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DEDICATED TO THE MEMORY OF
WILLIAM F PETERSEN

The lights 1ent out in the big lecture hall. Up
forwerd on the white screen flashed a curlous design
of black lines twisting and etching their way through
the white background. We in the sudience wers be-
wildered What was the meaning of thoss numbers
spread out along the ordinates and abscisras of the
huge chartP Suddenly the point of the marker indi-
cated the cary lnes cbout which we wers pazzled. At
the tame tims G toft ooiow almost incudible reached
our ears.  As the voics grew stronger # breathed life
o the Ines and figures on the chart before ur. We

realized then that 10 1oers it to words of coemio
m&fwdwmgfvhg to ths ideas
end observations of Hipp as well as to though

that soared to the run and stars. No line on the chart
was punctuated by a point in timas. It 1001 the micro-
comm scintillating in the endless space of the macro-
com.  Willien Petersen had cought o glimpse of
things that ere and things to come.






Preface

mewmxhnlmostanumlylmuanufphyddnmand
sciemtists of the varions countries which comprise the Americas.
Controverdial opinions end original ideas sre purposely emphs
sized fn arder to promote discustons leeding to a better mder
standing of dermatologic problems.

The climate and modse of living prevalent in the vast area ex
LandjngfmmMeﬂcotuthamrticmborﬂsrofArgﬂnﬂmham
combined to involve the skin in affections predaminantly cansed
byphntmdmhnnlpamﬂtm,w{dltbﬁmﬂﬂtthattbemhﬁvo
incidence of “clasdic™ or cosmopolitan” dermatology in this
region s lower than in the lands of the temperate zoms. The
peactice of dermatology and mycology in subtropical sud tropical
America is by no means limited to the skin and its sppendages,
for dus to the prevalence of abscesyes and ulcertions, it reelly
goes right down to the bons,

The incidence of pyogenic infections and parasitio disesses
such as impetigo and scabies has decreased in some parts of these
lands dus to the more general adoption of hyglenio measures and
the use of the newer antfbiote drugs, the unavailability and pro-
hibitive cost of which in other of the Americay have matn-
tained these disarders at & high

We seem to have passed through the age of clinical analysis fn
which diseases were studied and described aud are entering vpon
a period of synthests tn which clinfeally and mi
dmilar disorders are being reduced to synonymy and etlologio

d.n.gg:bdngutnb]hhed.

chanuels for our creative energy are leading to new
hocizons. We are arriving at & better understanding of the part
played by enrymes, vitamins, proteins, end min n the cu-
taneons economy Newer methods of statuing and firation tn
conjunction with the use of ultrasonic vibrations and the

and eloctron microscope aro dally revealing a clearer plcture of

gl
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the living skin. Wombegtnnlugtuthmkintutm:ofphysiology
and blochemistry Formerly we saw only “des Gewordene”
Goothe now we are catching glimpses of “das Werden.”

Oneuftheﬂn'ttnmnset]mcomtnntﬂuxandahcrnaﬂng
of the biclogic processes of the body was Hippocrates enfa
later Kytle recognired the vital character of many of these
reactions in the skin and comrectly imterpreted their biologlo
significance. The mechanisms whereby Hippocrates a
maewuntformﬂnlraaﬁantnhhmvlmnmantmdﬂmxﬂut
Kyrls concelvod to explain the histologle changes he observed
under the microscope have been vitslized and infused with new
ideas by Petersen. His conception of vasospatm is slowly assum
ing its proper place as one of the principal precipitating factors in
the constellational environment responsible for the production
of disease.

In the first chapter of this book, Petersens concept of vaso-
spasm and its principal causes are elaborated by Duggan, him-
solf a ploneer i this Seld, espocially in the practical application
of Petersen s principles to the treatment of disorders of the eye.
I have then attempted to give a y of my with
vasodilators in the treatment of diseases of the skin and to point
out the influence, If any ufn-tcﬂalarrpannonthovlrlomdw
orders discussed by some of the contributors,

Pertinent references to the literature have been placed at the
end of each chapter and a list of the books which I have par
ticularly consulted will bo found at the end of the book. The
ward “diseaso” as used in the test tmplies, unless otherwise indi-
cated, a diseass of the skin or a systemio discars panied by
cutancous manifestations.

English and Spanish equivalents for words and phrases that
casily evole confusion arc given with the English equivalent
placed fist. The occasional use of popular terms i English,
Spanish, and Portugueso to designate names and symptoms of
dbcnsahuulhpmpow!hopmmoﬂonofmuhmlundmundlng
among our colleagues.

1 assume full responsibflity for the trumslation fnto Englith of
the contributions written in Spanish and German.
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The treatment of ezch disease fs limited to the uso of as
sioiplo remedies as posstble, to the exclusion in many instances of
equl]lyeﬂidantones,thecmtandmavnﬂabﬂltyofwhicbpmvmt

t in many of the remoter areas of the Americas.
Thedmglusedl.rel.bfedcbleﬁymthe United States Pharmg
oopela end the National Formulary the designations for which
wro given as USP and NF., respectively Wherever o dmg Is
indispensable, whether for use as a topical application or for
aral or parenteral administration, it is entered in the text as such.

San Jose Costo Rica Freoemcex R. Scauaor
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1
Vasospasm as an Etiologic Factor 1 Disease

pathologic physiology occurs followed shortly by pathologio
anstoaty ange:mh;fmmﬂonandlh'ncl‘mbemnmanﬂat,
and clintcel disesss may be said to be present.

THE NATURE OF VASOSPASM

By 1 wish to indi spatm of only the smallest
arterior and the arterioles. Due fo this arterlolar spesm, the
explllaries which normally recetve blood from the spastic arteriole

3




plasma, white cells, and erythrocytes may occur

Only spasm of arterioles and smaller arteries will be con-
sidered here.  Such diseases as arteriosclerosis, thromboanglitls
obliterans, and Raynauds discase will not be discused. In
individuals who heve a pre-existing chronic vascular disease,
spasm can bo superadded, as in temparal arterlts  Several pos-
sbilities exist, depending on the degres and duration of the

vasospstm.

1. If the arterlolar spasm is intense but of shart duretion,
there mey be total loss of function followed by complete return to
normal function without any permanent pathologic changes.

2. If the spaym is intenze and probumged, an inferct results with
complets and permanent lass of function and atrophy of tssue
no supplied by the spastic arteriole.

3. chnrpannhmodm-atcandof:hm’tdunﬁon,thmam
transitory attacks of impairment of function with normal function
between attacks and slight pathalogic changes.

4. Utha:pannhmodamtabutpm]m%:l.dmpeatainmdu
(or one very prolonged period of spasm) to some
nent impatrment of function, with definite permanent logle
changes in the involved tisnes. Thets permanemt pathologio
changes may be atrophic or hypertrophic depending upon
d.egrcianddmll]ionof}ocallnddnuemoﬂa. In fact, & lesfon
may show atrophy in the center and hypertrophy at its edges.
In the chorold of the cye bothdeplgmenmﬂuunngplgmcntaﬂon
can oceur as a result of the stimulus of ancia or hypoxa {n scuto
exudative chorofditis.

Mild degrees of vasospasm are probahly occurring constantly
a1 part of the homeostatic mechsnism concerned with regulating
both blood pressure and supply of oxygen-containing blood to
the various tissues and of the body However as Nedzel
andolhmhavcpolnﬁmt.thcdlﬁmembe&mthe&e
translent, minor and normal phystologic fluctuations in the
tonicity of the arterloles and the pathologic degrees of truo

are of degree rather than of knd.

Due to arteriolar sparm, the capfllaries dilate, and their perme-
abllity is tncreased 5o that trantudation of plasma or plasma and
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blood cells takes place in fhe capflary walls. According to
Ricker three types of transudation occur

1. Prestasls, in which only plarme passes through the
lary walls urticarial lesions develop as In translent lesions due
tou]].ﬂrgy
2. Peristasis lnwhld:plasm:bemdwhitnbloodcr_ﬂ.lfg:;
ticolarl 1, nto pertvascular tissues.
rmﬂ:mmy}ymgklsofﬁm;:mhri’;:chmoldiﬁgmmbulbummﬂgepk
sdaﬂﬁ.:,erythmnoduann.hrlommrﬂmtedtnvirm.md
in cerehral and ocular complications which ean follow the use of
varjous vacetoes.

8. Stasis, tn which erythrocytes pass through the capfllary
walls, Stasis results in purpuric lesions and s the cause of some
types of retinal hemorrhages as well as of discifoom degeperation
of the macula,

1t will be shown Iater that these capfllary changes can occur
without arteriolar spaxm but when arterfolar spasm does occar
the capillary changes of increased dilatstion and creased perme-
ability are secondary to erteriolar spam.

tover ths etiologic factor may be in vasospasm, the nltimate
result s the same there is & decreass in the supply of arygen to
the tissues, and tissue anoxiz or hypoxia occurs.  Anaxemin need
ot be present.  However {f anemic ancxemia is also present as
occurs in severe o or if relative alkalosis is present,
tisyns anoxia or hypaxa be fntensifiod.

The larger arteries act chiefly as mechanical tubes end rarely
undergo spasm.  Vasospasm of clinicsl significance probably does
not occur in arterles larger than the coranary arterles or the
branches of the anterior middle, and corebral arteries.
Sparm has often been seen n of the central retinal
srtery However ft must not be forgotten that the larger arteries
recedve their axygen and notrition through the vass vasorum.
We do not know whether thers tiny
but they can become thrombosed.
may bo & fector in the development of periarteritis nodosa.

Tt is quite Ukely that spastio closure of vessals of the xize of
ﬁmccntnlreﬁm]m'tsyurmbmmbesgfvuﬁmtpmy
diverso and superfichally different lesions. Many rare amd com
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mon disesses of the central nervous system, including infantils

parglysis and multiple sclerosis probably have a vasospastic
enesis Many srymptoms and disenses assoclated with =

sudden change In the weather are also of vasospastio origin.

Clinically it is often difficult to distinguish between thrombotic
closure and spastic closure of a small artery or arterfole. How-
ever in my opinfon, vasospasm probably has occurred

1. When trandent sensory motor ar other symptoms occur

2. When rapld amelioration of signs and symptoms occur
s00n after the use of varodilating drugs

8. When spasm can bo seen as in the case of spastic closuro
of the central retinal artery or its branches and when it dissppears
2001 after the use of vasodilators.

4 Whea in a series of cases such as {n acuto retrobulbar
neuritis or in Bells palsy for example fmprovement is more
rapld or & complete return to function 1s effected more
raplidly than in a comparable series of cases which received no
treatment or were subjected to some other type of therapy

It has commonly been essumed that acuts spastic closare of
& small artery or arterfole results in nurrowed arterfes or arterioles
with ischemic tissues  This is not so. In spastic closure of tho
central retinal artery there {s & marked edems of the retina, the
veins aro engorged, small hemorrhages may be seen at times,
and the spastic vessel is threadliko, or it may bo constricted at
anly ono spot. The capfllares cannot be seen, but the nereased
g:umbﬂltyofthdrwnﬂ:apln!mﬂmoﬁgmofthe edema and

orthages. In other words, varlous stages of prestasls, perh-
stasis, and stasiy aro present.

Moreover if a single one of the four main branches of the
central retinal artery undergoes spasm, edema of the retina will
be limited to the region of the rottna supplied by that branch,
and the defect in tho visual fleld will to tho part of the
field which corresponds functionally to that part of the retins
which fs {nvolved.

It has been tntimated by many writers that spasms of very
small arterics are not clinfeally significant. This fs pot trus  The
central retinal artery is not larger than a hair in diameter yot If
this artery undergjoes spasn almost total blindness ocrurs fn that
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If the superior ar inferiar division undergoes spasm, cither
K:h‘mmthnupperhnlfofthnﬁcldafviﬁmhhxt If the
temparel or nesal dividon of the superlor or inferfor retinal artery
bwmmrparﬂc,aquadﬂntuftbaﬁa]dufvﬁlonhlut For
years, Alvarer has stremed the point that closuro of smaller
cerehral vessels leads to tiny “shocks.”

Also, the fact that normal retingl artedes do not dilate ep-
preciably or measurably following the wse of vasodilators has
boen offered ax ovidence that vasodilators do not dilate arterfes
or arterioles. However all arteries and some arteriolos have an
outer layer the edventtia, and some have a comnectlve Hisue
sheath, This enatomic charecteristio will of necessity limit the
degree to which they can dilats, but under the influence of vaso-
canstrictor drugs ar stimo} thefr loming can be almost completely
obliterated. Therefors, vasodflator drugs can only show their
full effect on spastic vemels.

Moreover vasospasm must be marked to cause detectable
functional changes. In many patients who have hypertension, it
b panxble to see localized nerrowings of the retinal arteries with-
out any distarbance of function and withoat any eccompanying
uiamaormﬁna.lhmm-hngu, In these cases, sufficdent blood
mwt reach the capillaries to maintain normal function. The
degres of spaxm necessary to produce changes in function and
strochure will be discassed later in the soction dealing with axpert-
menta] work an vascular spasm.

It has been stated that arteriolar spasm can not cause the capil
lary changes mentioned ebove. However Moon pointed out that,

Suitably large doses of edrenaline will producs a cond!
ton of circolatory faflure undistingvishable from shock

Adrenaline may produce martmal artertal constriction of such
degreo that the tasues suffer from sooxda. If the lack of arygen
is of sufficlent duration and degree, atony of the capillarles and
vessels will in the area affectsd. This will leed to con-
centration of the and decreased blood volime by transuda
tion of plasma and to stasis of blood I areas where maximal dila-
tation of the minuts versals has occurred.”

Gﬂrmsenreportedthnmseufnmyuaroldu&unaﬂcwlmgzvo
hﬁmelfﬁOmg.dadmnnlhmmbmhnﬂom}y Death occutred tn
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To understend histamine is to understand allergy  Albus, on
the basis of physiologic and pharmacologic studies, has suggested
that the term “histamine-susceptible constitution” be substituted
for the term “allergic constitution.”

THE VASCULAR BASIS OF ALLERGY

In 1846 I discussed and described the vascular basis of allergic
ocular lesions. In many cases, phyxical agents, expo-
sure to cold, were of etiologic significance. At that timo I stated
"Tome,nl]mgyindudesnlloﬂhm:uepﬁcorabacteﬂallaiom
in which the basic pathologic processes can be reduced to the com-
mon denominator of either increased capillary permeability or
excessive contraction of smooth muscls or both. Smooth muscle,
of course, includes the smooth muscle in the arterioles
The concept of allergy and its treatment which I propose to de-
velop must include as etiologic factors all infuences—chemical,
nervous, humorul, or climatic—which can cause either increased
capillary permeability or smooth muscle spasm or both. Since

most of the smooth muscle in the eye is found in the

walls of the arteries and arterfoles, T think that allergy of the eye
can be interpreted as a problem fn vascular physiology

1t is obvious that treatment should be primarily directed toward
removing the arterinl spasm  Instances of such diverse lesions as
herpes zoster ophthalmicus and herpes cornea, paralysis of various
ocular muscles, spasm of the central retinal artery or its hranches,
optic and retrobulbar neuritis, acute irftis and tridocyclitis, acute
exudative choroiditis, choruidesis centralis serosa, and
other lesions wero reported {n which only vasodilator drugy wero
used. Earller I had roported & rapid cure of four cases of Bell's
palsy of the facial nerve and several cescs of tobaceo amblyopia
with vasodilator thernpy

While for & long time other tnvestigators and I had been treat
ing many ocular lesions which were actually manffestations of
allergy or hypersensitivity with vasodilators on the assumption
that arteriolar spasm with secondary capillary changes was the
primarily tmportant pathalogic leston it was Ratner who first
used the term “arteriolar spasm  to designate the basic patho-
physlologic leston in allergic and hypersemaitive reactions.
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Ratmer believed that wheals, the Arthus phenomenan, and the
mpmuetnhhtnmluowums]]dmtnutaﬂola:rpammdtbat
the antigen-antibody reaction also caused erteriolar spasm. Peter
sen, lkewise, was one of the first to state thet lesions directly
associated with sudden changes in the meteorologic environment
wrere dus to artertolar rpasm with resulting tisrue changes and
assocdated tixsne anoxis.

1t ir o wellknown fact thet the symptams and Jesions of ansphy
laetio shock are constant for a given suimal rpecies whatever the
sensitiring antigen mey ba end that they differ sharply in the
various species. Also i anfmals killed with histamine, the symp-
tows and lesions ere nearly stways identical with these of ansphy

It can hardly be a mers colncidence that oo intravencus
infection it mimics s0 closely the syndrame produced by the infec-
tion of & nontoxle entigen into a sansitized animel.”

After that the tirmes which are fnvolved in
.hodammtg:gmmnuthomthatmnndﬁvemhimnﬂwm
tinues &3 follows whether tho cells that are infured and
Ibarate histamine are themselves histemine-sendtive, whether
mindmal infury may so disturb the internal economy of cells that
they become reactive to their gwn histamine, ar whethear we should
locate the {ofury and lberation of hdstamine tn one type of cell,
(and) the response to tho liberated hitamine in eoother are
problems which are not soluble at the moment,

The work of Horton, Brown, and Roth would

Topleys third mode of sction, becamss when
mb}ecb hmd:mm:edmmld water histeminellke
systemic reactions such as flushing of the face, fall in the systolic
and disstalic hlood presyure rise in pulse rate, increats in the fres
and total hydrochloric actd, end a tendency to the development
of rynoope did not oceur if » tourniquet was kept oo the arm and
did occur after the tourniquet was removed o {f & towrntquet was
not used. Morsover subcataneons injection of 0.5 mg. of hista-
mivo not only produced the mme systemic reactiom, but the

patients were mnablo to distingutsh between the systewmtc mant
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festations uced by immersion of the hand fn cold water and
those ced by subcutaneous injection of histarnine.”

Urbech, Hermapn, and Gottlieb bellsved that hypersensitive-
nesy to cold may be due to histamine and stated under
given pathologic eonditians, the tssue s own protein can undargo
alteration, and under the mfluence t:fuglyﬂm! agents this altered
protein produces o histaminelike tance which may cause
intense cutancous mantfestations.”

Schmidt treated such diverss dermatoses as pruritis of the legs
with peripheral vascular disease, summer prurigo erythema muk
tiforme, toxic erytbema from drugs, pityriasls rasea, purpurn, and
other lestans and cbtalned satisfactory improvement in msny of
his cases with vasodilators

Harkavy In a paper on vascular allergy concluded that not only
the broncht but the myocardium, serous membrunes, fointy skin,
and nervour and hemopatetic systems may be mvolved in the move
gencralized vascular reactions and that distinet syndromes mey
arite which may be reversible or frreversible. He regarded these
conditions es hyperergic vascular responses.

