other
nonspectfic dermatoses The dsturbance of fat digestion has been related to
some coses of ecrema ™ especully 1 infanta ™  The admnistration of pan
creatic substance by mouth has been recommended

Acwis mecrors of the pamcreas (acute pancreatitis) w occasionally accom
panted by deeply cyanotre Iivedo-ike or spotty venous patterns (WValsted after
Moynihan®*) covening the abdomen chest and thighs #% A palm-szed dirty

H  Urtocaris ¥ad Cholfithince, Wies kifa Weaoshr 487 8143 1837
—smithics F D-tm.mu"rrumouu Cawre of Ohrsnic Kadogrnoes Siin Lasiows, Axo.
TL3Med 3 120 340
stareel J wnmmtmmwmm Dermet. & Ryph

MuQuimhy W A Rarmtges Bay Diagnosis of Chrouic Paacreatitis asd Its Retatloa (o Common

Wguedy P Ecafnas e sthorrisbes d metd #97 5194 1613 B 1N 363
1 B Pancrestitls Ann fucg 61 133 42, 1933
w=tfaiael P Secker-and o Cramame bel scwter PankrTemssakToss,
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Wieo kita Wetmeche ¢4 18310 1617



THE PANCREAS 657

graygreen alightly ramed discoloration has been observed around the navel or
1n the lumbar ares, probably caused by direct leaksge and autodigeston  This
b known as Twrwers sygn W8T The ghdominal cyanosis s not seen in
the majonty of the cases.™* It s conmdered a pathognomonic sign,

Cancer of the head of the paxcrsas causes intense obstructive sometimes
blackmh pundice (ictére notr) ¥7 In 56 per cent of the autopeed cases of cancer
of the body or tal of the pancress, at least one thromboms was found.** [n
abaut one-third of the cases the venous thromhoees were widely disseminated.
Usually there was na jaundice present. Thromboses of veins In both lower
legs with acute cntaneons inflammation may be the presenting symptom of
carvinoma of the pancreatic body ®* No mention of thromboses is made 1n a
recent review of 52 cases of pancreatic carcnoma.®®  The thromboees may
affect any of the great velns of the body The neoplasms were all of the mucinous
type

Pancreatic extracts, especiafly lipocale and depropenex have glven en
cournging though not striking results m peorizus e

The insalin free pancreatic extract pedutin or kallikrein *#* and smmlar
proparations!™ has been used in Raynaud s disease acrocyanoss and related
penpheral vascular disorders. It haa also given some results 10 scleroderma®™
of the morphea type.

Ihi £ Chir €33 350261 1838,

= Zaatier J IL b akuter Pa
P Turser O Lacal Discolorution of the Abdousisel Wall sa Mg of Acut Pamcrsatitie, Brk.

*ewal E K Cwrk, D Drsgwedt L R and Balier 9 W Lipocuic i the Treatment
of Trwriasa, J € e
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Cuarrer XLIII
SHTEORDERS OF THE RESPIRATORY TRACT*

Generally the tmerdemce of dermatoses 1in ver) large nwmbers of institatonaf
ed pulmonary patients was below the average of the genera] population.™
This seems to be due to the sheltered fife and the absencr of occupations! hazards.

Croxesis v marked 1 many resperatory dueases. The blue discolocatson
may be of short duration as for example i the whooping cough attack or st
may be longer as1n diphtheris some cams of preumonia pleuritss emphysema
or large medistinal tamors.

The frequency of acrocyancsts snd erythrotyanosts sn & series of about 5000
cases of pulmonary tubevculoas 1 emphasized by Smato #37  Papulonecrotic
and indurathe tuberculova lesions have been described 1 connectlon with
SCIOCYRNORS™ ™M and livedo moemom  Women are particularhy subect to
acrocyasotxe conditiong wiuch may account for the female donunaace i tuber
culoats indurauiva (ervthems induratum)

Trangiectases on the thorax are vaxd to occur in 45 per cent of patients with
pulmonan tuberculoas  They are calied Francke s sirae & pusnomer nnce they
ure actually elangsectases and not atrophies ® w5 »