Ificgardingaﬂergymdhhtamjnc,lﬂnnmﬁdmdtbomhwmﬂp
as follows

“All the evallable evidence indicates that allergy rescmblos &
localized manifestation of histamins pofsoning Thoy amounts of
histamine may b of phystologic importance {n regulating capll
lary permeability In large emounts, histamine gcts as @ ‘toxin
by increasing capfllary permeability beyond physiologio limits.
Tt causes tissue anoxia.  Lack of oxygen can canse the same type
of lesions.  Oxygen is = physiologic antagonist of histumtne, AD
agents which can causs increased capillary permenbility md
tissue anoxla may be concerned o the production of allerglc

leslons.” As Moon stated many called toxio
are esscotially anoxte.  Aflergy must be Included among theso
phenomena Any factors which would tend to relleve

mplﬂm-rwdﬂm:eanoﬂalhouldbenfwlm!nthetrenhnentd
allergy ©  Among theso factors vasodilatars are of primary tmpo?
tance.
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WEATHER AND VASOSPASAM

Petersen was the first to make en extended study of the effect
of sudden changes in the weather in initjating cal disease.
Much earlier Hippocrates had noticed that such = relationship
existed. This relationshfp was also noticed fn cases of eclampsia
by Fuesstoer and Sargent.

According to Petersen, a polar infall or passage of a cold front
(rising barametric prexsure and falling temperature) causes in
LhabodyiheARSphm(A::amholer,R:mdncﬁnn,S:
spasm of arterioles ar of any smocth muscls) When the ARS
phase occurs, thers is anoxia or hypaxis of an orgen, tistue, or
portion of a tisyus dus to arterfolar spasm as well as edema due to
increesed capillary permeability Smooth muscle spesm and
increaved capillary permeability also occur in the “allergic lesion,
0 that lesions due to changes in the weather may represent an
allergic or anaphylactic reacton to the weather as was called to
my attention by Sargent.

Opposite changes occur with the parage of a warm froat or

front, and Petersen has desiguated thess changes as the

COD phase (C = catabolizm, O = oxidation, D = dilatation of
arterioles or relaxation of smooth muscles in other systems than
the vascalar system)

The ARS phase is stimulating up to a paint unless the spasm is
too intense ar too prolonged, in which cess various lesions may
ocenr in any argan or tissue of the body This is of special impar
tance as a pathogenio factor in nervous and emotional eplsodes.

Other changes which eccom the ARS phase are  Eleva
ton tn blood pressure and b sogur level, increased sctivity of
the adrenal gland, decreased tanston of carbonic actd fn the blood,
and relative alkalasis with dehydration of the tissues. The capl-
Imhmlmpamﬁmhmﬂwmmdurpmnbtwmm
oc prolonged, in w case they become more permeabls. If
homeostatic mechanimms cannot contral thess various
any cne of many diseases may develop. In other words there is
a shift from the rone of pathologic physiology to the zome of
pathologic enatomy and this change is sometimes frreverdible.
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At times, death of a Hisue, an organ, or the whole body may occur

Changes which accompany the COD phase are- lowerlng of
the blood pressure and of the blood sugar level, increased ncﬁov:z
of the thyrold, increase In the tension of carbonic acid in the bl
and relative acidosis with hydration of the tissues, If theso
changes go beyond phystologic limits, clinical disease and vascular
thromboses occur

A warm front usually occrrs slowly and gradually so that it is
more difficult to correlate it than a cold front with the onset of
a disease The cold frant s usunlly sudden in onset, and almost
the exnct time of onsot can be determined.

It must also be remembered that cxyhemoglobin gives up its
oxygen moro readily n the prescnce of heat and acidosis, and it
dissociates less readily in the presence of cold and alkalosis s
that oxygen is less avaflable to the tissues with the passage of a
cold front (ARS phase) and more available to the tixsucs with
the passago of & warm front (COD phaso)

Furtbermom,iuthopamgeofnmldfmntwﬂhudﬂnghum}d-
ity or actual rain, the fmpact of the cold wot air upon the skin
will cause the production of histamine in the skin, so that this
substanco in turn will tend to Increase the arteriolar spasm and
increass beyond normal limits the mpl]lnzﬂ permeability In
other words being expased to cold wet air differs only quantitn
tively from fn]lhlg fato cold water

Taylor and Dyrenforth, and Taylor have studied the cffect of
cold water on humans and of cold on enimals. Tho conclusions
in both papers are cssentlally the same, namely that =
chilling of the body surfaces without compensation leads to cer
tatn morbid changes within the body Thoy are caused by
peripheral vasoconstriction with nuendfunt peripheral stasis and
anaxernia, by lowered leukocyte response and by impair
ment of tho phagocytic capabilities of the fixed tissue cells, includ
ing that of the naml mucous membrane.” This caplalns the
genesls of the common cold or upper respiratory fnfoction. The
organism is a sccondary fnvader the primary vascular changes
{n the nasal mucosa are the real cause of tho cold.

This nterpretation of the common cold was hinted at
and Livingston several years ago and stated very definitely
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unknown sathor in mn Ironte editoris] entitled “Pass the Kleonex.”
This auther mid. “Contrary to tha genernl opinion that most
colds ars acquired by direct contact, colds are the result of e
posmufthobodytodmﬂz,mtmpeiutmu,mdmmwﬂh

+ et bl

n
iction T YL

The literature on thit subjact i voluminous. Ope can best
sum jt up i Petersens words from his paper on ocular phyxio-
pathology and weather  His comment wos  ~ any extreme
in the envi entol dtustion, whether towsrd eold or towurd
hest, is apt to find reflection o cinfenl symptoms for the simple
reason thet mch changes entail major vasomotor adfustment.
Whils any one of many envirommental factor gy sct ag
# precipitating force, tha weather eptrode, on the of
season, {5 the most common of the energy impacts that aro effec
thve, for the hicloglo effect ia likely to be prolonged. The vascular
spasm may exist for hours or even days, is subject to simmation
with repetition of environments! changs and 1, fn sddition, vni-
vunlm‘in Hecti in the lation at

pop large Tha
gic episods 3 fty effective, and the dlinical
reflection will be fourd in any orgam or tixge”

Mills stated. “Short cycle westher changes bring stertling
shterationt i health and physiologlo functions alterations with
which phyxicians shonld be thoroaghly aware” and, o few years
Iater Isald "I believe that mans reactions to the ever changlng
sce of air in which he lives constitute, in an mstable pesson, ons
of the raajoc canses of diseass and that allergy or better vaso-
nenropathy of phystcal arigtn (Urbach) r 2 pathologic resction
1o & sudden change tn this sea of sir ™

No ous will dispute the fact that acrocyanosis in children is due
to undue hypersentitivity of the serent digital veruels to cold,

with of the arteries and arterioles, fncreased capflary
mh;ﬁpzymmd "

sobepithalial venons stasts.  Whether thie is o

histaming was not siated by Lasomouth, but be

vasodilators and odvises against sympathectomy since the condi-
thon afier paberty

If cold weather can directly canse vasosparm of the di
mmmmﬂammocymhmd!}uhﬂwmuhmgﬁ?
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agent farmed n the skin, there is no reason why a similar mechs-
nism should not be the cause of vasospasm elsewhere t the body
when the histamine-sensitive cells are located in arterioles and
capfllaries elsewhero in the body

EXPERIMENTAL WORK ON VASCULAR SPASM

'I‘hebe:tﬁrmtaﬂouofvasoapmnﬁumtbevicwpointofthu
experimental pathologist has been given by Nedzel.

According to Nedzel, normal function (homeostasis) depends
on proper functioning of the antonomio nervous system the
endocrine glands, and the chemical and metabolic processes of
the body The dunEfg behavior of these three systems s
reflected by the system, particularly the arterfoles and
capillaries, since the capillaries are the final medium through
which en and foodstuffs reach the cells and waste products
are carried away He believed that it Iy reasonable to concen-
trate on the terminal vascular segments as the final regulators of
the functions of the cells in adfusting to the changing demands of
thelr activities, The fmction of the vascular bed Is to sustain and
malntain normal life and function. Any inadequacles in the
behavior of the terminal blood vessels will lesd to impaired func-
tion, with resnlting infury of particular groups of cells and the
consequent production of disease.

Based on the results of frequent injections of small amounts of
plhﬂutiﬂnintoanmmllandn:mdyofthelaﬂonpmdueai, Nedzel
stat

“The transient varintions fn the resistance of the small hlood
vessels depend an the changes in tone of thetr walls.
Hypertano and hypotone each (of) which
nmyomtinnﬂhncmn]yinlhuwho]etodynrhnhrg:pufof
the body interferes littlo with the passage of blood to the tissue,
and henco does not tmpair the process of nutrition.

“Another type of reaction is vascular spasm. It {s an exagger
ated stato of hypertone, and 1t is Iimited to a certain region,
organ or of the body or even to one artery  Spasm, in this
sense, Is always a localized phenemenon, 2 pathologic ocourrenco
2 diversion from the average amplitude ond stze of the normal
ARS phase of Petersen the local phenomenon of vascular



YASOSPATLL A3 AN FTIDLOGIC FACTOR DY DIYEASK 17

means a complete ar a greatly diminished
,Pamblood wmduplmgionﬂuguﬂng a definite time fo-
or longer but alwmys exceoding the normal
demand the enviromment.
“ mpzﬁdnncuhrby spaxm is purely a functional phe-
which is ifested by different pathologic symptoms.
Yet (spaxm) if greatly pronounced, or prolonged, or
bath,mypruﬁp{mtaduenmtntbem'gmormgioninwhld]ﬁ:e
disturbance is centered. This view has both clinical and expori-
mente] evidence to suppart it
“As the metabolism of the cell is dependent on oxygen, any ap-
dimioution in available oxygen precludes naymal cell
on. For this reason, ancxic phenomena becoms inareatingly
tmpoctant tn studies of pathalogic conditions of the human body
a3 well a3 in therapy
“Ths functional activity of the vascular bed appeans to be of
much dgnificance in the development of many diseases, the etiol
oy of which is attributed to other causes. Mauy different dis-
oases themselves and differeunt symptom-complexes cam be ex
plaied on a vascular basis.
in vescaler

Barlc distur!
peared (in antmal ts) in different regions and
in varying degrees, leeding to the formation of lesions tn
widely separated organs. These lesions are bases for dfferent
diseases, and yet thetr etiology fs the same aoy
factor which leads to vascular episodes in the body may canse coe
or ancther of several diseares, disenses which are very different
clinically in their localization and manifestations
Nodzal alwo stated that some workers had evoked as the
cxwse of multiple sclerosis and acute theumatio fever that his
work end that of others showed that the pathalogic lestans in
these disorders conld be dus to transitory perlods of localized an-
oxia,

Throughout his presentation, he states repeatedly that sudden
d:mg:flntha environment constitute & common
cause of anoxdn dus to vascular sparm, partieulerly in patients
with an undly labile vascalar system. Sudlpaﬂmhws‘:ufdbc
allerpio to their environment. Finally ho mentions that disease
1 dus to an inherited patters of vascalar tustability o

-~
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OTHER EVIDENCES OF VASOSFPASM
The concept of arterfoler spasm as a causo of Jesions in varfous
of the body is not new Many such instances can be found
in the literature although caly a few will be mentioned here.

Among the unusual conditions in this category are acute retro-
bulbar meuritls, multiple sclerosis, shock and death following
the subcutaneous infection of as little as 680 mg. of adrenaline,
ocular manifestations associated with serum sickness and {psulin
shock therapy some cases of Picks disease and cireumscribed
areas of myelin in the white matter of the brain.

Walker recently reported that “whereas 80 per cent of all mi
graine and Méniére conditions are allergic, only about 50 per cent
of those diagnosed clinically as epilepsy or as disseminated scle-
rogs are true allergy * Walker based these conclusions on the ex
perimental finding that the patients whom she classed as allergic
reproduced symptoms or signs of their perticular disease when
given histamine-acid phosphate by electrophoresis

There are scores of reports of patients who had & spastic closure
of the central retinal artery or one of its branches in whom the
early use of vasodilators brought about a rapid dilatation of the
spastio vessel with restoration of a normal fundus picture and the
return of pormal vision.

The amblyopla which follows hemotrhage has been recognlzed
a3 & clinical entity since the time of Hippocrates.
vasospasm which occurs as part of the homoostatic mechanism
concerned with mafntaining an effecttve blood pressuro and
which is exaggerated to a pathalogic degres in the retinal arterics
or the arteries in the optic nerves is the cause of the amblyopia. It
is not due to an unknown toxin.” If there is a “taxin,” the cul
prit is epinephrine

The first phase of acute pancreatitis is regarded as an edema of
fschemic rather than inflammatory origin. The fmproved results
with current therapy in this disorder would seem to support this
theory of pathogenesis.

Au]s:,mthe subretinal macular lesion which I named cheroldosls
cenf serosa is considered of ¢ or| man,
thalmologtsts. Mottafthmwm;uudjngg{uby hl{:l:t
tained rapid amelioration of symptoms following the uss of vaso-
dilators.
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Excen ot deficlency of the msny endocrine secretions may alter
the reactions of blood vessels, particulady during pregnancy ot
menstruation.  Vascular spasm occurs during both conditions and
can be aof serions consequences In eclumpsis snd other taxemizs
of pregnancy The cffective wse of tors in patients with

While fmprovement following the use of vasodilstors in lesions
due to vasospesm has been by many clinfcians as post
hoo ergo propisr hoo Teasoning, it can alto be stated that every
caso of ppeumonis which tmproves following the use of antiblotic
dm&-hnbo by post hoo ergo propier hoo ressoning,
In the final we deal with individoal cases. 1 agreo with

intravascular

and Havens who stated ™ in the light of present knowl-
edge, the remaval of such local infectfans fn the hope of influeno-
ing remoto or general and disease must still be regarded
ay an experimental not devoid of hezard.

Since wnlearning i more difficult than learning, many testh
and tonsils will be removed and many nasal siswes will be opened
in the attempt to cure lesians due to vasospasm.  Such therapy #s
nonspecific and 1s the oquivalent of parentsral forelgn protein

{

HEHPES ZOSTER OPHTHALMICUS CONSIDERED
AS A VASOSPASTIC DISEASE
During the pest twenty years, I have come to the conclusion
that herpes roster ophthalmicos 4 imilar to ucute retrobulbar
nearitis, the principal difference being that in the former the
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OTHER EVIDENCES OF VASOSFPASM

The concept of arteriolar spasm as a cause of lesions In varfons
organs of the body is not new Many such Instances can be found
in the literature although only a few will be mentioned here.

Among the unusual conditions In this category are acute retro-
bulbar neuritis, multiple sclerosts, shock and death following
the subcutaneous injection of es little as 60 mg. of adrensline,
ocular manifestations associated with serum sickness and fnsulin
shock therapy some cases of Picks disease and
areas of myelin {n the white matter of the brain.

Walker recently reported that “whereas 80 per cent of all mi-
graine and Méntire conditions are allergic, only about 50 per cent
of those diagnosed as epilepsy or as disseminated scle-
rosis are true allergy ” W, based these conclusions on the ex
perimental finding that the patients whom she classed as allergic
roproduced symptoms or signs of tholr particular disease when
given histamine-acid phosphate by el oresis,

There are scores of reports of pattents who had & spastic closure
of the central retinal artery or ane of its branches in whom the
early use of vnsodilators brought about a rapid dilatstion of the
spastic vessel with restoration of o normal fundus pleturs and the
retnrn of narmal vision,

The amblyopia which follows hemorrha, has been recognized
mudlnlculy?;tlty since the leealegn Generalized
vasospasm which occurs as part of the eostatic mechanism
concerned with maintaining an effective blood pressurc and
which is exaggerated to a pathologic degres In the retine] arteries
orthomeﬂamthecpdonervmhtbommeofthoamblzvlﬁm It
{s not due to an vnknown toxtn. If thero is & “taxin,” the cul-
prit ts epinephrine,

Thaﬁ.rxtph.‘:seufncutelumt:'m!:lt:l:].:n:gnrdcda.llncde‘mlcf
{schemlc rather than tnflammatery origin. The improved results
Mlhmn';vnt!hcmpylnthhdhorderwou]dmwmppoftu‘h
theory of

Auh:.mmemhmdmamhrlﬁbnwmﬁlnmodcbmfdghu
cen serota s considered of anglospastic origin by man:
thalmologists.  Most of these writers, lncludmgg:: af have ob-
talned rap!d amelioration of symptoms following the uso of vaso-
dilators,
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vascular fnstehbility should be considered, a concept which re-
cetves support from the fact that with an englospastic di-
athesls have ropeated attacks of the same lesian, The occurrence
of the same angiospastic leston fn soveral patients at the same time
in ths spring or fall, when the daily fluctoations i the weather
are mast marked, explains the importance of changes in the at
nr;EJ‘:mlumvtmuntbzthupmdpiuﬂauafdlmm

chapter opened with a quotation from Hippocrates. It iy
Bp%pﬂatotomdﬁwﬂhaquota&mﬁuumm

y wo seldom consider the ty of regional
or argan of vascular function the clinical mani-
festatioms are at fo Raynauod s disense or refated disturb-
ances.

“As & matter of fact, variation in the supply to the ts-

surs 8 probably ons of the most comman of events, and dysfunc

tion smd of the mechanism that has to do with cxygen
mpp!ya:mtbefundmﬂmﬂmmofdlmm'
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Vasospasm and Skin Diseases

By
Frederfck B. Schmfdt

Tmmumarwrhsmdutudolunﬂhnddncxmtnctmd
mhxmmpcnmwxﬂmuhofmgcnmuandmdogﬁn:moﬂgh.
Before considaring thess resctions of spasm and dilatetion,
main anatomic feetures of the cutanecus blood vessels will be
beiefly reviswed.

The arterioles enter the skin from e system of Lirger vessels
comprising @ meshwuork situated at the function of the subcutane-
ous tissuo and dermis, They then pass up to the horizontal mesh-
work in the subpapillary layer in such a manner thet cones of
deymal thsue re formed, the bases of which He against the epl-

dermis.
The precapillaries and capillaries arise from arterioles in the
meshwork and continue as minute cylindrieal tabes
compozed of one layer of endothela] cells  Each capillary leaves
the methwotk to describe a loop and then returns
to end in the commencing veins which consist of & network of vern
ules uniting to form veins. The capillaries and verrules together
may conveniently be called the minute vessals,

The capillary 15 wually surrounded by a few histocytes, mast
cells, and an cccasional cell of the type called which is
probably & modified smosth muscle cell capabls of contraction,
The mast cells contein grunules which secreto hysloronic acid
and heparin.