These telzngiectases are at mowt 1 cm. fong suslght cunved or branched
thin sharply dravn bleod vesaels 3n the slan over the upper dorsal verteboazs
and along the costal arch in front of the aatenior axiinry hine  The latter are
much more common 3 Men {11 per cant) the former about equally frequent
{3 per cent] i both sexer. ¥ Fraacke ¢ strue  scem to be independent of the
seventy of the lung peocess but more spt to ocour in cases of long duratson
They are probably due to lung and pleural Invalvement adjacent to or underhying
the espective skin mreas. The telangwectases are not charactenstic of tuber
culosis snce they are encountered In normal persons Wod also o etaphysema
They are conunon sn elderly men

Sorge®™® found the shiw orer pareind ewruw lesowns thicker and slightly
edemarous 17 1 conmstent wath ths observation that hypodermic myections
of 1 per ent solutmn of conge red 1oto symmetnie xtes of the thorsx showed
m 36wt [ ne hundred potwents wath pufmonany tubercaloss w larges wpot
on the disessed sde 7%

VT ctmpter incindes the Homape «
TURouas 3 HaG verenderu gen b Lasxentateckulose, Dirmas Wolseche 1839 11 1396
1008
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Siras thocacicae 1n jung disease have been discussed under the heading
strize.

A mpd course in pulmonary tuberctilosis often increases the swcculonce
of the akin  In chronjc cases the skin 1 more apt to be thin and dry—even
diffusely strophic resembling senile skin  Szanté™ conmders these changes as
nonspectfic and mnherent to the severe disense.

Fungoxs diseases lre frequent. Pityriasls versicolor once conmdered a

h istic ac of pul y tuberculoas, has become relanvely
rare 13 per cent.™ Thhhpml:nblyduetobettcrbaﬂlmscondlum How
ever it m still three Hmes more frequent among the dermatonses of the mmates
of lung sanitariums than among the dermatoses of nontuberculous groups.  The
Incadence of epudermophytosis is 6 trmes greater ™ sweating probably belng a
factor

Many statistics emphasmze the high Incldence of acms among the patents
of lung samtariums. The percentages range from 7 per cent %% over 12 per
cent™ to about 40 per cent. 1% However these statistics lack comparable
controls 1n the corresponding age classes of the healthy population  Overeating
of fats during dsetetsc treatment may be respousible. The moce severe acne dorsahs
woften found over the site of the greatest pulmonpary involvement. ™ ™ Szanté™
in his very large serws confirms the relatively great frequency severity and
incldence in age groups up to 40 and 50 years, Exmcerbation of nome after
artifical pneumothorax has been observed by several authors.™ ™1 Shojiis
found the eyelaahes of patents with pulmonary tuberculoms to be longer than
those of normal controls. Chloasma was found twelve times more frequently
than in the general population

Since it had been suspected that pulmonary tuberculoms in red-kaured per
sons takes o more mpidly fatal course, Bogent® compared a group of red haired
persoma with the a efage of 10 000 other patients with pulmonary tuberculoss.
No significant differentces in the iatality rate could be found.

The pressare in the skiw copillaries was found higher In fibrotic pulmonany
taberculows than in exudati e forms.™™ In a series of 241 cnses of pulmonary

tuberculoms, the capillaries of the nallbeds of the fingers on the mde of the more
active lung kesion were found more dilated than on the other side. The aide of
groes fibrosis and caverns 1 often marked by deformed capillares on an anemic
background 8¢

Brenchkwal asthma ts sometumes combined with eczema of the flexor surfaces.
Alternating between ecrema and asthma  also familial accumulations of both

*dchimaoko. 1 Iautsrkrackuages bl Krazkes mit Lungestubreriuioss, Derbe  Thi 11
soes 1N DN 4T T
"Rkt K

berkuiom ix mit aaderen K Latyte, 1937
Qeorn Thieme

Sgaell 3 Utber v lamgra Ciiem bl Mhtlalirrs Acta. soc. Ophtslm. J p M 47348, 19017
™ 8.

WBpreo E Red Aair and Tubercnbass, Am. Rey Tabere €3 $85-397 1941

" Ravurrsy M Y Hastgeflamirsck bl Lametn  beriaieer Ltnobr ( Tuberk, 86 (03144

" et ¥ sad Glagoiers 3 U ervachasgen am Capliurset bef Tubrrinioss (m Teem-
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660 RESPIRATORY TRACT

conditions is well known The discussion of these relatwns belongs to the
provinee of allergy

The tunulse of the fingermails were found aiment from all fingernails five
times more frequedtly 1n patients wath pulmonary tuberculosss then in controls
and cleven times more often when the tuberculosis was complicated by sdicoss %
Heller conssders the dmappearance of the lunolae an Important disgnostic and
prognostic mgn but ot is not rarely seen m healthy person

Clubbing of the fingertips biten chromisc pul y lemons
eg emphysema pulmonary abscess bronchiectasis and caranoma % Clubbing
occurs i 17 per cent of canes of chromic pulmonary tuberculonls, [t seems more

Pix 388 —Clebbed fagere. bronckiectate

common in Negr males than in whites and 1t indicates & poar prognosss. ®
The terminal phalanges become thicker and the nais larger and curved n both
the k ngitud ndl and transverse directions
Puttng | the nails was observed 10 100 per cent of a g up of pouents suffer
ngf mactne puimonan, tbercolons as compa td with 6 pes cent of ¥ group
{ patient whore dwease had been mnactive for @ relatively short period It
was compd tehy abeent 5 panents who were mactsse for longer than one yea 3
b equent devmad mew f pulmonary tuberculosss are thrcksmimg f the wadl
plate and { ng twd wal wromy  The lstte 1 known a  the Tippocrabic xarl
becouwe H ppociat ~ knew and deswnibed the curved nsif and 1ta aminous prog
nwtic Biga hoanc \lude n Iwervations™ &  have amply confirmed the high

PRaazal A L oami adden A T Taberewloss Chaages in Fogromis, Asch § Demac &

w2
Mgapler B K md M ooesn L Cabbed Fowers s Palmowry Tuberoooss Am. Bev
A O bamgt i ke Floper Wafly fx Puwmosscy T bercwioss  Am Rev Tabere
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incidence (76 per cent®") of Hippocratic curvatare In actrve cases. Szantd ™
bowever found only 5 6 per cent among 27,540 patienta,

Cyanasis of the dstal end of the fingernaul bed wan noted 1n 66 per ceat of
Hahn s group and 1n 4.2 per cent of Szant6é s group of active canses. Dhfferences
In the severtty of the cases of palmonary tuberculoals seem to explain the great
dwcrepancy The cyanoas of the nailbeds s tmore pronounced m rapidly advanc
Ing cases. Radging transverse and longitudinal does not scem to be of prog
nostic importance. ™
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Tamx VII  Prurrrus

liching, locatired or 4, or on slight pr Jona LiLe everton, change of
dum:-n::-:.ﬂ):n-_, wlthout noticeablo ski  changes except soch a8 are dow to scratching *Prurit
o8 mat

1 m.up.l:u.mum publs sizbias

Teching 1 scabies is oot aiw 3 vidble Jeons. Bnrrvnm.l) ey Incon-
Uﬂhrh.llnhnunybnevinhb(ﬁ. Comwider allergy ¢ plants, pafuts, wool, sk,
meats, soups Ceansers, counetics, flosers, ocrupational contact alergens,

medica
inltdcldcg {ertillrers, garden sprays, etc.

1l Endegevens prons
Diabeies.  1f urlnery sugar negative, do blood segar test I last sy Tue bedow 120
tlocoee tolerunce test mecessary = %
Gext. Hypertmicrmia. Attacks of arthrits  Tophd
Subdi calJ dice. \  den Berghtest. Icternia ndex. Gall bladder

U  ryDissam. Radoeys. Ureai. Hypertrophy of prostate.  Urethral stricture
Arieriasclerssls. Senlle pruritos

Hypertrnsion esp eudden increase of blood prrsere

Gastreinberl{ ald seare. Hypackllty coostipation dlarrhes, typhfita. Helmimbes
Lymphoblasioms. Leulemia, Hodgkin  disesse. Aycosls (omgoldes before ermptions
Awemie

Vieceral camcer

Focl infectien  Terth tonsis, prosate, gull bladder

Drags. Morphlne, berbitarates, ls, laxatives, boleamis Ha-d d blamuth
1 ection, cocalne, tropi  etc o

Foeds Sesfond strawberry wheat chocolate vanille, mustard and other condmests, etc.
Too much coffes drinking