The glamus is an exception to the normal contimuity of the ou-
taneous blood vessels, since {t consists of an arteriole which con-
ﬁ‘i;@dked}ywithlvmnlewﬂbmthammrpaddunofawpﬂ-

25
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Since the movement of the blood within the blood vessels is
governed by those physical laws that the flow of liquids in
any other closed system of narrow it follows that the fric
tiona] resistance offered by the relatively enormous
arteriolar bed is suffictent to retard greatly the rato of flow through
the csg The intracapillary pressure drops to zero, and the
ate of blood flow !hmug]?lgm capillary bed is slowed something
like soveral hundred times, The slow passage of blood through a
capillary s 1 mm. of lcnﬁbphyrhloglcaﬂymrytu ow
time for the normal go of gases, clectrolytes, crystalloids,
and waste products of metabolism between the plasma and the
interstitial flufds,

The cutaneons arterioles and minute vessels are impartant com
ponents of the peripheral vascular bed which comprises the blood
vestels of the skin, brain, kidneys, muscles, and special sense ar
gans. These vessels are end vessels and do not have fres anasto-
motic connections as do those of the splanchnic areas which anss-
tomtze frecly to nourish the liver spleen, and intestine  The body
has, therefore two large reservoirs of blood the peripheral and
thebl?ol;nchn!c. Spamuftholplmchnlcveuchmuluinll;‘fm
in pressare and in the ofa of the o
blood vohme The b}oodm bn;mtgla;t:hﬁu 'tg the

eral bed, clifefly where tho arterioles and minute vesself

ve become dilated through the mechanism of the axon reflex

which will bo considered later This shift of blood between the

splanchnic and perfpheral vascular beds is constantly necessary to

meet such ordinary demands of everyday life as exerclso weather
changes, emotional stresses, and Injury

‘The arterioles of the peripheral system all react in a ltko manner
to spastic impulses set up by different kinds of stimult. Stmilarly

fmpulses t ed to the splanchnio area induco spasm
of all the arterloles of the splanchnic system. This simflarity of
vascular responso within each of these two vascular systems is cor
related with a similar tissue response. It has been found for In-
stance that most patients with exfolintive dermatitis who como to
autopsy also show exfoliation in other organs of the peripheral
system, notably in the kidoeys
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Thmnpidxhlfbofbloaivolumebetwemthelph:dmlcmd
vascular beds are impossible to pin down with chem-
fcally fixed sections. The newer staining methods applied to
freah, frozer-dried skin spectmens likewiss fafl to show dynamic
eplsodes of vasospasm. The changes nxually observed beneath
the microscope are thoss associsted with the compensating phase
of dilatation which atways follows vasospasm, and the observer i3
natyrally a littls skeptical about the {1l effects of vasorpamm when
all o sces is dilated capillaries. This halds true for neuroderma
titls as well as for dermatomyositis, lupus erythematosus, cuts-
necus sarcofdosis, acrosclerosls, snd other disorders whose early
stages aro assoclated with episodes of arteriolar spasm.
1t s aften possihle to establish the tope of the arteriols and mi
nuts vessel by observation of the cutaneos lesions.  In psosdasis,
» xpall, pals can aften be soen encircling some of the small,
fresh papuales. The halo expresses the increesed tone of the mi-
note vesels. On the other band, the blulsh halo and the Mixc ring
mrmmdmgmanyﬁu:hlmdumufmldodsmdmhodm

shows that changes occurring tn the blood and lymphatic versels
of the dermis ars the earliest demonstrable histoanatomic alters
tions. Tho dynamic inftial phase of varospasm, however iy not
anly of short duratian, but {t is difficult to detect with the capillary
microscope, becwuse it is limited to arterioles lying st a low level
in the dermis.

To overcome this dificalty Graham ured other methods to de-
termine the tons of the arteriole end minute vessel. These in-
cluded a Hardy radiometer and & welghted ring applied to the
skin to messure the reactive hyperemia threshold. Huff recently
found evidenco of a vascular dysfunction in patients with psorlads,

The innervation of cutaneows blood vessels is sccomplished
chiefly by fibers of the sympathetio nervous An environ-
mental stimulus sets up impulses o the b and medal-

hryvumnmrcmtcrl‘whkﬂ:mwlluugthmﬂbeumpmdm
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sweating, pllomotor reaction, and peripheral vasospasm. ‘These
reactions of general excitation of the sympathetic nervous system
sre medisted by epinephrine and porepinephrine. The latter acts
at the nerve endings on the arterlole to produce vasospasm with
its clinfea] expression of blanching of the skin. Although sub-
endothelfal dilator fibers are included in the sympathetic fibers of
the arteriolo and precapillary actual dilatation of these vessels is
brought about for the most part through the medium of the axon

The axon reflex is effected by the arc formed by the diviston of
the terminal nerve filaments into two branches. One kimb con
tains afferent fibers which end in a cutaneous structure such as
the bair papilla, while the other limb has efferent fibers which end
in numerous ramifications that cross ench other to form a dellcats
meshwork endreling the arteriale. A stimulus & to the skin
sets up fmpulses that travel centrally over the path of the afferent
fibers to the point of dividon of the nerve into two branches. At
this point, {astead of continuing on centrally to the vasomotor
center they are reflected down the other branch to the nerve end-
ing of an effectar

These impulses diverted from their normal journey to the vaso-
motor center bring about vasodflatation through the liberation of
acetylcholine at the nerve endingx on the arterlole. For this rea-
son, dilater tropulses and stimuli are known as cholinergic.

Were it not forthelmnmﬂcx.vnsclﬂnradfumnenu to meet
the demands of tssus activity would not be possible, For ex
ample a man taking & Jong crass-country walk to which he fs not
accustormed would s00n be unable to continue walking because the
increased hvdrogen oo concentration of the hlsod, produced by
the metabolites carbon dloxddo and lactic acid in the muscle and
acting on the medullary vasomotor centers, would send spastic
tmpulses to his muscles end oon render them ischemic and fa
capable of atton  The 1 d hydrogen fon concen-
tration of the blood simultaneously brings about spasm of the
splanchnic arterfales through stimulatéon of the vasomotar center

Through the medintion of the axon reflex, the residue of carbon
dioxide and lactic acid which docs not enter the blood stream in
duces vasodilatation in the muscle and skin.  The locnl difator fm-
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pubes which stronger than the centrally fnduced spastic fm-
pubumnmt;‘::bloodeehofthemusdoandnkinmdﬂatn.
mddmsthuyamraldytorecﬁlvethebloodwlmuexpeﬂcdfmm
the splanchc bed by the spasm of the splanchafc vessels.

The mam finishes his cross-country fcellnﬂgmmothurﬂlof
fects than pan in the muscles dus 1o tension oo vascular walls
cnumdhytbemddﬁntncreascofbloodwlume.

The nature of vasodilatation s

L) eny R
(howhnlaurgmlnnnﬂmcmtofﬁ:einmgﬂtyof:fput'
the

subendothelial sympathstic dilator fibers
of the arteriole and illary ‘The result of excitation of these
ﬂbmhmﬂnmmﬂowmgmgimdsympaﬂwdumy with
vatodlletation, and of itching and pain,
Before ending this brief review of the mechanism of vascolar re
actions, snother contribution to iy understandin mads by Peter
szn should be mentioned. This &5 the comespt of two types of tn-
d.tvidu.lls,md:mad:lngmhhcwn( Har way to emvir )|
stimoll.  The fisst type is the leptosome—tall, thin, wiry and ner
vous. His thyrold is often oversctive. He 1 quick to
grasp an idee, but ho tires of it easily and looks

for some-

thing elea, He has sweaty hands and very often, gooss flesh. Aa
an adolescent and young man he is liable to contract tuberculogs,
Hanlwty:mxmhgvo.mzm If he survives thess

{::uf&eqmtcnldxmdmmmfwuﬂubg
to old age. everally

lheleptmhummnnh\ouuunmmmtcm.andhm
m wd ly to the fmpact of weather
and emotional stresses. Ths patient with neuroderms-

tith is frequently of this type, Ho ix unable to make i g
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sweating, pllomotor reaction, and peripheral vasospasm. These
reactions of general excitation of the syrmpathetic nervous system
are medlated by epinephrine and norepinephrine. The latter acts
l&thenuveending:untheaxtcﬂulamd‘]:mducovampamwﬂh
its clinical expression of blanching of the skin. Al!hmléhmb-
endothelial dilator fibers are included in the sympathetic fibers of
the arteriole and precapillary actual dilatation of these vessels is
brought about far the most part through the medium of the axan
reflex.

The axon reflex is effected by the arc formed by the dlviston of
the terminal perve filiments {nto two branches. One limb con-
tains afferent fibers which end n a cutaneous structuro such as
the hair papilla, while the other limb has efferent fibers which end
in numerons ramifications that cross each other to form a delicate
meshwork encircling the arterfole. A sttmulus applied to the skin
sets up impulses that travel centrally over the path of the afferent
fibers to the point of diviston of the nerve into two branches. At
this paint, {nstead of continuing on centrally to the vasomotor
center they are reflected down the other branch to the nerve end-
tng of an effector

These impulses diverted from their normal journey to the vaso-
motor center bring about vasodilatation throngh the liberation of
acetylcholine at the nerve endings on the arteriole. For this rea
son, dilater tmpulses and stimult are koown as chol

Were it not for the axon reflex, vascular adjustments to meet
the demands of tissue sctivity would not be possible. For ex
ample nmnuhngnlongcmss—umnu-ywn[ktuwh}chbebmt
lcmﬂome:wvuldmbemhle(omnunuawaﬂdngbcm“:;%;
increased hydrogen ton concentration of the blood,
the metabolites carbon dioxide and lactic mdmtbemdmmdemd
acting on the medullary vasomotor centers, would send spastic
fmpulses to his muscles and soon render them fschemic and In-
capable of concentration, The increased hydrogen jon concen-
tration of the blood simultaneously brings about spasm of the
splanchnic arterioles through stimulation of the vasomotor center

Through the mediation of the axon reflex, the residas of carbon
dioxide and lactic acid which does not enter the blood stream fn-
duces vasodilatation In the muscle and skin. The local dilator im-
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From this it is evident that excitaton of the sympathetic nerves
to the skin, induced by an enviranmental stimulus, leads stmul-
tanesualy to the release of norepinephrine which produces arterl-
ulurpannmdtnthelﬂ)enﬂanofﬂcetykimllneattherww
gland, which causes sweating, 'This is reflected clinically fo the

paﬂnrufthelklnmdthawld.sweatyhnndxufnemo-
Hiis

Cold, clammy feet in patients with nodular vesculitis are lke-
wriso due to the shuggish circulation brought on by the alternating
sthythm of vasespasm and dllatatfon. This disorder and stasis
dermatitis are always asociated with soms type of vasculsr dis-
turbsnce.

‘When the tkin of most normal individnals is lightly stroked by
the fingarnafl, a white line forms immediately This white reac
tion fx an expression of the increased tome of the minute vessels
and s reflected clinically by pallor of the skin. If the pressure on
the skin is increased as with scratching, the skin grows red and
warm, becxuse the arterioles becomoe dflated as & result of ant
dromio imrpulses transmitted along the path of the axon reflex, the
minate vessels becoming atonic at the same time. If the stimulus
applied to the skin is still heavier or frequently repeated, a larger
area of redness appears which is called the flare.

The red reaction and flaro ere associated with the presence of
histamine or a diffusthle histaminelike substance liberated from
epidarmal cells  The flare {5 therefore @ normal response to hista
mine or fnjury and iy en expresiion of full erteciolar dilatation and

l.hmy

The same stimuli, bowever applied to patients with neuroder
matitls osually effect a white line nstead of the flare. The mech-
snism whereby this abnormal respanse occurs i betng currently

The most dramatio eBect of arteriolar spasm on the perivasoular
thzoes and interstitial flulds {5 partisl oxygen want which is ro-
Bectod cltnically as @ cool skin.  If the minute vessels are gimul-
tanecnsly constricted a1 is urually the case at the beginning of ar
tm‘lnlmrlpun'u,!helhnhnlmpaln- Since most cutancoms vessels
resemblo those of the entire peripheral bed in havieg poor anas-
tomotio connections with & relatively small potential capillary sur
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face, an axygen deficlency in vessels distal to the spastic asterlolo
may be precarious to the cutaneous structure supplied by that
particular vessel

Some years ago I tried to gain an Insight Into the fate of cuta
neous axygen and the manner in which it is distribated. Thess
studies were carried out previons to the use of fresh, frozen-dried
sections and before accurate methods of cutaneous oxygen deter
mination were available. The information obtained from theso
studies, bowever was sufficlently clear to tudicate that the der
mis enclosed within the triangles and trapeziums of derma] tissue
lying between the arterfoles as they continue on up to the sub-
peplllary meshwork Is narmally deficlent in oxygen. Thess areas
are inadequately supplied with blood vesels and can easily bo
thrown into a phaso of axygen want at times of Increased tissue
activity

Demnndfwo:rygenwufoundgxmtcrlnhniryddn.montbo
extensor surfaces of the extremities  The extensor surfaces aro ex
posed to a good deal of tnjury the friction of clothes rubbing on
the halrs and fnsults of every nature falling more readily on them
than on flexor areas. It will also be recalled that lightly stroking
the skin with the fingemall Is sufficlent to provoke enpillary con-
traction. lnviowofnﬂthhithmdmtthatnmﬂuﬁotygwb
scarcer in extensor areas than fn flexor ares.  This probably plays
an important part fn the predilection of certain dermatases for the
extensor areas.

1 also found detectible differences in tho skin temperaturo of
different areos, notably in the skin of the extremities. Skin tem-
perture is regulated by the arteriolar tono and the glomus. Tho
averzge temperaturo on flexor arcas was 02 C. higher than oo

Lngcxtmmrtu:fnea.whkhmcamthaltbomwd
blood flow through the former arcas is greater than through tho
luncrnndllutcomcquendytheﬁaarumucanminmomﬂxy

lll;nntheencmorarmx. o

A cfrevic\vofwhntb:ppcmtooxygcnaﬁcrnmnd\a
skin will emphasizo its importance to cutancous vitality Mamy
cell metabolites are axidizable sub living cells must there-
fore contain oxidizing agents of some kind capable of oxidizing
these substances  These agents are enzymes contatned within the
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nitochondrs, they are members of catalytlo systems, not only
controlling the cxidation of metabolites but also the liberation of

enecgy

Cytochrome is one of these enzymes It fs a hemic compound
of protein with complexes of porphyrin and iron and is widely
distributed in nature, The highly aerobic bacteris, for {nstance,

The over-all function of cytochrome is to mediate hetween two
catalytic systems. It tx the link between the oppasing

of molocular cxygen and cytochroms oxidase on the one

and that of the dehydrogenases an the other  An active

axygen-cytochrome oxidase svstam is essential to the transport

of hydrogen which {s removed d the cxidation of the sub-
strate.  Cytochrome fs also in the oxidation of inter
mediate mstabolites to melanin.

A discusslon of the of vitamins, proteins and metals
mﬁam&m«m%mmmmﬁmdmmm
the deficlency (mutdtionsl) dermatoses

The tmpact of on the skin s reflected clinically by
blanching. As tho rebound of dilatation sets in following the
$pastic eplrade, the arterloles and minute vessels become dilated
tud stonic, The skin reflects the dilated state of these vessels by

&0 fnittal phase of rpasm of the blood vessels. In the same way
o peinful muscles of the man who took 8 long crom-country
“mreﬂodcdthedﬂuudthmdthomﬂpedpherdblood

Pﬂﬁmblemdnﬂamoarumparuwhtomum‘toun!mtho
erivascular tisnes, In all thres types of transdation described
by Duggan, fiuids aro the first to penetrate the perivascolar
Hrmes, In more savere grades of transudation, the fluids ars
%0 followed by protetns and callofds sad fnally by red blood
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cells and bacteria. This results in the formation of edema and
inflltrates of blood elements and bacteriz with subsequent lique-
faction degeneration and possible cellular invasion of the basal
cell layer of the epidermis. The interstitial fulds fill with water
soluble collaids which mise the osmotic pressure, resulting in the
withdrawal of water from the Intracapfllary plasma

The edema formed in this menner is & striking feature of the
exrly tous phase of lupus erythematosus. The water
soluble collotds in this edematous finid may prove to be respon-
sible far the subsequent degenerative changes of the mudeic acid
molscule contained particularly in theofgfmmd substance, cok-
lagenous fibers, and ground substance of the epidermal-dermal
membrane and basement membrane of the small blood vesseh
in acuts df inated lupus eryth

The histoanatomic changes observed in many of the “collagen
discases” aro therefore secondary to spasm and dilatation of the
small blood vestels, which are the esrliest demonsirable evi-
dence of the disorder furnished by capfllary and histologic

This 4 receives from the demon-
pe c concept support

strated modo of action of corticotropin and cortisone. It has been
shown that the protective covering of these agents, thrown
around the tive tissue b membrane of the arterioles
and the capillary endotheltum, sbolishes the destructive reac-
tions which are the y result of infl tion, whether
produced by physical, allergic, bacterinl, viral, toxic, or other
environmental stimall. I believe thet this protective covering
also prevents the water-soluble collotds which have escaped from
the dilated small blood vessels from diffusing nto the interstitial
fluids. In this way the subsequent formation of fibrinoid and
sclerosis may be prevented.

Willlams recently demonstrated in animals that the transuds
ton of leukocytes with subsequent exudate formation can be
reduced by cortisono He also showed that the adreno-
cortical sterolds aro capable of altering the reactivity of small
blood vessels to a varlety of inflammatory stimull,

The presence of bacterla in the pertvascular tissues is therefore
brought about by vasodilatats Like collofds thoy wander
throngh the swollen endothelial membrune of the dilated eapfl-
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liry  Nedeel's photographs of sacrificed antmals in which be had
induced vasospasm show streptococel or typboid bacilli adhering
to the swollen endothelial lining end passing through gaps
bet;;:antheendothalialcaﬂxmtothepu-( fluids

af streptococed cliny to the endothelial linin
dhgiﬁ‘\;;hkmmmtd goherved!nthﬂﬂekcﬂxiﬁ
fevers, diffuse necrotizing lepromatous leprosy bartonellogts and
meningococcemis, fn which the cansative agents of these dis-
orders are found fo the walls of the small bl vestels of the
skn.  Rickettrlas have been demonstruted in and about the
endothelial cells of erterioles and captllariey in material taken
from petients with classic typhus fever Rocky Mountatn spotted
fover and scrub typhus snd Bartonellss bacilliformes in both
the heralo and verragotd phases of bartonellosls.
In bistologio sections of fresh lestons in the acute phase of
diffirse necrottzing lepramatous leprosy the blood vessels of the
dermis aro ssen rurrounded by an inflammatory fllrats.  The
endothellal cells are swollen, and many not only have M. lepras
adhering to them, but they also contain large masses of bacflli
which balloon them out. In this early phase no bacll are found
etther in the pertvascular cells or fterstitial fuids.

THE WEATHER AS A CAUSE OF VASOSPASM IN SKIN
DISEASES

In arder to evalaate Petersens concept of the weather as
H‘Piﬂdpallnumufwmspllm,ltxhouldbemﬂod!hntmm
d"'plnnnmmmhrﬂuemauntheoxidnﬂcnmduoﬁnnpotmﬁd
through the mediation of the catnl o system of respiretory en-
Tymes. As I pointed out eardier the function of thess enzymes
depends on myg)&:ﬂofthamﬂ,mdtbﬂmtuf
oxygen svallablo ot lovel is regulated mainly by the
tons of the mmallest axteries and srterloles.