Eedsr 6. Pregrancs Dysmsnorrhea  Menopanse  Hyperthsrokdtsm
Newrogeie. Preced ng herpes mater cerebral diectse e g pownius of the nose ] brat

mmorTh-

Paradtophobia  Pruritws after scnbser.  Cases of Ice or weabies In strround
ruly;-ych:qw-:a:udp—nrhnm

l./-a.m Syphllie {rure)  Malaria chronin
Westher  Hroud, warm meatber chasye of weather

Treatmest
1 Trest cauee f posaible,
2 12% phenol ninc—shukr fotion.
3 Epeomsalt ad otber mlles laxatives
4

tune artrute (yoenpen)—05—1 g duly over bort periods coly  Barb-
toaral

Autohematherapy foreygu protein.

MHet  Vegetarian dwt—no red meate, no wafood muck  ater (Rlapery 1944) 38
da s on tew, tast vager oulk, batter  pple oaly

Starch bath (1 mandiel of commarch t warm bath)
Uktraviolet light in suberythema doves.

Blondletung (120-300 ) in hyperteasian.

Try benadey! and other ant bistaminic drops.

X

Som~






4

Acantbo<ls nigrican  (ses cancer) 570
Acn from blemuth, 266
In menstruation 159

em 3%

1 erma  cqulutom centrimgum 313
puh-:-muh.mn" il 36

ht;ﬁhng of the rillary nd pablc halr
rwoating, 316

Adresel gands, hiatem 319
b 320
iafant 310
17 dcetovteronds, 329
3t
E% e’ yadrome 522
dﬂhtt:dm-:—dcd omen 322
533
deterouna wn of age 420

parper cen I 419 427
setacon ghnd 419

pent

yridadn {n 348
Alﬁrhh‘ syndrome, 410
Allmptonuria, 469

cornea 471

diffee 471

Alopecia tota) 63-,
resta totalis an 607
m bypethyroxdunm 297 depresslon,

syst mic, 478, 479

nlosd a the living Lin demon«ra
tion

anc bostoma le 171
bars oy of be pualms 171



670

mnacmptbn 1711”
Nec-torlmcria w171
R iy
Anemls, 334

pernicious 338
rlositls, Hunter' 385
Moter 538

thon 535
h dhcoloratlon 535

Plummer Vinson
o mu(&b- ipin omen S41
cheil th
glossitn 541
grlyha.r.r M1
ypochromic o emla, 540

54
nmo-hdthc;.mutho(tbem

b (h)nul esopha,
urmn tho 341
e coli 538 o

A :Lna! ayn n-loq(mh.

Angiodermat Ln..plpmntoupm-purh,zﬂ)
Angionearodc fon 357
An nhrcrythqml beunmiclmr 40

ulceration | glandular fever 97
Apocrine gla da, 139
Apoplexy 6t1
Arsenfcals, p-hw—damrrrytbnm-. 250
ooy, 189
Parapsoriashylike roshes 251
perforations of the nasal -cpmm 251

Pugﬁmdlbcewbd.n m
pHment ton
-a.rl.uu: u'mfry‘m

Arvphonarmines 349
anpoteurotic syndeome 259
nry(bmuu(th th day 260
hedrm 1]

ized exfolntry demat ]
% 4 itke, 25

atypical lichen pl ua, 274
deraat t ecrematod 274

INDLX

exfollael © 278
Aumnthasr 488
Avuslschphunomen | scariet fever 53
Artonombc 1 nervation of the sebaceows
glandy, 581

164

66
dermatitlds, 161
organs, 534 548

Dournevils
Braln, dll-dl!
poplexy 6

vl:uclki refle 611
sodorale, 611

Pansdw i)
“";.“‘J:’& Z{’T ™



encephalitie Jethargica, 613 Tymphomtreome
hioasma (brow  forchead ring), 615 elanosarooma, oy
postencephalitic dermatoses, 613 nomspecific exanthem 569

a77

ol t
tranmatiaton, 616313 in ecaret fever 3
parpurs, 613 :tézmne-, 249
tumor pruptus of nose In 612
Bl distase 148 Prnen 165 0
er
Bromlas 270 Carbuncies In dmbetes, 444
scocform eraption 270 Carotenemia, e
aliergic character of eruptioas, 271 i 488 (e elo Duabetes, 419)
bromodermas, 370 oo byt ™
2 disease (verruga perwviama) 153
treatment 173 ™ 154
e 70 Pl g, oo 19
tomor- egetations, 170
pLS (we American trypanoeo-
Rroazed dinbetes, 468 1
Lo u s erythema modosnmike eroption
Bencella abartns 1
Chelioers in aribofrincals, 492
(Bruce) Chicken
puce (Traum) 72 Chudir el
differeatration of 7 and puerpertum, 391
o b;vnnnm 7 Bea um,lsg:
tory n bRl 'z:‘n“
Mala lever 1 bar fowof 303
er 71 Pohl Pinkus marl, 393
papalopit M folllcalts | sensltized m"‘
person 2
! 13 petechae M1
uadalant feser 72 pranites, 391
JEH urticards, 39t
Rubo in phgve T4 Chionsm of pregancy
i 0 Chloroma, $23 m
crasean, Chiorosh (hypothromic axem
grene 281 Cholecystitls, 654 ) $84
el pryaoestation 781 Cholern asiatica 81
crenous, 81
phlebetm, 281 erythemas, 87
toes, 281 pallor 81
trestmmwat 281 eat, 31
Trea frost 81
c Cholme 507
Chrome gastnc uloer a8 camse of pellagra, 454
bar ewell ng 175 Ghnydase, 262
Cola LR Clrewha 00 276
chall goat 478 183
e, 4 cocendiokdes immitre, 138
(;.T ?\“‘ 7:&: o erptberma modosum 157
o of stomach as cause FLT waomna
d U el Fovtua paub, 158
aca t e, 370 prmary | nrh!mh- 158
bewn T S1 e memt
relatanshp 873 Codetse ra 13
ealignas  ype Cwtancoes phoblas, 631
nliuwn  cancer 372 Cetrs ixa, 258
[ P el oM B eomenepayy
prrorphromas,
Iy 1 Voo Reckloghaues  doegu ngg



678 INDLX

Cynno-thucrgﬂ dbeue 231
Lnbcnndbcue P

Cyﬂ ncrn:o.h,mn 7

D

Dadlos syndrome 288
Da‘rier 't’hm.-e trestment with vitaml A,

carbobydrat  metaboliss of the slan, 428
carbuncles, 444
cwtancours echia, 430

qrunlm for prevention of gu grene
dlabetic ulcer 441

He

i}
Ty cote wulvitis, 437
Pecrobiosts

diabeticornm (Oppen-
beim Urbach) 446

Drck test tn seariet fever 53
Din n275
pines 122
Draconttasis 1767
6

Dukes-Filstow disesse 95
Dystropbla adiposogenitali, 287

in Tipld pepliows 288
arthriticom 18
Erythema qidemb:um,
ilidneydl-c-:s,u!

mnh h: beam tie fever 39
nodosum ml

137
berenloas lm
h: rthhg
Iry'prrt mid.um‘qus
y
the fuce 1n cardiovsscalar di
exfolativa In "od;hn db—
case 527

in leukremia, §
Pﬂyﬂul.lrubrnolH bru, 216

e

Frovlasoarket o 48
! o Rectinghansin discase 397
Febricala 95



F infection evperimental, 21
Frrancxas tn typheid fever 70

Glanders, 0

hixtoiogy 81
bangrtls 80

B ors malled, 80

primary 20

Glamoias Toven, 31
phtbous nlceration, 97

:ﬂuna:{wﬂx, 98
97
Gdc{m' o7
260
chryxiads, 262
discaloration, 262
E:lhduﬂdn(h dermaatitle 261
hu:d" lons 161
m s-hke eruptions, 261
n}n'ht:;:lr:- 260
oral symptonw

Goldberyer T ater Gt and aribedavmodh,

Gonocoee] i skin lesloas, 65
Govarrhes, 62

from Lead,
Gynecorsatia, 318, 651
n

Halr m 1

in e

m pey 616

s S Gt 1
1 -Chrietlaa
Havenki fever, 73 divease, {61

™
Mo on il ey 79
lewrt daae 278 o 374




080 INDEX

palloe 2
pubat ng eryﬂwm.l 278
ﬂdml thic draes i’:’llﬂer(y
enatagenous infect 23
definition 21

dermatropeam
dnlrﬂ)u:_km 24
elect e locahuation
erpcr[menrl[f ogu I.u(tc(lun i
u:\ 2
metastatlc sites blood emels 23
hair (ollscies, 23
papillae 23
ot of tt ck, 22
in rxrum.n

wc-(:nk foeal lnfmim, 1!