The following are devoted to some of the clinfcal and
"Pmﬁnmtnlcvingng;’

factor tn the production and aggravation of certaln skin diseeses

and that it 5 one of the chief canses of vasosperm.
1 have befors me two letters typical of others recefved over
& period of 30 years, The first is from a young woman living in
who left Chicago on my recommendation to secure
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proximity of the snow-covered Andes. The cooling effect of the
Andean snows upon the atmosphere of Saptiago produces great
diurnal fluctustions of barametric pressure and temperature. A
drop of 30 or 40 F between the afternoon and early momning
hours is an atmost dafly occurrence for weeks at a thme. The
dafly tmpact of such a great fall in temperatiro and rise in
barometric pressure, induced by the inflax of cald, heavy alr
frmnthemountnlm,lmd:tonemepbodmofvampnsm.tbu
sequelae of which are of primary tmpartence in the preduction
of disorders of the eral vascular system, such as lopus
erythematosus, headacho corapary disease, and choroiditis.

The vasomotor center 5 stimnlated directly by the cooled blood
and reflexly by the cooled skin and nasal mucosa. The unopposed
Eﬁchﬂpukawtupmthevmtmcmtermthum

bring about spasm of the pertpheral blood vessels, which

is tmmediately followed by the compensating acts of dilatation
and &
Itwm:ylhmthnmdndﬂatodandnwnjumleubm
permeable to various substances of which water in the plasms
proteins is an tmportant one. The mechanism of the migration
of water from the blood to the interstitfal fluids of the mucous
membranes and skin during exposure to cold air s thereforo the
same as that of the loss of water from the blood when fco s
applied directly to the akin, the explanation of the congestion in
both {nstances lylng tn vesospasm and its rebound of vaso-
dilatation.

My stadies on the relationship of the weather to skin diseases
indicate that in many instances there is e definite correlation be-
tween the occurrence of a sudden drop in temperature with con-
comitant rise in barometric pressure and the onset of the derms
tosis. Halr began to fall out In tho majority of patients with
alopecia greata, and symptoms appeared in most patients with
herpes zoster psorasis pltyrists rosea, ulcus vulvae acutum, and
erythema multifarme at the time of or fust after a typlcal ﬁlﬂf
infall Clinical cpisodes also occurred in patients
for diseases of the ey and car on the day of the polar infall,
when there was a sudden upturn of barometric pressuro and an
equally rapid fall in temperaturc. This observation palnts to the



umAmum:nxmAm 3
domrd.ﬁanshlpofvumlxrmuﬁaminﬂmthmuo{thepe-

em.

Inum,’:pmommmpuhmhaamlm 1 noted the
modlﬁmofpepﬂcn]cuwhhpnﬂuﬁmmufm‘ypﬂﬂm&
Th[xpatlmt.tWoldwhltemmh;dmﬂeredﬁumpepﬂc
uleer and poriasts for many years. “Early in the morning of
]-mnyﬁ,lmbewu:w:kaxdbylmmpwﬂh
abdomiml distention. He had not deviated from his usual
simplo dict. Dring the next forty-eight bours, the poriasls
becsme markedly worse.” The metecrogram of that day showed
that the climical eptsode occurred at the onset of a severe polar
tafall which wes accompanied by a sharp rise in barometric pres-
sure and & drop {n temperature.

This chservation confirms Petersens concept of the fmpor
tance of the weather in the precipitation of not only episodes of
peptie uloer and psorissts but of disease in general.  Unforto-
nately the camplacency of phyxicisns concerning the meteorologic

conditions as 2 ting factor in disease continues to pre-
vall today as it did 25 years
his ideas.

EMOTIONAL STRESS AS A CAUSE OF VASOSPASM

Blorsed o1 the gods the men who oty bevids you, rers
Pou speak, and seot pou e, For we ol the gkt
of you, oy speech fels, my tomgwe bresks, fume
e through me, sy syxt e blinded, my sery tingle, &
cold meest overfons ma, oll my body trembles, my coler
8081, Wy oary deaih sevms coming wpom me.
Barrmo
“My colar gpes,— Certainly & clear indication of vasospasm
tnduced by emotional stress, The weather and emotional stresy
aro the chief oauses of Corrla, in his chapter on the
peychosomatic dermatosss, cltes the studies of Grahem and
Wolk, Tbc:olnﬂ:nnmccaadedinhduclnglﬂﬁioh:dﬂnhtbn
lm]lmnednm]]vmdtumfoﬂowiughuﬂdmdmg
mmw?‘?m&mwwmwmuwmm
Ecker and Ri ider obtalned aned, f

& evidence
Mﬂﬁngwmﬂoﬂmhdmm&ﬁ:oi&em
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it 1s supplied in ampoules of 1 cc. contalning 100 mg. of sodfum
nitrite in a saline phosphate solution. The injections should be
given slowly particularly the first one. An uncommon side effect
is syncope for which inhalations of aromatic spirits of ammonia
are an effective antidote,

The intravenous use of procaine hydrochloride ar calcium glo-
conate usually induces vasodflatation. The vasodilating effect
of intravenons procaine may be ascribed to stimulation of the
subendothelial sympathetic dilatar fibers of the small blood
vessels. This fs not the samo as saying thet procaine acts by
Enru]yﬁngthorpa:ﬂcﬁben a concept that is still championed
y many ph

At the time of my report on the use of oral procaine, I made
use of the Thorn test to establish a possiblo relationship if any
between the ection of vasodilators end that of corticotropin and
cortisone. The results showed that procaine exerts its influence
tod tly of adrepocortical stimulation, the

ective vasodilator thernpy requires institution in

early phase of the disease. ngedmmbemad.tbmm
be doubled at high altitudes Smoking must be prohibited.
Chilling is to be avoided, and the patients should avald drafts,
alr-conditioned rooms, and strong winds., The fresh-ofr en
thusisst should curb his ardor and sleep in a room whero tho
temperature remains fairly constant throughout the night. Most
fmportant of all, a truce should be declared on famfly and business
troubles. The asyumption of an Olympian calm is {deal

Adjuvant vasodilator treatment with hydrothernpy diathermy
electric heating pad, light body massage, relaxation technic, and
wdath{u is highly indicated and l.l%m]d bo used whenever

e.

Effective vasodilatation may be obtained by a prolonged bath.
meanrymnlu.vcdnnlntula!cd,pmlunged-ﬂawinghuthﬂth
h in the t of ftching g lized dermatoses,
such as exfoliative dermatitis proriasls with erythroderma or
arthropathy dermatitis herpetiformis, neurodermatitis, and sovers
instances of herpes zoster  Vasodflatation resulting from such
prolonged baths also brings about relaxation and rellef from
the sensation of o tight band around tho head, o fesling shared
by many persons having neurodermatitis.
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The local fndnction of vasodilatation with substances such as
bdins,d]vuruihﬂa,orphmolhrdaﬁmlyeaztonhisvobut
impractienblo to maintain for days at a time without nmning the
Hik of krritating the rkin.

The removal of suspected allergentc substences from the en-
vironment ind diet is essential, as is the removal of any focus of
infection, both allergy and infection being common causes of

VagoIpam,
The climination of a dietary allergen or & focus of dermato-
phytols between the toes frequently leads to the clearing of
m obstinate case of dermatitis of the hands. Increared imi-
tahility of the pertpheral blood vemsels brought about by local-
tzed autigen-antibody reactions in another area of the body can
causo or prolong such a dermatitis
Petersen showed that arteriolar spasm fs part of what he called
ﬂleABSphaanwhichAmpmsmhmbollm.B,mdnctﬂm,
xd S spaxm of arterlales or of any smooth muscle. Amang the
accompanying the ARS phase are decreased tension
of carbonic acid i the blood and relative alkalosly, Patlemty
with vasospastic disorders such a1 neurodermatitis and herpes
zoster are therefors instructed to drink a teaspoonful of clder
ggumaglmofmﬂ:mumudnlywduxmnddﬁying

I have observed a favoreble respanse to treatment solely with
vasodilators in the following disorders

Hyp y resctions, px lerly to cold in patients with

o oc exfoll

Itching of tnd’ ummhr
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of cortisone th in conjunction with man-
ngmmthmfﬂmmdmm@hr;ﬂpztmhmm
a locality with a dry warm climate, free from sudden changes of
weather and blasts of cold wind. The freedom from episodes of
vasospasm afforded by such a climate is the factor that makes life
bearable and relatively free from attacks of neurodermatitls,
because it compensates for the vasospastic influence of whatever
emotianal stresses the patient may have.

To tide the patient over tho first few months of adjustment,
during which it i not unusual for him to have exacerbations of
the d%sema. he should take a mild sedative daily and apply
hydrocortisons acetnte ofntment or lotion several times dafly to
the itching areas.

In up to four or fivo years of age, great improvemest
is possible by eliminating the allergic and emotional factors which
aro the most important ceuses of vasospasm and neurodermatitis
in {nfency and early childbood. In my experfence, food allergy
fs a rare factor in the aggruvation of neurodermatitis in adulte
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The “Collagen Diseases’

By
Jorge Abalafia

memvxﬁnuewmregnrdedmtﬂrmtumum
element of support and & conductor of nutrlent vessels, serving
to bind together the various structures of the body The work of
Klinge and that of Klemperer Pollack, and Baehr showed that
disturbances of the normal regulatory controls of the connective
tissuo play an tmportant and dynamic part in the productfon of
different disorders.
emperer pointed out that these disorders of the connective
tissue system wero not necessarily assoctsted with each other
except for the stmilarity In histoanatomlo changes, particularly
of the extracollular elements, These disorders may arise
without previous tissus changes or secondarily in sssociation with
peptic ulcers, pyom infections, or foreign-body reactions.
Tho group of ers showing primary fnvolvement of the
connective tssues was originally com of disseminated lupus
erythematosus perfarteritis nodosa, rhenmatic fover rheumstotd
orthritis generalized scleroderma, and denmatomyasitis, all of
which may bo designated as the “diffuse collagen diseases.”
The unhappy term “collagen diseaso™ is due to the concept held
by carly investigators that the ground substance represents the
product of degererted collagen bundles. Current evidenco
scems to Indicate, howover that the ground substance and not
tho collagen bundles is the site of the histoanatomle changes.
This concept has made some observers unwilling to accept the
fact that tho connectivo tissue is really primarily concerned in
the pathogencsis of theso diseases. connectivo tssuo con-
stitutes a blologic entity closely related to the blood vessels on

43
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which it depends for its nutrition. The slightest vascalar altera-
ﬂom,regndlmofwhethmﬂhofafuncﬁumlnnhneornnodated
wiﬁ:locallmdtnﬁmnmmryrmcﬁom,hcupabluaf voking
hi fo changes of the ctive tissue, wi t amy

not a ona.
Iutﬁﬂ;ggmthudnnnmmthndhwmyaftheimpartnnmofthu
ground substancs, sound principles of logy were overlooked.
This occurred in spito of the amnﬁjmii];ldtyofthu histologic
chauges in the intercellular and extracellular elements of the
comnecttve tisue. There can be no disease where there is 1o Life-
therefore disease can only be found where cells exist. Further
more, it should not be forgotten that the fundamental histoana
tomic lesions are thote of degenerntion, necrosis and atrophy of

tha various comp of the ive thaue, rather than the
exclastve fbrinoid degeneration of the ground substance and
collagen bundles. By placing the enyphasis on the predomin

of extracellolar trvolvement, ths impression has graduadly pre-
vailed thet only the extracellular elements participate in the
disorder  Inflammatory =od vascular ledons and degenerative
changes of other tirue such as the striated musculature, cartflage,
and subcutaneons fat have thereby been
The prerequisite that the lesions munst be generaltred fs also
open to criticlem, becanse this wonld exclude the cireumseribed
forms of some of thexs disarders from membership n this group.
The fact that the fundamental change in both the “collagen
diseases and the dirorders anociated with reactions of hyper
sensitivity is fibrinold degeporation led Klinge and others to
assume that most of the “collagen diseases” sre cxpressions of
tivity Later however ft was shown that fhrinold
ges can be prodoced tmentally by hypertension and
bymedmnlmuczmmrnedmmnﬂur;ycdmdm
K]nnyer?oﬂnck,&dmdnrepeamd]ymedthsmuld-
p ftating ars in fibrinafd tion by statin,
o 2 1ty tis i e 35

Kl::nu(hemofmrumdmhby
1o mesm to identify diseases with ane another or even to
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relate them.” In spie of this wamning, physicans persitt in
ascribing a common pathogenesds to these diseases.

THE. NORMAL CONNECTIVE TISSUE

The function of this tissue is concerned with varying types of
metabolism the formation of the collagen bundles and the
ground substance- the rogulation of the smlt-and-water balance;
Lheachmeufgnmnlndparﬁcuhtcmmrbehvtcnmpﬂ'
laries and the interstitial fluids and the control of the processes
of inflammation and tissus repair

The behavior of the connective tissue Is regulated mainly by
hormones, vitamins, enzymes, and nervous stimull. It has been
demonstrated, for instance, that desoxycorticosterone acetate not
only Increases the formation of the ground substance by stimula-
tion of the fibroblasty but also greatly incroases tho permeability
of certain membrapes, while the cortisones suppress it. Estrogen,
on the other hand, tends to increaso capillary ility
Testosterone, progesterome, and estradial inhibit the formation
of collagen by acting on the pituitary gland. Thyroid harmone
and vitamins A end C tend to stimulate the producton of collagen
bundles.

The connective tissue is composed of such cells as histiocytes,
fibroblasts, fibrocytes mast cells, and extracellular elements such
as the collagen bundles, ground substance, and elastic and reticu
tum fibers. These tissues are separated from the capillary endo-
thelium and surface epithelium by a basement membrane consist
ing also of connective tissue.

The collagen bundles are made up of delicate fibrils formed by
varlous amino actds. Tho fibrils are bound together fn compact
bundles by a hamogeneous substance which Is positive to the
periodic ncid-Schiff stain (P.AS) This cemented ground sub-
stance assumes o bright red color with van Gleson s stain.

Tho clastic fbers are made up of spiralshaped Sbrils, the
protein fraction of which consists of varous hydrocarbons, sul
phuric acid, and lipids  These fibers are specifically stained by
orcein and fuchsin-resorcinol.

Tho reticulum Bbers aro stalned black with silver stains end
have a physicoch 1 {tion similar to that of collagen
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The structural compasition of the basement membranes varies.
In some areas, it consists of an amorphous substance such as ix
found in the capillaries of renal glomerull and Descemet s mem-
brane. This substunce i3 of a glucoprotein nature. In other
mhmﬂmofunlynmaﬂmmtufﬂ:hunorphnumb—
stance, giving the tizsue a weblike appearance.

In some tvpes of adult commective tixno and n fetal life, these
mary substance, This is composed of mucopolyzaccha
tides, bound to small protetn fractions. They imbibe cal-
Toidal tron and have metachromatio stafning properties.

Three types of amorphous substunce are found in the connec
tive oo the cemented ground substance of the collagen bun-
dles the ground substance of the besement membranes and the
fnterfibrillary ground substance.

HISTOPATHOLOGY OF THE. CONNECTIVE TISSUE
Histoanatomio alterations of the cormective tissue are found in
congenital malformations metabolic disarders, reective inflam-
matory inflltrates, and benign and malignant neoplasm.
1t {s current practice to include in the collagen direases™
those associated with Jesions of the comnective tisuo dus to dis-
turbances of metebolism, the basio change of which s flhrinold
degeneration. This, h i3 only ons of many histoanatomio
changes tnvolving the connective tissus.
Ths histologlo changes observed in these disorders are of three
types; degeneration, necrosis, and atrophy
Degenera
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due of emorphous substance remains to bind together the del
cate fibrils “Ilch make up the collagen bundles.

Whenever this equilibrium is upset, the primary ground sub-
stance tends to reappear Initiating the process of mucold de-
generation. On the other hand, an increase of fbrillary elements
may occur resulting in fbrosis or sclerosis

Mucold degeneration Is characterized mainly by an increass in
the number of fibroblasts and by deposits of mucin. The pucle!
of the fibroblasts are swollen, and the cytoplasm has the appear
ance of that of immature histiocytes, The collagen bundles are
thinned and diminished in number and they are separated from
cach other by deposits of bluish edematous mucin that is stained
red by mucicannine. The elastic fibers are thickened and de-
generuted, and the primary ground substance is abundantlv pres-
ent. Mucold degeneration occurs in myxedema,

Depending on the type of connective tissue involved the f-
brosls is either collagenous or reticular

In collagenous fibrosts, the connective tissue cells have the ap-
pearance of highly differentiated fibroblasts, The collagen bum-
dles are thickened and the ground substance shows h
The clastie fibers are intact in some sections and absent In others.
Generalized rederoderma shows this pathologie change.

In reticular fibrosls, there is an Increase in the reticalum fbers
at the expense of the other connective tissue elements, It Is found
in chronle glomerulonephritls,

Mandnt s other typo of degencration found in these disorders i3
an alteration or disappearance of the extracellular el of the
connective tissues with replacement by matertal such as hyaline
amyloid colloid, fibrinofd, and ltpoid proteinosis.

In hyaline degeneratlon, one sces deposits of a homogoneoms
substanco which stains bright red with eosin. Hyaline Is the
product of degencrated collagen and reticulum fibers and is found
malnly around the small blood vesscls and within the fnttma and
medla of Larger vessels,

Fibrinotd degencration is marked in early lesions by thickening
of the collagen bundles which are intensely cosinophilic and color
)-cllow with van Giesons staln  In advanced lesions sflver stalns
show fragmentation of the collagen bupdles which are inter
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spersed In patches of elterod gromnd substance. The
gmmnimlnznmhmtviﬂhlﬂ, The nucled of the fibroblasts and
histiocytes are found scattered throughout the affected areas.
Many of these nucled are retracted and strongly e

In amyloid degeneration of the skin, ane sees ymall deposits of
1 homogeneons material that is stained lavender by metlryl rosant-
Hne chloride and dark mahogany with Lugols solution. It fs car
rently regarded es cousisting of protetns which are sometimes
linked to chondrottin-sulphuric acid.

Amylaid 13 occaslonally found in atypical Jocations such as the
papillary body and subcutaneons fat, where it does not take the
customary staing for amyloid. Its presence in these areas has not
been satisfactorly explaimed. It is wsnally found fn association
with hyalne degenerstion.