diagrosls,
veloarmllal 27
of focl 26

cotancoas manifest tlom, 515

m dolmtive hro-
exfolmt]

derma S A
el

H{rn-pi[nx:nw arsenic polsonleg 252
in basophle adenoma of the piruitary EE
in Hodgkan MM;]
3 rofdiem,

: hypothy-rdd.mn, 301

{a scurvy

gmern-ldahd bral Injury
ter
tusophila  denoma of L: phuhuy 94

lo reane 38

ol p—qmrnuz a1l
Hmk.nh, 473 (£ ll.r- Parnhymkb)

herptﬂ!u;n;h

Pustolar peoriases,
Hypcdmd;i. complalnte, 431

Hypodboftavisosls fo rat "491
Hysterla, 627

hearothc excorietioos, 630

scif Lladuced eruptions, 628

I
I herpetiforml (H bra) 381
{;m:‘;- ;‘mndttlb 12
wlopects diffusa 86
Bex  lines, 86
mmlras, L]
oanifestations, &S

RSt oty

l uh]mmbcmslnldud‘huh«cﬂlou 07
l thoo 640
tmlrul pm‘y;)cd( phwnr- b






882 INDEX

tamors, 516
lized exfolutive erythroderma 518

roster, 14

nd chlc&rnruz. 514
melanoderma 51
k¢ dermmdromes, 513

papular rash 516
peurit s, su
purpara, §
sl and muco-l ma u‘eu thoo<, 524
speclf Jeukemic derma r\:u:s, 514

/3
as-like ertption ok, 261
Lie detector, 619 om

chemical data, 451
pathology and
xast]

trestment of llpidods, 461

](Urbncb-\\mbe) e 07 et
Liver 644 (sce alse fanndice hepatic chrbosts,

e,

clrrhouts, axilliry alopecis 65

d;hu-;i;vsi; lronndn-v:.-l(upmmcdm
srythema of the pahmnar emloences, 652
estrogen 650

fa, 651

e ot coeck pulmonary 12
] o0 wd of
ohvument 57

Loefller  syndrome In ancylostomiasls, 172
Lapos erythematosts acutas, 222
awtopues, 227

eumonta, 226
colitis and enterith, 226
¢ docardite 226

mu g lactars 123
c.hmknj 218 ortt, 2

xacerbations, 222
"hmt mb-.-n:nh:-lﬁ_':lm
resembling eruption bi moth, 266
pernio 1
Lynrpbtdenq’lhyl {nm 124
il
t

noma, 143

pigment, 139 140

reshes, HZ

urthearls, 1
Mallet, ;hndm, 20 (sr¢ Gla ders)
Malta fever 72
i} and B 800 IM

M-neﬂle- fever lSZ
Mewsles, 86

pusaatouty *
h[“‘ruzl;gg 5 »
ikt
pre-existing akin diseases, 90
premonit, a7

looe 489
ul%md:m rmentagits, 57

Laballs, 61

soster 62



INDEX 688

brpes,
nfection., 338
mernstrual leer 360
343

volr 358

tofnrmxrrdcmptkm,m
wcticaria, 357
mm?ﬁrcnopkmhu 380

dvol:mltwlcntdn—l 155
Bomer and food hax
mtmlmumlmducn].m

phymloay
seedling m-.-(hod. 388
Mercury 2 7“”'
267

Morbliform exoptioas from biscasth, 266
rash | arsenlc poisoamog, 251

Yiorbos macsiouss bemorchegicon, 337
rﬂﬂu‘ as test utomomic
vatiox, S84 il

Mouth disceses a3 canse of sin  disenses, 613
oo
Mystic stigmatination, 621

the newborn,

milia, 395 »
phymological onfl Line 394
telangpectmes, 393

Nomcin 453

Nicotioke acd, 493

Niequon-] csease, 466

Nrrranol, 270



684

On o7
Or-)l‘hnnl'nlrcmth In scurlet fever 48

Ovm)n;rd&n-ion discase erruga pern

Palladromic rbeumathem 42
Pallor in B diseaye 781

hl;hund.n-ue m
1n tic fner 38
Panceas, acat  necrosls, 656
of pancrestic discases, 658

?ml)c extracts, 637
wroer 657
Panmcubitls

cruses of non-endermde pel 94

Tlagra, 4
ceaters of endemic pellagrs, 494

Paru-aminobenzou acxd and gray hair 507
T % lke rash in arsenic posoming




ecos, 46
papars olarts teliapsectodes Majoerhs,
m}nt-dlhnlkm 3

rowicea, 546
ﬁwlhud e lower g, $46
vascular drtwrbances, 546
Porphyrmraria | pellagra, 496
Liver drewwe od lermuatosss, 655
lntubrrcn‘ fosks, 152

hmﬂnﬂlmH(MMm
- berped o ukh1 1
)

5
;
2
&

FEEEFEE
il
Braf
g

1
3

|

i1
o

acregiooss, 57
Prychic othmedl, cutancous reacthon, 619
Prychoaralys, 620
P.ycbo'-nitd:r\nnu-u s

acpo urthouta, 626

aBergic phenomens, 623
625
By o bt 625
Disters, 824
hrﬂqlm 6271




886 INDEX

R
pyknic, 616
gptis vertichs grrua 616 Ratbt fever fie orh feer) 78
pn P ek 616 Ratbit [cver (sodoku) 129
krratotic tendency
meptaly debciea, ¢18 Sopecis, lglw
s exnthems,
ermographiem, 618 primary lesioa 130
nd[’””"’“’“ serocyanosls, 618 therapentic bocalation 131
bal 616616 treatment, 131
vascolar "“‘"""""4‘;‘: Wamerma | resction 131
Prychosls In pellagra,
Paychotherapy of dermatoses, 632 attack, $85
hypaoais, 632 583
berty 9 Von Retkingiamey discase 591
Pa 119 o -
139 cutls verticls pyrata, i
calvities froatotemporalls 341 de‘rtg;;‘
by . endocrine features, 396
—_— 597
it B opremions, $97
v fibeotzas, 391 .
omaet of chroalc devmatones, 49 F uh.lid:ty odrome N
Tocros . pands biood calel m
T s 240 i of paberty acd preguancy $96
wtrine dutenme, 343 ne;p:;noun.,
swoat glands, h hosls, ™
Pl et AT 63 meningloma Zésm
Pm.mhﬂ“:?mmmiﬁm Jocchl, 846, 564 micropm f
{almizany 562 Plpmsatary ledont, 591
Henoch
fn bemochoaistod. 169 m&”""d“ ‘.m u’f?xm., s
S8 skricton $95 ©
g meninpis, 58 rysiemic chamacter 594
In cy 383 treetmont, $99
in et Toyer 51 2 53 e o 596
m sabacrt becterul endocardlths, 36 Refter 5
In tuberculosls, 216 Refter oo 7, o
vaccin, 113 ss1 mr’m "
Poritwikging? ;"5,;] 18
senilis A1S 427 ‘28 -
emplex, 554 % o
thrombocytopenica, 557 4 akm 178
Purponc mandestations in varicelta, 103 vecters, 127
Pyemia 31 Respurstony tract 638
r|j57 cctbyms g2 bronchlal asthma, atoplc dermatitis, 859
echue o bbeg of s,
e W ginosa (Bacillo cyanot, masa
Pyoscnie mpoermnn, Frrmbe e 038
popadeit H fungoas discwses, 659
- bippocratic paly 660
oo ) pleti” g of walls, 660
! ko ctinlsoes, 659
salfonam des, 3t ; te’.zngk{ﬁv;ﬂ,“
4“0
deBiclency m rate, 506 nnolar erytbema,



3
Rickettaial disesecs, 145
Racky Moantala spotted fever rash 143
vaccine, 152
Rosaces n menopanse,
Rowsola
Rm_hum.&; sysdrome 416
Rubeols scarlatinoss, 93