Calloid degeneration is the basic histoanatomic change of col-
loid mfliom, in which the elastic fibers are matnly involved. Col-
loid {s the product of completaly degenerated elestic fibers. Tt re-
acty positivaly to P.AS  The degenerntive changes start with
swelling of the flbers which are markedly basophilic. In thiy n-
texmedlate stage, liptds and lrydrocarbons are fornd in the mmall,
homogeneous masses of collotd lying adjacent to the dermal mem-
brane in the dermis. Sitver stains show delicate reticulum
fibers surrovnding these colloid deposits,

Lipoid proteinoshs Is characterized by the presence of lipid
droplets in the ground substance of the dermal membrane snd
basement membrane of the blood vessels. A web of reticulum
ﬂbmrhamdmelppadﬂunm!hmmlﬂma,thgmmb_
stance of which is sfrongly eosinophilic and stains yellow with
van Gleson s technigue. Jt is P.AS positive. The collagen byn-
dlumthoaﬂ’ectudnea:mgrudyattunmtcd.mdﬂmm
ground substance is not visthle.

In necroshs, thers are pykmosts and karyorrhexis of the nycle
with naclear dust” lying in the center of pecTotic focl, stvoeiated
with widespread alterations of the extracellular elements. Therg
are four types of necrosis.

Inmnmldneuoﬂs,thu'nndwdmt‘hfwmdmfmm
duu:od;,rmdedbyapﬂlmdaﬂknamngm[d“”
cytes and fibroblasts &s well as Iylng free in the necroye o A
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lymphocytic inflltrate is seen around the adjacent vessels, The
collagen bundles are attenuated and stain feebly The elastic
fibers bave disappeared Suitablo stains reveal the presenco of
the primary d substance, which is composed of acid muco-
polyuccharkgrm le of being digested by hyaluronidase.

Fibrinold necrosts is found in the subcutnnsous nodnles of rheu-
matic fever and rheumatotd arthritis and represents an advanced
stage of fibrinold degeneration. The connective tissuo cells show
nuclear disintegration. The elastic fibers gdually disappear
and destruction of the collagen bundles is brought about by fbri-
nold degeneration,

Primary ground substance cannot be demonstrated. A reac-
tive histiooytic tnflltrate and deposits of lipld droplets are found
around the necrotic areas.

Necrosis with calcification is the product of masstve calcifica
tion of focal areas of necrotlo connective tissue. It is found in
scleroderma and deumatomyo.litix, in which one sees small chmmps
of calcified cells lying within o b us mats and stan
positively with P.AS  In contrast with other types of necrosis,
thero is very little perifocal histiocytic reaction, and the collagen
bundles are gelled.

Necrosis with lipid imbibition is well {llnstrated in necroblosis
lipoidica diabeticorum  The necrotic changes in this diseaso oc-
cur decp [n the dermis whero one sees deposits of lipid droplets
within the degenerated collagen bundles and in some of the con-
nective tissuo cells  Obliterative inflammatory changes are nsu-
ally marked.

Caseation necrosis is not being considered here because it oc-
curs exclusively in inflammatory exudates.

Atrophy is usually the result of decrease in the size and number
of the collagen bundles Although tho clastio fibers are usually
present and intact they are occasionally absent.

THE GENERALIZED “COLLAGEN DISEASES™
The histologic appearance of the skn i acute disseminated
lupus crythemnlum: depends on the age of the lesion, sometimes
resc that of subacute lupus eryth and at other
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times that of the chronic discotd form of the disorder Atypleal
microscoplo pletures aro oecasionally found.

Materlal obtained from the hemorrheglo papules on the back
of the hands and fingers shows to good adventage the early in-
flarmmatory changes of the disorder  The reaction s most intense
tn and around the dilated, edematous capilleries of the upper
dermis, where many of the capillary walls have ruptured and
allowred red blood cells to pasy tnto the perivascalar tissucs, The
papillee are odematons, and the comnective Hsue celly are
swollen, discharging “nuclear dust into the smrounding erea.
The collagen bandles become fragmented and the elastio fibers
distntegrated. Small conglomerntes of primary ground substance
and fod of a denso perivascular infiltrate almost completely HI1
the middle third of the dermis tn older lesions  Tho eplidermis s
not trvalved,

Biopsy sections from other areas of affected skin may show a
narmal or atrophic epidennis, with flattening end Nquefaction
degeneration of the basal cell layer The edema may be severs
enough to farm intreepidermal vesicles. Fibrinold degeneration
was rately epcountered in my matertal.

Visceral losions of materlal obtrined st autopsy show marked
vascler fnvolvement. Baehr Klemperer and Schifrin, in o
series of 23 autopsles, found that almost oIl sections showed
dilated, engurged epfllaries, extravasation of red blood cells,
proliferative and obliterative changes of the walls of the arterioles
mdm{;femh,éndnmoﬂnfodinmeoftbomh The
“wire-] loslons of the renal erull sre cansed by thickening
mﬂdegmnﬁauafﬂlebamn?::mnbrmacftb?giummlu
capillaries. 'Fhis comoapt of primary fnvalvement of the vascular

endocardium,
and the connective tissus of the mvocerdtom, kdrneys,
and skin participated vigorously in the general disorder ﬁ
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loop™ lesions or focd of necrosis wers found in the renal glomeralt
The spleen showed marked Sbrosls around the central arteries.

An analysis of these histopathologic findings ndicates that the
lestons of acute di ) d lupus eryth are limited to
the blood vessels and the connective tiasue,

The possibility that the arterfoles and minute vesscls of the
peripheral vascular bed, notably those of the skin and kidoeys,
are the first to react to a hypothetical circulating infectious or
allergtc agent should be considered. According to this concept,
arterlolar spasm and its rebound of dilatation, with the production
of increased permeability preceds the fnvolvement of the
ground substance  If this is the case fn lapas crythematosus, the
degeneration of the collagen is pathogenetically secondary to an
inftial vascular involvement, as it is in somo of the other goneral-
ized “collagen diseases™ From a histopathologic standpolut,
bowever the occurrence of predominently fundamentn] Jesions of
the viscernl connective tisxue allows us to integrate this disorder
In the diseates of the commectlve Hesue, Nevertheless it must
be admitted that @ study of the cutanecus lesions reveals an
intense pertvascular (nfammatory reaction with secondary alter
ations of the connective tissue.

Periarteritls nodosa is characterized by polyneuritis, fever
symptoms of viscera] disease and hypertension 1 agree with
Zeek in deploring the tendency to lump together wnder this
heading al diseases having simflor histologic changes but dif
ferent pathogenetic factors.  She mentions five types of necyotiz
ing arteritis each of which is induced by a different cticlogic
2

gent.

The baste histoanatomtc changes in perfarteritis nodosa ocour
matnh in the arteries and arterfoles of the muscles, tho strinted
musculature, and tho peripheral nerves  Lesiony in different
stages of dovelopment are present at the same time.

In carly cutancous lesions, the walls of the arterioles at and
below the border of the dermis and subcutancous fat show focal
arcas of fibrinold necrasis not fnfrequently associated with
edema and swelling of the capiflary endothellum.  Segments
of the Intima and media becamo necrotic, resulting eventually in
thrombuasis of the lumen of effected vesselr
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ﬁavmmlnrlaiumevokandmsemﬂ:lmmmmﬁlkutam
sisting predominantly of polymorphonu ear lenkocytes, cosino-
phﬂ.l.g phocytes yand P;m cells. The disintegration of
elastic fibers and the necrosis of muscle bundles also result from
anoxls. brought on by the interference with the blood supply
cawsed by the obliternted vessels. The lymphocytic infiltrate is
hwdg;cm'ﬂnue.

ﬁm}lyPcﬂm*tm‘lﬁlmP thus begins with degeneration and necrosis
of the walls of the blood vessels and is followed by widespread
inflawmatory resctioos.

The subcutanecus nodules found in rheumatic fever consist of
a central zone of fibrinald degeneration surrounded by edematous
fod of comnective tistue, trated with histiocytes, fbroblasts
and inflarmmatory cells

the histoanatamic changes in the skin and viscers,
it becomes clear that the target in rhewmatic fever is the con-
nective toue, Fibrinald necrosis s the fundamental lexion,
along with {nflammatory reactions of the eapfllary endothelium.

The histalogic changes differ from thoss in disveminated lupus
erythematosus by the presence of extensive cellular reactions o
mnd around the focal areas of fibrinold degeneration, the lesser
tendency of the leslons to become gemeraltzed, and the ebsence
of remal irvalvement.

In rheumatodd arthritls, the suhcutanegus and cutansous nod-
ules occurring around the joluts are stmilar to those of rheumstio
fever except for the absence of edems. On histologic examing
Hom, one also sees focal inflemmatary reactions in the walls of
the blood vessels and degeneration of the connective tissue and
cartilage.

Gensralered scleroderma occurs in two forms  acrosclerosls and
scleredomsn adultorum.

In acrosclerosis, the skin i3 primarily affected. In very early
lesions of the hands, the changes are those of Raynand’s disease,
with predominance of vascular involvement. Alterations of the
extraceflular el of the tve tissus gradually super
vene with ultimate widesproad participation of the reticular
layer of the dermfs. The collagen bundles become thickened and
bamogeneous, and thay stain indifferently becauss the ground sub-
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stance iy increated in amount, There is no evidence of the pri-
mary ground substance. The clastic fibers are usually Intact,
or they may show focal areas of fibrinoid degeneration. The
endothelial cells of the blood vessels are swollen, and there is
fibrosis of the pertvascular tissues with circumscribed areas of &
Iymphocytic infiltrate extending into the adfacent connective
tissuo elements. Deposits of culeified necrotic material are
occasionally seen in the dermis.

A discussion of the hi omic lesians of visceral sclero-
derma does not fall within the purview of this section.

Scleredema adultorom is an abortive form of scleroderma which
may go on to become the generalized form of the disorder

In the skin, the swollen collagen bundles are widely separated
from each other by the intense edema which often uces
large unstained spaces. Freund and Vallee reported ocea-
sional presence of a metachromatic-staining substance with small
areas of perivascular inflammatory infiltrate

Dermatomyositis is mainly characterized by involvement of
the skin and skeletal musculature. The disense also affects the
heart, subcutanecus fat lungs, liver kidneys and blood vessels.

In the skin, the histalogic changes in carly lesions ere aften
not typleal More sdvanced lestons, however show atrophy of
tho epidermts with liquefaction degeneration of the basal cells.
Tho dermis, particularly in its upper third, shows mucold degener
ation and edema, especially around the blood vessels. A moder
ately severe inflitrate, com, predominantly of Iymphocytes,

lasma cells, and eosinophils, lies in tho dermis around the capll-
es and cutancous appendages. In older lestons, the dermis
may be atrophic- usually however it appears broader than nor
mal in relation to the shrunken degenernted subcutaneous tissue
The ground sub disappears, belng replaced by Hbrosis
similar to that in scleroderma.  Both the dermis and subcutaneous
fat may show areas of necrosts and calcification,

The skeletal muscles and fy the striated les of
the larynx and ecsophagus show hyaline and vacuolar degencra
tion and invasion of the muscle bundles by lymphocytes and at
times polymorphonuclear Jeukocytes  Althoagh sometimes there
{s a mild inflammatory reaction of the connectlve tissue at other
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times In spite of widespread parenchymatous degeneration of
lhnmmd?bund]m.thmhﬁtﬂaormmvu}wmmtufﬂ:um-
nective tissue.

The rmall blood vessels may show slight swelling of the endo-
theliz] cells or more severs changes, such a3 Tiyalintzstion of the
fntima snd obliteration of the lumen by thrombasds.

The histologje findings in devmatomyositls are those of & true
“collegen disease,” since the connective tissue usually participates
tn the degenerative changes, although to a much lesser extent than
in other “collagen diseases.”

THE CIRCUMSCRIBED “COLLAGEN DISEASES”
There i3 aucther group of disorders of the connective tissues
m@mmmmmmm@mgw
E collagen diseases” which show nevertheless, stoflar
tomio changes. I shall restrict myself to a brief descrip-
tion of thelr cutansous aspect.
The upper dermis in grapuloma anmlsre shows focal areas of
or necrotls. Thete areas are surrounded by a
eliko arrangement of epitheliold cells contatning lipids.
Ons slso sees focal aress of edems, lymphooytes, Sbroblasts,
histtocytes, and epitheliold cells throughout the dermis. 'The
blood vessals are surrounded by & rone of lymphooytic infiltrate,
Necrobiosis lipoldica diabetcorum 1y marked
aress of degenerated and necrotic commective tisse in the lower
toro thirds of the dermis. Ouse sees lipid depostts associated with
h:cmvadnnmbmofﬁhmhlam,oftmlymi:gpmttothnhlood
vessels, many of which show oblitarative ges. The collagen
bundles are swollen and futed into broed sheets of compact
tizsne resembliog that of sderoderma. Oler lesioms
show sclerosts of the carmective tiesus with small
conglomerates of foreign-bodv giant cells
lipids consist matuly of free cholesterol and phospholipids,
In lipoid protefnoshs, the shrunken collagen bundles of the
upper dermis run perpendieular to the epidermts. The normal
tiszue of the desrmal membrane and basement membrane of the
blood vesrels is replaced by a thickened, frayed zone of material
having the appesrance of hyaline. Particularly around the blood
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vessels, one sees deposity of extracellular lipid droplts, The
lipids atain a darker red with Sudan IV than those in xantho-

mas.

Amyloidosis cutis is characterired in eady lerons by deposits
of homogeneous amylold in the dermls, matnly around the sweat
%Jlnnd:andnnnllhlood vessels Later amyloid finds its way into

o walls of the blood vessels, often destroying them

Mucodd degeneration is seen in both generalized and circum-
scribed pretibial myxedema, the latter disorder showing the
largest deposfts of muctn.

In colloid miltum one sees severely degenerated elustic fbery
fn iation with congle of hamop, colloid lyiukf
porticularly around the subpapillary blogd vessels. Collol
millum is wsually found foted with ifestations
porphyria

The cutaneous porphyrias show thickening of the dermal mem-
brone and basement membrane of the ﬂ%u.ry and subpapillary
blood vessels. The ground substance of degonerated mem-
branes shows a positive reaction to PAS The collagen and
clastic fibers show verylng grades of degenerntive changes.
Bords, Grayeb, and Stringa reported cases of pn:fh‘ﬁn
associated with the clinical picture of scleroderms and derma-
tomyosity.

In circumseribed sclerodermn, the entire dermis or anly its
middle or lower third may be jnvolved. Occasionally ouly the
subcutancous tissue ir affected. The appearance of these areas

bles that of g lized scleroderma.  The elastic fbers
tend to disappear as the process extends to tho papillary body and
subcutaneous tise

Lichen selerosus et atrophicus is in my opinlon & variant of
marphea limited to the papillany laver of the dermis

Necrotiring anglits is uced by a number of hypersens-
tivity agentr. Zeek has # that it ean be caused iy} hyper
sensitivity to sem or drugv. The histoanatomic changes tnvahe

th the arterfoles, capillaries and venules of the
Kidoeys, lungs, and spleen.  All the lesions aro in the same stage of
devel The histologle picture r bles that of per-

arteritls nodosa.
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e tripl diseare of Gougerot is characterized by
hilhumﬁmmwh\ﬂ&m&e&icmdwﬂhof
the small arterioles and capillaries. An inflammatory infiltrate
of lymphocytes, histiocytes plasma cells, and hily is found
aromnd these vessels, along with a few red blood

In idiopathic atrophoderma of Pasinl there is atrophy of the
collagen bundles, with reduction in their number The elastic
fibers are culy slightly altered.

PATHOGENESIS OF THE “COLLAGEN DISEASES™
There does not appear to bo & common causs of these dis-
u:dax.ul&mu.ghthanhtcunddmnblebu[kufmdign};;g
estive of a hypersensitivity factor in acute dirseming us
 hemat h fo fever rh ic arthritls and sclero-
derma. Some of this evidence consists of the findingy of ncreased
blood germa globulin and fibrinoid degeneration of the con-
nective tissue and the frequent axsociation of foc! of chronic n-
fectfon o other sensitizing agents in thess four disorders.
1t will be recalled that elevated blood gamma globulin levels
are found concomituntly not enly in associztion with higher Ievels
of circulating antfbodies and chrone fnfections but also following
the e of fnes and sera. Suspicion Is aroused, however
that fectors other than hypersensitivity play a role in the pro-
dmﬂonnfnthaﬂomofd:madunzun,}upmarytbematmm,
by the discovery of the L.E. cell and LE. serom factor
The fact that the conmective tissue {s mainly invelved fn all of
the collagen disesses”™ may their common clinfcal and
histoanatomio fndings, but it not rean that they have a
common etiology or pathogemeds. It fs probable that different
causative agents and varying host reactions evoke mars or less
stmiler clinical and respanses.

Al the blood in dermatomyositis does not show elavated
gemma globulins, many of the clintcal and histoanatomic findtngs
mh}gh}ymggusﬁvoufannﬂalﬂcauobgy

This concept finds support tn frequent histories of preceding
setom and in the presence of fod of chronle lfection,
\JValluandBendittreprtedtbomreofnpaﬁentwﬂilmm
) d Tupus erythematosus, {n which clinleal and histo.
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logic findings of dermatomyositls ultimately developed, incledng
the co of increased blood gamma globulin. It is not
unusual to find eostnophils in histologie sections of subcutaneous
necrotic nodules.

The antocistion of dermatomyositis occurring in women with
carcinoma is by no means rore and does not mitigate agalost the
cancept of an allergic etiology Borda found manifestations of
hypersensitivity in a patient with dermatitis herpetiformls associ
ated with carcinoma. These observations suggest that derma-
tomyositly results from the exhaustion of an: y forming tissues,
caused by toxins resulting from the continuous {mpact of antigen
on theso tissues.

There gre two main schools of thought regarding the cawse
afEa-Larterlusnodom. One maintafns that it is a festation
of hypersensitivity while the other claims that it fs the result of
repeated episodes of hypertension.

A similar Jack of unantmity in respect to pathogenesis charac-
terizes the group of clrcumscribed “collagen diseases,” Including
in addition to thess mentioned previowdly congenital malformz
tlons of tho connective tissuo determining the production of such
disorders as lipold proteinosis of Urbach and Wiethe, hormonal-
induced mucold degoneration, senilo degeneration of the skin,
and reactions of hypersensitivity

SUMAMARY

It s evident from all this that the concept of the {dentty of
the “collagen diseates™ rests exclusively on the histoanatomlc
findings.

The connective tissue responds to a varlety of different stimull
with simflar histcanatomic reactions  These reactions of degener2
tion necrosis and atrophv may be associated with vascular le-
sions. An inflammatory reaction may or may not coexist It
will bo recalled that the explanation of theso reactions lies in the
relation of the ground substance of the blood vessels to that of
the extraccllular clements.

The deg: tion of the connective tissuo developing in &s
soclation with inflaimmatory and neoplastic discases Is secondary
fn nature and should not be included in tho group of classic
“collagen diseases.”
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On tho basis of the data presented in this article, it seems just!
fied to include in the diseases of the connective tissue all acute
and chrono disorders, whether generalized or circamscribed,
which show predominant metabolic disturbances of the con-
nective tissue, particnlarly of Hts extracellular components. The
metabolic distarbances consist mainly of degeneration, necrosis,
and atrophy

It should be stressed, however that the degenerative changes
of the connective tiasue, cspeciall; (nthn%mxmltmd"euﬂagﬁn
dimm.'areoﬂunanodamdwithyladam other tissues such as
the blood vessels, stristed musculature, oartilage, and subcuts-
neous fat.

1 would Jike to propose the following classification of diseases

of the canmective tissue, which will, I am sure, suffer considerable
alteration gs a

of future chemical and physiologic
investigations of the fe changes of the Hye
tissue systemn.
DISEASES OF THE CONNECTIVE TISSUE
gn&dmnﬂxmn&lhlm

bryperclastion
Congenmitsl
0 Lipold protetnosis ( Urbach-TWetha )

I 3 hrnottrrreid 3

il Grommalised Sypolin e
]Nwhpmﬁm&bmm
Uetsbolio
it | e
Senlle degeneration of the skin
Acttmminoms | Pelagra
ﬂ.mﬁ il
Rhevmatokd arthrit
Roctions of Genealtzed sclaroderma
Mqpecsensitiolty Necyotizing engitis doe to bypereositvity

by
Tple-symptom discase (Gougent)
Amyloadctie
Toxio renctions
d with
hypersensitiolfty
Dissascr in
mociation
hypertansion

lM
uh\?nﬁm-ﬁhndm

Nervour Clrowcsscr{bed
ractions | Tdiopatiro (m‘ tnfery
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Psychosomatic Dermatoses with Specific
Reference to Prunitus and Its Treatment

By

Frunk E. Cormla

Tmmafcmouamlmdnmmdjmdminthedwnbp-
ment of and varloos dermatoses has recently been
oded by s ever tncreastag wuxber of pvestigetors. The
work of Webss and English, and othens has sttempted to clarify
these relationships by a stmplified te™

The methods of study wed in fnvestigations of this n
clnde intentive study of individual cases with 8 modified

anal hniqne; stetistical sunlyses of disense entities by
Wittkower and Russell, and me in an effort to establish uniform
strems dtvations and prychopathologic fn specific
dissases methods used by Dunbar end MacKenma in attempting
fo corelate persanaltty types and individual diseases the use by
Obermayer of npplementary methods such as the Rosechach test,
and finally direct measurements of somatic componenty of the
presenting symptom or entity following the delibersts
tion of c trauma, as advocated by Wollf and sssociates.
All of these techniques have added mubstantlally to our knowl.
eﬂg;zbutnb}ecﬁmtomdlhavelcumedtomeuxtmtﬂnlr

Among thess objections ix that individual case stodies
have been selected and therefore sro not

% fve. Aha,
statistical and correlative studiex are not conclosive.
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clear however that tizsuo damage develops as a reqult of im-
perfoct ency meusures avoked by the patient in dealing
witha.demiﬂesituaﬁnmnnddmtthhticuadnmnge,whﬂeof
same valne in the relief of tension and conflict through vartons
hanfyms, Is but rurely clously desired by the patient. In-
deed, production of infury in an effart to eveid infury is one of
the great paredores of modern medicine. In the development
of prychosomatic disease, ono should consider the specifio con-
flicts and difficulties in interparsonal relationships which operate
through nervous humorel, endocrine, and other mechanisms
to produce an exxggeration of a normal fanction such as prusdtus.
The continual operation of stress factors may then result in the
fixation of secondary somatic changes
Seftz exemplified this psychosomatic mechenism n & study of
the peychocutaneous aspects of pruritus and excorlatfon. In his
formalation, lack of love leads to hostility which in turn evokes
of guflt which repress the hostile feelings. This repres-
tion then results in the evocation of a psychosomatio releaso in
the form of praritus. The subsequent excoriations sarve & second-
:fvpurpmahxﬁmtthahasﬂhtyudlrwtndonmndfunfum

In the phobic states, Zaidens painted out that an underlying
parausia i1 profected on the skin. Dermatitls factiie may be
cotatdered as a hysterical exhibitionism ocerring ordinarly in
middle-aged patients who have fafled in life. The dseply ro-
Prened motivation includes the idee of self punithment, sod the
mutilating akin lestons are face-saving in thet they center atten-
ton on the patient. In urticarla of psychogenic odgin, there is
1 almost tvariable backgromnd of frustration and resentment.
Acute penic reactions based on fear may also produce urticaria.
In another type of experiment, T was able to show that itching
s to the Infradermal tnjection of a measured smount of his-
tamine iy often noticeably aggravated by psychio trauma induced
during e stressful tnterview Under thess circumstances, mild
itching may be made sovere and severe ftching may eventuate
Into burning Furdm—mom,ithmbeenponiblebytgummto
Lower the ftch threshold, which is dafined as the smellest amount
dhﬁ'admnﬂyhjoctodhktuninewhﬂ:hwmpmducaﬂchtng,
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In some instances it is poesible to meastre the intermediate
physlochemlcal changes concerned In the production of tisse
damage resulting in psychosomatic dermatoses Kaopecs and his
coworkers, for tnstance, showed that exudation into an artificially
produced bualla is often greatly Increased during traumatic inter
views fn patients with atopic dermatitis or urticaria. The under
ﬁﬁmochmlnntnvulvaimuybemumcdwﬂhthcmd

blood vemels and with extreme dilatation of arterfoles.
Graham and Wolf were able to demonstrate these vasculsr
changes in psychically taumatic intervisws in patfents with
urticaria by measurement of skin temperaturo and determination
of the reactive hyperemfa threshold. In nearly all patients
studied, the reproduced traumatio Life situation was assoclated
with resentment and frustration. The deliberate production of
vascular diletation and lessencd small vessel tonus during stressful
interviews fmmeasurably expands the ecategories of demmatoses
which may be eggravated by psychosomatic factors.

INTERPRETATIVE SIGNIFICANCE OF TYPE AND LOGATION
OF PSYCHOSOMATIC MANIFESTATIONS

Althaugh psychiatrists generally contend that psychosomatie
symptoms eannot be linked with specific conflicts or ltfe situs
tions, I believe that there 15 considerable evidencs to cast doabt
on this contention,

Amunithis evidencs are the observations that patients with
rosacea blush eadly frequently have exaggerated reactions to
rmlight, are shy and easily embarrusted m tension-producing

situations  Patients whose presenting symptom is jtching
mzy ignore rub or scratch their itch, depending on speciBic per
sonality fations {f the resp ts auo of conttnued excoria-
ttons a lichanified dermatitis will ensue. The socalled anal”
type of individual moro often than not gives n history of previous
and frequently multiple gustrointestinal disturhances. If he then
heppens to develop an anal fissure or hemorrhaids, s surroundlog
areaaf {tchy” skin may ensue and result in chronde pruvitus anl

PRUNITUS
Since tus i3 a sallent featuro of most psychosomatic derma-
toses, I shall briefly constder its nature and the factors influencing




PITCHOSOMATIC DEFOIATOSKS i3]

it dovelopment and severity as well as its occurrence 2s &
symptom.

tal evidenco and clinical observation show that

pruritns is a modified form of pain, Lewis, Grant and Marvin,

nd Graham and his assoctates have observed reciprocal relation-

shipe between itching and pai. Bishop wes able to elidlt itching

from low-intensity electrical stimulation of pain spots

A stimulos spplied during spinal snesthesia will fro-
quently produce ftching

Kuylendall and I prodaced ftching by a burning stimulus in
partially anesthetized skin. In further experfments, we were ahlo
t?;ndmxhnnlngbythe:pphmﬁonofmtothmnmm
Iteh stimull. In some instances, frrediation of this burning site
with Infrared light resulted in the development of patn. Thess
&periments indicate that itching, burning, and petn are varlants
of # singls sensation.

Tt was also noted that histamine itch occurred in the of
mhmamﬁmwhmtbewheﬂwumhﬂ)itedbvamm
e from a centrally-placed tourniquet. Furthermore, the wave-
”hﬂlnponmtufitdﬂngalmnppemndmhavaavmulueum-
ponent associated with arterial pulsations itn waveliks charecter

when the smplitude of the arterial pulsations was
dhnlnhhadbymodmtaprenumfmmamumiquat

The mechantsm of the interrupton of the itch sensation, psy
chogenic or otherwise in character by prolonged excoriations, was

by & further experiment. Repeated injections of hista-
mine in & tngle site produced a localized refractary lesting

Up to 24 hours during this perdod, itching could not be elicited by
further local of bistamine. Temporary freedom from
ﬂﬂﬂngfo]lmv‘h:g prolonged excoriztions in psychosomatic dis-

a3 pruritus vulvas or lichen simplex chronicus may
thrs be explatned by this phenomenon of refractoriness to histe
mine. In theso instances, further histamine is surely liberated ot
atesult of tizsue damage due to scratching

As would be expectad, the character of itching varles accordin
to the nature of the stimulus, the type of cutanecus sofl stimula
the integrity of the nerve pathwnys, and its perception in the
samesthetic cortex, A constant amount of & standard fteh stimulus
such as histamine may produce 8 mild itch in a stable ndividnal
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and severe burning in an emotionally disturbed patient with pra-
ritus vulvae. In some cases of itching of psychogenic origin, the
sensation may taks on the characteristics of pain, even in the eb-
sence of excorlations,

Kuykendall ond I noted that the histamine itch threshold was
greatly reduced at night. This increased reactlvity to histamine
confirms the wellknown clinfcal chservation that the tendency
to ftch is greatly increased et night. Marked increass In arterial
blood flow as produced by elevation of skin temperature to 38* C,
uniformly lowered the itch threshold in experimental histamine
pruritus lowering the skin t: ture to 25 C had the opposite
effect. It may be readily understood, therefore, why increated
cuteneous blood flow in en Inflammatory dermatosis results in an
tncrease in the severity of ftching

It §s generally recogntred that conditions associated with
marked edems, except for urticaria, usually are not accompanted
by severe itching This sttuation was demonstrated experimen-
tally by potentiating intradermal histamine reactons with the sub-
cutaneous injection of 25 mg of metncholine. This experiment
is of additlonal futerest since it is commonly held that the response
to histamtne is potentiated by acetylcholine as tn nettle rash.  The
so-called prychogenic cholinergic urticarta, therefors, must be
potentiated by relatively small amounty of acstylcholine, which
may efplain in part the small sizs of tho wheals in this cond-
Hon.

Among the causative factors In the production of prurttus, locsl
tissuo damage is of paramount fmportance Histamine is liber
ated into the tissue in wnbound form following infury Since in-
tradermal tnjections of this drug generally produce ftching, it 1s
reasonable to assumo that it is concerned with the itehing of clin-
ical devmatoses  Itching may also be producod by direct infuy
ofmuﬂnnlpninﬁbrﬂxgylom]cd]uh:mﬂ]mm.upmtiﬂ
Iymphoblastomatous infiltrations of the skin in leukemia or Hodg
kins discase assoclated with severo pruritus without visible skin
lestons. There b yet no adequate explanation of the severe pru-
ritus of psychologic orlgin occurring in the absenco of local tissuo

infury
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CLASSIFICATION OF PRUHITUS

Ttching occurs in the fallowing four general situations

L Local foflammatory disease parasitic diseass, oertnin sys-
temic disorders, or enic types.

2. Closely allled to the group are ftching conditions caused
by the injection of urticarogenio substances by nsects and depo-
sition on the skin of frritating agents by moths and beetles.

8. Systemlo conditions associated with itching are liver disease
with {sundice, diabetes, uremia, the lymphoblastomas, end at
times internal t neoplasia. The agents producing ftching
1n {aundice and es are unknown. Generalized ftching fs un-
common in patients with disbetes and may or may not be con-
trolled by treatment of the dinbetes Itching in patients with
Hodgkin s diseass often fnvolves the lower extremities and soles,
this may be caused by pressure on the nerves from retroperitoneal
invalvement and mey respond to x ray therapy Itching in paly
oythemiz may be benefited texmporarily by treatment of the m-
derlylng condition. Generalized proritus with or without derma
Htls hay occasionally been abserved in confunction with visceral
carcinoma, the ttching fmproving rapidly on removal ar partis] re-

of the tumor  Eruptions resembling dermatitis herpeti-
associated with severe ftching may have a similar causs and
conse.

4. Pyychogenic praritus, with or without cutanecus lesions, is
becoming increastngly more common. Probably 50 per ceat of
rivate patients compleining of praritus have efther psychogenic
Pruritns or pruritns from other causes aggravated by emotional
factors, Ity management depends thm'ag:nntun}yunmtaﬂl-
gent treatment of any eccompanying primary organtc diseass but
140 on the sympathetic understanding of the pattent and his

METHODS OF DIAGNOSIS AND TREATMENT OF
PSYCHOSOMATIC DERMATOSES
Same years ago I began using a modified technique based on
Dunbar s approach some 200 patients were in-
vertigated in this manner over a period of five years. The pry
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Regarding treatment, I believe that dermatologists may
advantog, use it {n the management of patients with rosacea,
vesicular neurodermatitls alopecia areata, psychogenic urticars,
and some with atopic dermatitis and localized pruritus including
circumscribed nearodermatitis. Patients with nmﬁcwexmﬂr
tions should be treated b{ dermato only when
emotional problems are absent. fogia enly

TREATMENT OF FPRURITUS

Stnce the background of generalized psychogenic prorttus often
inclodes emotional tnstability depression, chronfe anxiety and
other evidences of psychoneuroses of intense grade, patients with
this type of pruritas should be placed under peychiatrio care o
less the inittal evaluation indicates that emotional problems are of
minfmal nature,
da\’;‘iunthaihﬂxmghmmbmhzed,umdmmnﬂﬂ”dmnymﬁ&

titds, tomatic suppressive treatment is 6c-
tive, allhnug{lmr,;un'rmcu of itching at the nmag:;othu sites
are common. Such treatment includes x ray the alter-
nate use of tar and hydrocortisone ointments or occlusive dresy-
ings. The frmediate response to therepy is good, but if repeated
ocour paychiatric care may be {ndicated.
and T recently evaluated the antipruritic effects of
Slugenhmthemholo{cﬁrlmuntnlpmtm The agents ex
erting a beneflein! effect on the ftch threshold tncluded the anth-
dmnhmmmvuln: vasodilators, nicotinamide analgesics ”dﬂﬁmﬂ::
tr antitpasmotics patholytic and parasympa
Iytic drugs ACI'H,mdcorﬁmz:.] Preparations having little or
no effect indud.adunld\nngluwnnte, bromides hydrate,
bepadry}, and banthine. ACTH and cortisone exerted but littls
effect on the itch threshold, and it would ssem that their well-rec-
ognized antpruritic action i dus largely to tho amelioretion of
{nflammation.

It is generally nccepted that hydrocortisone ointment is superior
to any other singls agent heretofore wsed in tho treatment of
localized ftching  Kuykendall and I were able to confirm the
mﬂ-bwneﬂedofmgsﬁmbye}mﬂonuhhnitdﬂhﬁhﬂw
in some 20 per cent of patients with the administrotion of 8
placebo.
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The problem of anogenital pruritus should first be carefully
evaluated before local treatment s given. In general, vulvar or
scrotal involvement points to disorders in the sexuse] reslm, Both
canditions may be initiated by incidental causes and then persist
duo to prychogenic factors. Similarly pmrit\unnimaybem
dpitated by flssures, hemorrholds, or other local disease, but
wise may become chronfe. Many of the local ftching conditons
when first seen by the dermatologist may be somef fixed, and
0o amount of psychiatric treatment will eradfcate them. Local
medication s then indicated. Of the local anesthetics, I have ob-
taived best results with Quotane Lotion. Nedther Eurax nor the
sntihistaminics have given more than temporary relief in my ex
perience.

Surgleal meaxures such as tattooing with mercuric sulfide, infec
tons of alcokel, section of the perineal nerve, undarcutting of ensl
trrme or its plecemeal removal, and volvectemry have had anly

The th adenosins,

treatment of generalized pruritus wi ax noted
#lso by Pearson and Fromer has been a falhore tn my experience.
Neither have I been able to duplicats the reportad good results
obtatned by Beinhauer and Schmidt with procaine, except in
occardonal fostances

THE TREATMENT OF THE PHOBIC MANIFESTATIONS,
DERMATITIS FACTITIA, AND DERMATOSES WITH
PSYCHOTIC STATES
I have never soen & patient with delustons of parasitosts cured
of his affifction, and I have never heard of a cure obtained by
psychotherapy  After a thorough search for parasites has been
made, the dermatologist can do Httle more than to reassare the
patient of the fnnocuoutness of his symptoms. The use of anti-
pruritic or so-called entiparasitic therapy in such cases camot be

too strongly condemned.

1t is my belief that there is no place for dermatologio treatment
tn the management of dermatitis factitin. About the only service
¢ dermatologist can render is to obtain, if possible, the canfidence
of the patient ard then by any means possibls get him to a pry
chistrist, This maneuver may have to be undertaken with the
greatest guile, for the patient unconsciously wishes to retan his
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Regarding parzlle] treatment, I belleve that dermatologists may
advantageously use it in the management of patients with rosaces,
vestcular nenrodermatitis alopecls areata, psychogenic urticaris,
and same with atopic dermatitis and localized pruritns including
cireumseribed neurodermatitis  Patients with neurotic excora
tons should be treated mmmbgku only when deep-seated
emotonsl problems are t.

THEATMENT OF FRURITUS

Since the background of generalized psychogenic pruritus often
inclndes emotional instabtlity depression, chronic anxlety and
other evidences of psychoneuroses of intenss grade, pationts with
tthpoofpxmitmxbouldbeplacodundcrpsychlﬁmccamm
less the initial evaluation indicates that emotional problems are of
minimal nature.

When the itching {s more localtzed, as in circumseribed neuro-
dermatitls, symptomatic suppressive treatment is generally effec-
tive, elthough recurrences of itching at the same or other sitss
are common. Such treatment includes x ray the eltes
nate uso of ter and hydrocortisone ointments, or occlustve dress-
in 'Iheimmediatampometnthmpyhgood.butﬂrepeﬂwd

occar care mey be indicated.

Kuaykendall and I recently evaluated the antipruritic effects of
81 agents in the contro] of experimental pruritus  The agents ex
erting a beneflcial effect on the itch threshold meluded the antk-
histamintes vasodlators, nicotinamide, apalgesics, sedatives, an-
Heonvulsents, antisparmotics, sympatholytic and parasympatho-
Iytle drugs, ACTH, and cortisone. Preparations haﬂ little or
no effect included calchm gluconate, bromides, chloral hydrate,
benadryl, and banthine ACTH and cortisons exertod bt littls
effect on the itch threshold, and itwuu]dmthntthakwaﬂ-m;

an action Is due ely to the amolioration
ognized antipruritic Largely

1t is generally accepted that hydrocortisone ointment s supertor
to any other single agent heretofare nsed in the treatment of
Tocalired itching, Kuykendall and I were able to confirm the
well-known effect of su by elevation of the ftch threshold
in some 20 per cent of patients with the administrstion of &
placebo
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emotional trawmatic or infectious stress, and dlfmatic Influences.
This latter is concerned mainly with the vasodflating effect of hot
weather the frritation of heavy woolen clothing tn cold climates,
snd varying degrees of sweat retention secondary to the inflam-

matory process.