IMNDEX

tet
unnﬂnu:ln-udoh,llg
1a sodoky,
g S 1,
el
Speme 63

%Phymlf;:ndpyuﬁd nm
Statos dysraphwets,
Tation 607
spina bifd, 607

trq:uhuﬂna:’a’ (Nonus-2Miroy Melge dis-

cnse)

strept
Strise cutis drtensne (s scurlet fever 48
[

1
of the pitoltary 204
preguancy

m
incloding stria  pot related t

3713
Scbacnt bactern] endocardithe, 15
Mechhe,“u
pa
Teatiag, 13
Sweat 580
Amtgau-nl Iyperhldeots, 581
bemiphighe sadorule, 581
fneervaton,
Im rheummtle fever 38
mebacut endocardrtls, 38
n trchioonn, 170
m
pathway 320
:nal ol of perspiration 581
centers on
sympathectomy 580

over uaderlying cheft foc



088 INDEX

Synophels, 616 exophthalmsic goiter 298
Sy 609 Grave dressc 295
611
Imud'.atcd lﬂml 610 high ki tempenmm 296
mm,sn ellinek slgn, 296
611 rafon  mgn 296
uudt dll mela Loation, 297
Symesale {afection 87 P 39
em| p,ncynne\n ecti pa
pigmentation, 266
thyrotoxicosls, 295
T rt 296
Taeola sollam | cyaticercosts, 177 e e 29
Tarchanoff \eraguth pheoome on 581 foot; %00
Tattoolng, relation t paycbe 631 carot 299
T s axd replratory d sease 658 Pk
a 0 discasc
Ten s duease s drynces of the palms  d armpits, 300
ealkdmo
ampatation, damwbu of le ¢l 584
pidiaic H:;:;he or Levy and Rothachild
55 t tion, 301
arteritls oblitorans, 584 {1chlny.
leerat d 300
dubetic a_grene S8 F i ped Pyt
hesia, 34 and premature graymg, 301
loss of hatr J01
ary procssece, 584 301
shock, 534 s peotroding tongue 300
thermapile resitanco t nopeak infections, 301
thermocouple, 543 Cceratione of Ty
Testiches, 324 ryzedema dmu-c:ﬁ'd.
animals, infloence on sid 324 berosum, puaam- foflonlng
cunuchiem and emnucholdiem, sabtotal thyroldectomy
carly castration 325 Tongwe la aribodavinome, 493
{adal a7 bm'nin( (peychic infloence) 627

in peilagra, 302
h-c-xk;tntrl 49
plaqoes {_ncbées,

Tinmes,

medlan ghowitls, 518

326
an s, 325 ;uruh hhtluéxlh;::{ﬂ o
ormy 1
wriniding 327 turuh{zul] )‘;“1 s
mmm’db"z‘% ;ml sourlet fever 44,
Ih‘mb( i 450 » Treatment of dermatoses of intestinal ongin,
Thrombo aag) tu obliteraca, 150 T fver 183
Thrombocytopensc purpara’ 557 T e aafateum 120
cut, -I!n'gjum 558 pertenoe 123 128
it vt 9 Trickiooels 167 |
Thrombophlebits mugram  scerket { er §1 oo Fuerelleed |
Thymo, 307 Toa, 1
carcinoma of 308 rashes, 170
watea thyffmym-pb.tm 107 s test 168
Thnme ‘wyedrome 307 Trchotitlomania 613
Thyrod gha d, 295 Troptedema, facdlal, 607
h: byroid em 298 Tryp-nomug\lul, 14
areata, 197 amblense lJl
edema, 296 Tryparsamide, 1
Jectnc remstance 196 Teut stgn moshl dhe-m 152
erythama, 298 Tubercubd, omenclature 181



pelmary
tive lympbadenith, 75
Typharh, 037
Typhotd fever 60
decnbltus, 70
rviem capiliorum, 71

Darner  divcnse,
defiency nd

484

Hebt ada thon
45

bvperberatinnt

i uf”



690

V'ldJ.l inh
anv'hh In duheu:l‘ 437

w

W\ avsermann resction In pinta, 123
n ratbite fever 131

W terboume Fridersckee  symirome, 567

W ber-Chrlytlan  discase 33

Well' disease, 128
miider varkties,
rashes, 179

Welr Mitchell disease, 587

Werlbol' purprre, 537

19

INDEX

syodrome, 416
“Wﬂ cough, emphysems 52
face, 82

“dh;:a%?;ﬁdtbe{mu}um Niaguze 82
(quh)hu erolt] 173