In my experience, all of thess factors play a role in the develop-
ment and persistence of the disease. However I have found that
with the increasing age of the patient, the antlallergic regimens

cgmmhhh:gwlno.whﬂathnpaychothmpmﬂc
spproach becomes correspondingly mare valuable.

There I3 a umanimity of opiian the patho-
chosomatic studies My g8 aro falrly representative of the
group.  Neurotio traits are always present, and psychogenic fa
milial end childhood disorders are present in 70 per comt. More
than half of the patiemts have been subject to previous psychiatrio
disturbances, As Wittkower pointed ont, these patients are edther
mwanted™ or “spoiled.” Overprotection by the mother and de-
m;;l:ﬁqmﬁymﬂtmmmmnﬁngmgpaﬁmtm

patterns ere often of an infantile type. This leads to
bostility and resentment which is frequently ventflated by sub-
limated social striving rather than ectual aggresion, The sensi-
tveness of theso patients rendexs them especially susceptihle to
conflictual clameants o thetr lives, and reactivity to psychic traume

s comman.

I treat mild atopic dermatitis by suppressive measures, along
with a conmon-senss, antiallerglo en. When ftching is
evere, the various measures advocated for ity control, ncdnding
the antihistaminics, axe of decided valus. Cortisone therupy fre-
qumﬂywﬂ]tidethopdjantmawmmbaﬁun,buttm
much reliance shonld not be placed on its effocts for long-term

improvement. When o factors are ount, the
dmum:mybecmne?;‘?ﬁdmdm te the con-
ton cortisone.

In the milder forms of the diseass, consclentions efforts by the
dermatologist may right the abnoemal farmiliel situation end’ start
the patient on the road to care. Change of environment exerts a
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three-fold effect; a high, dry climate may prevent exscerbations
by tho sweat retention factor the patient escapes from intolerable
famillal relationships and inhalant nﬂe;gem may be avoided.
However in severe cases, the presence of marked repercussdons
in personality development and interpersonal relationships calls
for Intensive psychiatric care in a hospital.

MISCELLANEOUS DERMATOSES

Any revere dermatitis may be aggravated by psychogenic fre-
tors, presumably on the basis of intensificotion of ftching and sub-
sequent to tha effects of vasodilatation. Prime examples of this
sttuation exist in acately ecrematized sobarrhefc dermatitls con-
ditions of di ingtion by autc {zation, and any severo
dermatitls. Treatment resistant seborrhele dermatitis occurs in
tense, overworked individugls who have an underlying
logio problem s well In these persons, a vacation at the sea-
shore or in the mountains usually results in rapld improvement.
Adoquntowdaﬂouuha]pfuLbutmmthﬂdbehkanﬂntﬂm
patient does not excorato the skin during a disturbed, half
drugged slocp 1n so) d cases of nonchronlo dermatitls, corth-
sone therapy is of decided benefit.

The psychosamatic causation of slopecia areatn has pot beez
definitely established, although & psychosomatic origin seems
probable in view of the studies of Kaplon and Relsch, and me.
These studies emphasize the importance of recent psychic trammns
in nearly every patfent studfed. In addition, there fs a definite
background of insecurity feelings of fnferiority mddhﬁmf
ments regarding advancement io life. The ordinarily self-dimited
mtureofthed%.mdermkmthmpnmugmdcandldntmfﬂf
a reassuring and local stimulating type of thernpy

A somewhat similar situation obtains in rosacea, but hero over
responsibilittes and social andeties are more prominent features.
Symptomatic treatment usually results tn tempornry arrests, but
rclapses are frequent.  Such relapses are due commonly to the un-
avoldeble continuation of the unfavorable lifo situstion and to the
pronounced tendency of the patients to flush at the slightest
provocation.

Tsychogenic urticaria is usually of a temporary nature and gen-

TO DERAATOLOCY AND AMYCOLOCY
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erally stems from frostrating situations engendering hostility and
resentment. A symptomatic regimen with the antthistamines plns
or minus cortitone and some discossion with the patient regarding
the natare of the {lness usually suffice

Symmetrical erythema complicating emotional hyperhidrosis i
oftem difficult to contral. I reported ity occurrence in soldfers dur

pre or postoombat sitnations, and Klauder mentfoned its de-

opment following the nse of erythema-produdng chemicals n
tndustry  Iheve not found x-ray therapy of moch value and have
hed to resort oocesiomally to sympathectomies. The dominsnt
and seemingly ngrained enxety ususlly exhibited by these pe-
tHents makes them poor candidates for psychotherapy
Hognrdlngmevulgnmmdpuniam,thmdmammnm
primarfly psychosomatic o my

Afcwymugulmmmrheudpmyﬂndlngltnvmimlumum-
darmatity of the hands. This entity may occur as a reaction to a
dom!nmtmxiatyandmnydwdapwtﬂ:outnmocedmtdm
or as e reactivation of & previous dermatophytd, Ordinarly
&:}Jﬁnmﬂﬂﬁmmpymdmcomnﬂ&atmmded,d

gh are common.

The influence of prychalogic factors s poten! agonts io
thndmbpumtofnunﬂdnﬁondmatmuhpm duo to
the liberation of acetylcholin ding; tncumh!natbn
wiﬂ:othahxﬂnmlaadingtovnmdﬂahﬁm macersting
effects of hyperhidrosis may crease the ease of absorption of
allsrgens.

In closing, mention should bo mads of the potentlating effect
of nervous stresz on the development of herpes dmrplex and the
equally purding effects of saggestion in the cure of verruea val-
gerds.  Alllugton emong others has discussed the treatment of
wartz by prychotherapy  Occaslonally & drumatic result may be
obtained in patients with severe and disabling plentar warts.
Oberrnayer and Greerson reported such & cuse, and an equally im-
pressive cure was observed in a patient of mine who wes trested
by posthypootic suggestion.
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Eczematous Dermatitis

By
V Pardo-Castello

Dmurrmh kind of cutaneous inflammation. Eczems-
tous dermatitls, on other hand, is a pecullar type of cutaneous
inflammation characterized by redness and vesicle formation, oc-
curring fn {ll-defined patches of varying sizo and shape. Itching
is always present. The lesions start as red spots snd rapldly
become vesfcular with the subsequent formation of crusty
and scales. The process ends with the establishment of normal
skin

Eczematous dermatitis is also called eczems, dermatitls vene-
nats, infectious eczematoid dermatitis, contact dermatitls, allergic
dermatitls, atopic dermatits or ecrema, ssbarrhelc eczema, and &
variety of other names. I believe that all of these terms should be
discarded in favor of the er and more comprehensive name,
eczematons dermatitls, which means dermatitis occurring with
one or more cpisodes of redness and vesicle formation.

T abso believe that the unhappy torm, atopic dermatitis, should
be applied exclusively to the disorder known as penrodermatitls,
which may in turn become eczematized as a result of seratching,
the application of {rritating drugs or other chemicals, or in occ
stonal instances, from endogenous toxins acting in association with
the external factor

Ecrematous dermatitls is the most common skin disesse. It
reprmtstbemun]mpomeoftbelldntolnjury whother ncting
on the skin from the cutside or from the inside. Any number of
substances may cause this disorder on coming in contact with the
skin, elther as 2 frritant or as allergens. Micro-organisms
are abo fmportant offenders acting from the outside. Foods

82
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drugs, and emotional stresyes constitte the chief prscipitating
factors from the {nsdde, . by
Histopathol ecxematous dermat! characterized
. sl ;fgim’;ﬂy wy changes. The dilatation of blood
and lymphatic vessels seen in early stages of tho disorder and
which is expressed clinlcally by redness of the skin, 1s soon fol-
lowed by both intracellular and intercollular edema, vesides and
occastoral bullee. The pertvascular inflltrate, which at first is
conrposed mefuly of lymphocytes and a few neutrophils, rapidly
boeumudm.vy:iﬂupmdumﬁmnmuf}ymphocytu,mtmphﬂ;.
and histlocytes. Varylng numbers of theso cells may migrate
through the epidermis. The frequent occurrence of pustules and
crusts Is cawsed by tofection with pyogenio

In more advinced loxions the entire horny layer may be Jost,
leaving the skin dripping wet with sernm which, when it drles an
clothes end dressings, makes them appear starchsd. Involntion
may be spontanecus, or it may result from treatment. Redness,
vesicles, and oozing gradmally subside, snd & narmal skin is
formed, which rematns covered with scales for quite a while. In
somo patients, signs of inflarmmation may persist for a long time,
dos to the fact that the normal acid mantls of the skin s not re-
stored. The resistance of the akin to both exogencm and endog
enous irritants may be lowered fndefinitely This is particularly
50 in the case of allergens acting from the outxide.

The etiol agents of eczematouns darmatitis are many and

varled. 1 that they may be clacified eeslly and under
standably as follows
Contacts Primary frdtants, hypersenuitivity and
(matnly due to )
mdkmhmu( bor-

moual and hepatic distarbances, otr.)
Toxins send infections (focal nfections)

Inhalants (wool, dust, fungl, smake, eta.)
Pexipheral vascular disemse {
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Psych tofactors Emotlomal strexs  fudecing  fohing,
scratching, loss of sleep, ete.

Unknown factors

The cauts cannot always be determined, due to lack of coopera-
tion an the part of the patient, multiplicity of cansative factors, or
because the erginal factor has besn removed. The line of do-
marcation between etiologic agents is sometimes hary especially
when soveral of them act successively or at the same time. Then
again, the eplsode may subside before the cause has
been established, or the patient may have been given so
treatment for a large number of hypothetical disorders that it s
imposzible to obtatn a clear-cut history of the factors surrounding
the onset of the present disarder

Contact eczematous dermatitis {s caused by contact with an ir
rtating substance. It constitutes about 80 per cent of all cases of
eczematous dermatitis. Persons with a dry lght-colared skin aro
mare susceptible than those with greasy dark skins. Children, es-
pecially babies, aro more often affected thmn adolts. Persons
leading a sedentary life are more subject to the disorder that thoss
used to an outdoar lfe. Soap and other detergents deprive the
skin of its natural defenses, resnlting in decrease of hydrogen fon
concentration. This creates a favorsble environment for the de-
volopment of eczematous dermatitis. In infants, scap and talcum
powder frequently act as causative agents, the sensitization thus
established sometimes persisting throughout life. The multiplic-
ity of possible causative factors often greatly taxes the mental
and investigative powers of the attending physician.

frritenty are substances which act directly on the skin
without the {ntervention of the allrgic mechanism. Practieally
my chemical may act as a irritant, efther as such, or com-
bined with other chemicals fn such rcial products as bat
tery fluid, explosives, cleaning and polishing fluids, varnish, deter
gents, fertilizers, and others. Theso substances together with al-
moast any drug, caese primary frritant ecromatous dermatitis
many persons coming fn contact with them for the first time. The
runovnloflheoﬂ'endlnglgcnt.togutbcrwimpmp«mmwf
the condition, ususlly effects a spesdy cure. Paticnts may ac-
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increased tolarance through repeated contacts, which is
?;kc:]ytheoypodtnufwhathmppmltnlhw‘ﬂthaﬂm—glodm
Hts.

contact eczamatons dermatitis frequently results from
mmtheskmwiﬁlambtmncewﬁngumaﬂagm Ro-
poatsd contacty over a period of days, weeks, or manths, are wu-
ally required for the development of sensitization. The reaction
mrhnaﬂytnkmp!mxl&nﬂhs&rxtcanhct,mwhld:mmith
an of hypersensitivity acquired congenifally or
through previous contacts with the exciting allergen. Hypersensf
tivity of this kind fnduces inflammatory reaction of the skin on
coming in contact with insecticides, plents, and flowers

Among the offending plints and flowers are Rhus toxicoden-
drum, Rhos diversfloba, Commocladie dentata, Metoptum
brownaii, Hurs erepitans, Enphorhia Iactee, and Hippomsns man-
cinelle, all of which are commonly found in tropical and sub-

America. Planty often nduce a particalarly vidous reac
tion, marked by the sudden appearance of vesicles and ballas on
an in ly inflamed fdn. The of bergamot, which tx
present fn pure form in the rind of the lime snd the bergamot
orange and ex a component of toflet water and perfums, occasion-
ally causes breloque dermatitis upon exposurs of the skin to sun-
light. Persons lying fn the sun on grass contating essential ofls
sometimes develop similar loshons,

Coxmetics are the greatest source of contact dermatitis fn
wornen, often inducing areas of redness with a fow veticles which
porist for a Jong time. The ure of lipstick frequently canses
acute ar chranic cheflitls with fotense rednest, cozing, and scaling,
thowing a tendency to spresd from the lps to the nose and chin.

Insecticides, y those contuinng pyrethrum, are & com-
mon source of allergic contaect dermatitls,

The uso af nail polish often canses rednets end scaling of the
eyclids, back and sides of the neok, and chest. Although nafl
polish razely tuvolves the back of the fingers, it occasionally camses
emnhm:dermaﬂﬂ:afthumﬂbod,wﬂhmbmqumtbmh,g
and shedding of the nafls,

Mummmdotburflgmmhmxhaduthncyeud;andm
e canses dermatitis of the lidy and con-
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jonctivae. Men occasionally develop dermatitis due to contact
with women wearing cosmetics.

Allergic eczematous dermatitis {3 not {nfrequently caused by
contact of the skin with fodoform, the salfonamides, phenol, barde
acld, thneture of amica, chloroform, mercurial salts, chrysarobin,
sulfur picrates, and penicfllin. The area of fnvolvement may be
extenstve or small and limited to the site of contact. Patients with
generalized fnvolvement of the skin are usually acately {I. Occe-
sionally the condition ends fatally

A partial list of other cantes of this tvpe of dermatitls inclodes
varnishes, enomels paints, furniture stai and polish, anfline dyes
in clothes upholstery leather cortains, and other dyed materlals;
nickel in watches, {ewelry keys, cotns, and door handles nylon,
rayon, synthetic fibers steering wheels, seat covers phosphiorus
in matches and match boxes.

The fect are commonly the site of eczematons dermatitis. The
most frequent exclting agents are synthetic rubber cements, and
dyes used in the manufacture of thoes. Involvenrent of the heel
and {nstep is common in women wearing high healed shoes which
are urually too small for them. Nylon stockings and wmdergar
ments are froquent offending aflergens  Dermatitis dus to these
contacts ofton spreads aver large areas of the skin, making {t some-
times difficnlt to discover the ardginal site of the disorder

Toflet seat dermatitls occurs commonly in children on the but
tocks and back of the thighs, and is dus to contact with painty,
enmmels, or wood stains applied to toflet seats.

Bables are particularly 1o develop eczematous denmatitis
from contact with sach as wool and antiseptic off
which act as allergens on skin which has lost its protective acid
mantle from a previous frritation due to the use of too much soap
Search for possible allergenic substances should include the per
fumes, cosmetics and clothes wom by the mother or nurse, Even
their dandruff con make trouble. Rough fabrics In diapers end
waterproof protectors should not bo overlooked. Scratching often
Yeads to infection.

Occupational dermatitia i3 simply eczematons dermatitls oo
cmrfngin(ndusb’iaLngrlmlmLmd;xofaﬂnmlwvﬂ:ﬂsﬁom
contact with substances handled in thelr work. The use of sob-
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vents, and detesgents, together with infury caused by rub-
blngmtdﬂng. frequently sggravates the dermatitis.

Eczematous dermatitls due to contacts may bo superimposed
mnmodamnﬁﬂ!,mulﬁngmaﬂyﬁommdﬁngmﬁumtha
application of an irritating ofntment or lotion. A viefous cycle of
mﬂxmg.mtehmg,narvmm.andlmofdeepbmﬂyamb-
lished and kept wp seemingly forever Many cases of so-called
nmp!cdmaﬁﬁsugmmluthhmmgmy

Thodctocﬁonofthacmmﬂvofwtﬂrincnntﬁ;‘ta::mmiom
dermatitis 1t begun by taking a careful history patients
mntwhmhhhomamdphgeafanplnymmt A physcal ex-
amination i then made,

Patch tests should not be loyed tntdl & contact
hubooniak}ywnnumhh.;h:i]gyﬂmhhhxyand obsarvation
of the patient. The patch test is made with the suspected material
placed In contact with vommal sdn, the form snd concentzation
wihich the materisls are applied depends on whether it is a solid or
2 kquid.  Complets Usts of allerpens and the techniqus of patch
testing may be found n texts on allergy

ECZEMATOUS DERMATITIS DUE TO INTERNAL CAUSES

exciting allergens in this type of ecxematons dermatitis. The al-
lerg(o(ﬁ:moﬂzn- ponds to the ingestion or p 1 use of
thess drugs, with an eruption consisting of erythema, vesicles, and
bullee. The suppression of the drug together with the use of
Iocal and systemic ther) mny%ﬂ_uglmgrqpldyw
mﬂgbynrwmlourgpldmavpaxmfm.
lang time, dus to t of insolubls metallic salts in the skin.
The eruptions ea by these metals are widespread, often in-
volving the entlre skin. In thess cases, the hair aud nafh are
often In some patients, the lesions are limited to the skin
folds, face and weck; t others, vesicles are present in profusion,
and both oozing and edemn are prominent. The prompt use of
totramuscolar infections of 2,3-di mercapto-propancl  (Bal)
Mmhvuluﬁnncf&gmpﬁmbynbﬂ,mghmm
the tisrues, from which it finds tts way to the kidneys, where 1t is
excreted as a soluble salt,
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Dermatophytosis of the feet is not infrequently complicated by
infection with pyogenic arganirms, Eczematous dermatitis pro-
duced in this mepner is essoclated with sensations of burning,
itching, and pain.

PSYCHOSOMATIC ECZEMATOUS DEBMATITIS

Itching fs a2 common expression of emotional stress. It fs &
safety valve for pent up emotions and for the mental stress camed
by life s unpleasant situations. The psychic tmplications of fteh-
ing are discussod elsewhere.

Scratching results in excoriations, hlseding, and lichentficetion,
the persistence of which frritates the skin stil mare, inducing
eczematous dermatitis. Many patients with so-called atopic
darmatitis belong in this category Lesions of this type, occur
ring about the genitalla of persons suffering from suppressed
sexual destre, are particulerly common in sexusl perverts Others
scratch and irritats any part of the skin that their disturbed minds
may dictate.

The cheracter of modern city life replete with frostrations,
unsatisfied desires, financial worries, spiritual shocks, nolss, and
othspwyeh!cthmmtouphmthnpsydnmﬁcbd
ground of many patients with eczematous dermatitis.

UNENOWN CAUSES OF ECZEMATOUS DERMATITIS

It is somotimes fmpossible to determine the etiologlo factor In
patients with ecrematoas dermatitis. Repeated episodes of the
disorder may occur in rapid on, In spite of excellent med-
cal care  These relapses can often be attributed to lack of co-
operation on the part of the patient in noglecting to tell the
physician how he broke his diet, used soap or rubbed in an olnt
ment which his son had used for ringworm  Of course, somo
patients are ignorant, while others are just plain stupid. There i
very little that we can do for such persons, but we must not for
get to be charitable, #s our fafluro to discover the cause of their
troubles fs really pot their fault.

A histologlo cxamination may be required to differontlate
eczematous dermatitis from dermatitis herpetiformis prurige,
neorodermatitls without supertmposed dermatitis, exfoliative
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dermatitls, pellagra, mycasls frmgoldes, and sebarrhele dermatitis.
However oven after prolonged study of the histologic sections,
the diagnosis mey remain in doubt.

TREATMENT
Patlents with acuts ecxromatous dermatitis should bo treated
with as mmch solicitude as possible. Bathing in water containing
starch or oatmeal (Aveens) reduces the inflammetion and con-
gestion of the skin and also soothes the nerves. Patlents are
alorays for the relief affarded by baths of this type.
Wet of aluminmm acetate or borfc ecld are partico-

avold chilling the patient i s the dressing must be
kept wet. A loose and berely molst dreming ¥ worse than
The of phenolated cal Ji: NF sovernl
tmes a

betwmnl;aﬂ:smwatdm:ﬂngxndd:eonddﬂublytu
their effectiveness,

After the oozing and crusting havo subsided, which is generally
& matter of thres or four days, the following ointment may be
appliod several times a day with a wooden tongue depressor:

B Phend 10
L) 150

L " 150

- " o am 250

- LI T T 100.0

Many patieuts get well with this treetment alons, but the nse

of a Yaxative and a diet of milk, rics, potatoes, fresh ar stewed
&uin,-nddryumthelpcomdmhlyhhﬂnglngnboutnmum
Tapid cume. lnnmnyaumb,theumofhumidumbax

for
cotton or linen clothing should be worn.
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Tho topical application of a 10 per cent Ichthyol or tar paste Is
very effecttve in patients with sahacute eczematous dermatitis.
Lassar s pasts, with 10 per cent jchthyol added, is useful in pa-
Hents with efther the subacute or chronio form of the disorder
Whites classic coal tar ofntment f‘.-lnfpa:ﬁctﬂar}y servicesble in
eczematous dermatitis occurring In infants. The prescription for
this fallows

é

tar

§¥
BEex

sterch
Petrolatnm

The ofntment shonld be applfed soveral tmes a day withont
removal of previous applications.

Patents with chronic eczematous dermatitts usually respond
favorably to the use of an ointment of salicylic sctd ar a pasto of
ofl of cade, resorcin, or crude cosl tar in concentrations from 3
to 10 per cent, depending on the smount of thickening and
scaling of the skin - Olive cotton seed, or mineral ofl may be used
for cleansing

The uso of wide-spectrum antiblotic olntments in Infectious
eczematous dermatits Is world wide. I still like to prescribe 8
to b cent ointment of fated mercary provided the

er is not widesproad, when the possibility of excessdve
mercury absorption must be considered

The use of aleohol, coffes and other stimulants should be
denied to many of theso patients, particularly thoss having
generslized eczematous dermatitls of nnexplatned orign, The
ﬂloyme‘t of a soft diet, the climination of foc! of infection,

keeping the boweh open are highly tndicated.

Dally intravenous infections of a 10 per cent solation of sodfum
bromide, in combination with thijl doses of the bnrbltunr:u]liy‘
mouth, are h I quictn, h-stron, tients. My
withr.ln:cultl.b!.th:mludpﬁll gdrug%ha%nnoticp; ve The
uss of cortisone In doses of 100 mg. daily {s indicated in patients
with extensive involvement of the skin,
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Needless to say the dstection of the causative factor should
Jead to its removal from the patients enviropment or if this is
Impossible, ensblo the patient to aveld contact with ft. A
thorough phyxical examation should bo made, and a histary of
former {finesses takem. Fnﬂmnfthahbm-uttn’yhﬂy::damall
pationty under my care, especially those in whom causo i3
\mddn-mlmd.my

A fow x.my trestments of 75 r each at weekly tutervals are
usefol durng the chronio stages of the disorder and after the
acuto manfestations of eadler stages have subsided. Mare thin
five o six ruch treatments should not be given. The use of nltra-
violet radiation {3 indicated in patients showing ervthema and
scaling, treatments belng given twico weekly

The ute of Urbach s Propeptones and antiallergic preparations
conteintng tes {s thoroughly discredited, Galchm
gleconate in the form of intraxmmscular or fntravenous injection
frequently proves effective in the early pheses of eczematous

Tho mansgement of patients with psychosomatic ecrematous

is dificult. Lesions camtod by scratching are best
treated by the application of an occlestve dressing which should
bo laft n place for five or six days, The spplication of an enti-

i

another patch of ecramatous dermatitls, Insomnia and indiges-
tion contribute to psychio unbalomee, helping to set up a viclous
cycle of scratching and dermatitls which not tfrequently makes
m incurable of the patient.
A man does ot have to be especially schooled in psychiatry to
thete unfortinate persuns A sympathetio attitude, to-
with personal interviows, helpful advice, and & liberal
of common sense, a long way in gotting them out
of their mental traps.  Ono thing is cortain: the busy speciallst,
sceing from 80 to 100 paticnts & day has no business caring for
these hapless persons.
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Neurodermatitis
CIRCUASCRIRED DISSEMINATED, AND ACUTE EXUDATIVE

By
Harry L. Arnold, Jr

Nmmmm:mythmglmmmymm It fmplies,
n general, o prurdtic dermattis caused by panorgenic dyxfunc-
tion of the cemtral nervous system. Among North American
detmatologists, the word i geperally applied to three cutancous
Dearoses  circumscribed neurodermatitls, dizseminated neuro-
dermatitis, and acuts exudative neurodermatitis. It fs onder
theso designations that we will consider ity cRuses, its dizgnosls,
lndﬂxmnmganmf_
Cireumserfbed nenrodermatitls still goes by & variety of names.
Obsolets are the old designations prurigo ferox, prurigo puden-
lichen agrfut, ecrema pepalosum, end othere. SHIl in uze,
chiafly by thoss who do not believe the disease is psychogente, sre
litbm:hnplax,lichendmplcxcbmnlmnndhcbmvmnl By
Do means obsolete are the symptom names pruritus eni, proritus
srotl, pruritns vulvas, otitls externs, and others which include
shonal ples of di other than cf {bed neuro-
dermatitiy,

Dimemtnated neurodermatitis 1s often wed as & synonym for
Atopic (flexaral, allergic, nutritional or infantile) ecxema or atoplc
dermatitis some use it also to mean wid Tesions of cir
Camacribed nenrodermatitls, most regard the two meanings as
esentinlly synonymous.

Acute exudative nearodermatitis is an scuto sovers, usually

and weepy erythema, sudden in onset, often es sudden
[:-4
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in subsidence, perhaps most often disgnosed by exclusion of the
first-suspected physical or chemical causes.

A tabular summary of the salient featmres of thess three dis-
orders may clarify the stilarities and differences among them.

NEURODERMATITIS
Clinicnl Fomtrires Ctroomacribed Disennincted Acute Exudatios
Usal ago of oveet  Adult lfe Infemcy Adalt B
Becks o hacke, Lichonifioetion Lichantficatin mm
Mode of oot Smﬂ.::hnhh]. S-ﬁg:ﬂhﬂh& pov "

thickeing thickering g

and weeplng

Atopls back Usmlly nooe Al always Tsaally nons
Sybunatry of Unusoal Unesoal
B, vt B Lo
Commonest st Flanzee and fice  Aroxd. eyes and
of foyolyemeot W&m mouth oftes
Intolackncs Sebdom Vary Froquently
blead
Piinvinst by Tufr i O n Rarely i srec
“foods

ty
#s umally produced by rubbing or scratching to t of
soreness.  Sametimes very hot water {s wsad. The 1s tho
nme complete ceuation of itehing unt{l the next paroxysm
occurs minutes or hours later

In 500 tve cases of ¢l {bed nenrodermatitiy seen
in my there were 263 fermales and 217 males. The durs-
ton of the disenss ranged from o week to 40 yeans the averag?
being 237 months.  Patients ranged tn ago from two to 73 years,
with an averags of 24 years. A solitery leston was presented fo
350 cases and multiple sites were involved tn 150

The mcial distributfon of cases showed rather striking disparity
taking the incidenco tn Cencastan patients &s 1, the diseaso oc:
curred with three times this frequency In both Japoness and




NIUROCTMMATITIS 97

Chinese and with seven tmea this frequency tn Filipino patients.
Thix is partly attributable to the fact that most Filipino patients
with readily manageable disorders recaive their medical care on
the suger plantetion where work; those who come to my
office present for the most part ers that are difficult to cure.
So many Japaness and Chinese patients attend our group rego-
Loly however that the higher incidence of neurodermatitiy in
theso groups probably reflocts liabdlity to ft.

As to sites of election, the was the commonest singls loca
tion, betng involved sltogether in 117 out of 500 cases.

The genital was the next commonest in my serfes; the
scrotum was in 59 cases, and the vulva in 31 a total of
90 with genita] Jestons,

A highly characteristic site Is the mammary sreala an one dde.
Astde a tovere seborthelc decmatitls and Pagets diseese of
the bresst, there 15 1o tmportent disorder with nearoderme-
titls of this area 15 Ykely to be confused.

The eyelids are also highly characteristio as a site for this dis-
eese; 23 cases, all with involvement of either both upper Hds or
e et majority of o mg,mgmhh almost exclusively

L} of cases, ocours
d“ﬂnEP;i’:ltuﬂdsm on srriving home from work, an fintsh-
ing the dinner dishes- on completing a bath (ar sometimes during

i) on undreming for bed, on actmally going to bed, or after
filling wleep. Shaffer end Beerman have mads this same chserva-
ton. Ttching fs also elicited in many cases by perspiration, prob-
ably @ mechanics] effect dno to keratinous plugging of sweat
pores, which produces & sort of localized miliaria and triggers the

ot thmes

13 no stoppine until scratching becomes painful, and this seldom
happens mntll the skin has been infured enough to elictt bleed
or at least some serous oozing Neu-}yevwlynrﬂmtwﬂ]
that it feels so good you fust eant stop,” many will
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ecknowladge with some emburrassment that the pleswure Is
exquisitely ftense. I have heard moro than one patlent compare
# favorably with that of coitus.

ATl of thess disgnostic features are equally true of disseminated
neurodermatitis or chronic atopic dermatitis. The only basts for
distinguishing betwoen them is the tendenoy of the disseminated
varfety to grow out of infantile atoplo dermatitls (and therefore
to occur fn “atopic individnals™) snd to be symmetricel, often
tnvolving the face, neck, and knes and elbow bends.

Kierland and Walsh, Cormiz and many others belleve, as 1 do,
that there fs no fundsmental difference between the two as to
patbogm&cﬂobgy or treatment. Mauy rmen, howover still

separate
Mimicry of psoriasts fs fairly common in solitery lesioms of
c ribed dermatitis and sl more common when
multiple lesions are seen. The resemblince may be so close,
both clinfcally and histologically that the differsntiation depends
on definitions e.g., may psoriatic plagues itch in paraxysms of
irresistibls ceverity? May an intenssly itchy psoriatic pleque
remain as the solitery manifestation of the disease over a period
of many years? May multiple lestons of circumscribed pewrs-
dexmatitis be assoclated with psoriatic pitting of the nails? My
psodatic plag resent eosinophiles in the cellaler infiltrate?
I am sure that I seen cases {n which an initielly clarsic,
neurodermatitis underwent transition into

as well as ceres i which the reverse transition Iam
pot at all certain that they are basically different diseases, §f by
different is meant “heving different causes, o different outlock,
and different responses to treatment.” Jchen
Mimicry of lichen plams particularly hypertrophic
hmsufthe:ﬁn,my%koboadhgnmﬁ%stumbﬂnghbck.aﬂd
gaerooﬂw arites a1 to definitions of the two entitler.
Histologie differentiation fs usually possible, however In this
sitnation.

Pathogenesly. As to the cruse of clrcumseribed neuroderma
titds, there s sridespread acceptance of the view that the disense
is associated with “nervous imdtabflity “onxiety™ and so on.
My experiences have lsd mo to the same conclosion reached by
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Obermayer Doyle, Allerhand and his associstes, Lavy Seftr, and
others, that the fundamentzl cause Is suppressed hostility oc-
curring fn & naturally aggressive person with anly limited ability
to express aggression
The typical patient with circumscribed nearodermatitis iy «
individnal, eager to be liked and concerned for the good
opinion of othery. Hnurlhnhucomdved(uftunmxghfor
good reeson) a feeling of serjous resentment or actual hostility
toward some person against whom this emotion can not be openly
displayed. Indeed, the patient finds it panful, in many instances,

This feeling is thereforo into the subconscions mind
and with {t the sense of it hus engendered n #s own right.
Here it no makes the patient feel indeed, ft {s not

at all unusnal for these patients to display an atmost preternatural
mmﬁy—hbcﬂomdi#ﬁmufﬂnFrmdnmulogkh. The
:Erﬂdnl uiry “Are you pervouwsP” or “Are you unhappy?”
often elicit a confident denial, the accusation “You have a
suppressed emotional conflict” may elicit, as it did from one of

does the patient gratifies it by a physical attack an his own skin.

This to eccount for two curious features of
the praritic attacks the fact that only pain will relteve them and
the fact that they are almost always proceded by o semse of
tension and followed by & zense of extreme relimation ar even
Linitude. It helps to account, too far the tming of the attacks,
sincs the conscloos mind is most accesxibls to the

ly T
dmn;&ﬂ;thmithinﬂmmmgnmentafdbumme
accepted as being of prychogenic arigin.  Moreover are
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spontaneons remissions of the diseass at times, though most cases
which have lasted as long es six months or a year are likely to con-
tinue for toveral years at least. Furthermore, cures are occasion-
ally achieved either with ordinary dermatologic measures, do-
structive treatments or x ray therapy

Notwithstanding thess obfections, the dramatic cures occason-
ally achieved through the discovery end “ventllation of &
suppressed emotional conflict or through the removal of jts causs
constitute {mpressive If inferential evidenco of the exrential cor
rectness of the psychosomatic view of the discase. The selection
of cases for this type of treatment s difficult, and there are few
guides to help the begimer  Some capacity for emotional indght
is necessary In the patient as well as in the doctor It may
helpfal, too to have first exhansted the patient s confidence in &
maore direct dermatologle approach.

For the actual conduct of psychotherapy Obermayer has ot
lined a practical and sound program belp the patient to achievo
emotional catharsis, to express physically (in words, by weeping.
ete.) the supprested emotion, 1f {t can be uncovered encourage
dependence and reliance on the physiclan, accept the diseaso
realistically for what it i1, an emotional safety valve, and stop
;eurchm%nflxlmdmﬂyfmthamngicm If these things cannot be
dome or to help psyt:hiab-}crefcrm!hwnmtcffurwhh
cases,

1 have found it practical to begin by explatning the psycho-
somatic mechanism to most patients who have the capadty to
understand it.  Stmple, intelligible language is used, and further
clarification is achieved throngh the wse of examples. Some
patients are merely told that they are hurting themselves for tho
relief of nervous tension just as a little boy angry at his parents
but too fearful of the consequences to attack physically
may kick a boulder or a bedpost to relieve his feelings. Somo
patients are told of actual cases in which the and con-
cealed reason for the causative conflict was discovered.

A few anenum’ﬂvolunmrﬂygmceedﬁom this beginning
into a frank exposition of their problems, occasionally with real

of the basic conflict, though often this is disguised 0
as to make It less painful for them. Many moro patients will
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agreo that thiy Hon fits their case to & T but will elther
refuso to discuss the basio conflict or clse deny sometimes with
perfectly convindng sincerity any knowledge of soch. A few
patients will stmply refect the entire suggestion as fupleusible if
not downrdght fantastie. Many of these negative responses turn
out to have no basds tn fact. causative conflicts are often ult-

mately discovered n patients giving this response.
Someo {Tlustrative cass reporty follow (Cases 1, £, and 3 have
previously been published)

Case 1. An attractive, intelligent Chinese schooltsacher in her
early twentiea camplatned of a paroxysmally ftchy lichenifled 3 by
S an plaque on one log of some 12 yoars dumtion. Told that
tho had it becanes of emotianal conflict which she had supprassed
bocnmlhomuldmtbn:tndﬂnkubomit.d:ohugbodmﬂy
and fofarmed me that the suggestion was ddicalons. I told her
that 1 was not surprised that she felt that way and that #t did not
chungs my bellef about the cause of her trouble. Tar pasts was
proscribed, and ahe left.

Thres weeks latet she telephoned me to ask If I would be fater
ested tn knowing that she had leamed the reason for her skin
lexion. 1 raid of course I would be, and she told me that her sister
had, an learning what 1 had satd, told ber that she knew the canss
of the lesfon. It was, sho satd, where thelr father had struck her
Wﬂ:hltt&ltﬂ}olgno{ll,tnpmiﬂ:hu'ithldbruimﬁmthn.
nd the hfury had never really healed,

And yoa know doctor she cantinued, ever xinco the tald
that, it has't ftched once, not cncs!  And what's more, I feel Hke
2 new person, £0 relaxed and self-confident! I nover felt like this
before. Its wonderfull”

Two woeks later she sras in the hospital, recetving shock thera)
for aoute paraedd sehimophrent i ’prhnrllybylﬂ
Iuetnetions and delusions.  She made & good recovery and the
log lesion pever jtchod again, though the lichenification was very
slow to rabaide.

Comment. This case {Tlustrates three often-observed facts that
a1 extremely serious emotional conflict (Lnﬂ:hme,deep.mocod
hdmdofﬁ]efnﬁ)a)m:ybo’uthumughlymgpmsedthnﬂw

is completely unaware of it, that “habit,” 50 often blamed
Wtharoummtep{wdmufmddng.hnotnmzﬂy.ﬁ,m
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and that abrupt introduction of a serfous conflict at the conscious
level of thought mey preciplitate a psychosis.

Dermatologic mansgement. Purely dermatologic treatment fs
virtuglly fmpossible to achieve Adventitious psychotherapy as
Twiston Davies has aptly labelled it, {s a part of ell medical
treatment. The physicians reputation and prestige, his profes-
sional sympathy and the dependence of the patient upon him,
all play & part in relieving the patient s underlying tension.

Thers sre & good many cases, however in which active psycho-
therapy is not feastbls, and the adventitous kind is not adequate.
Langusage difficulty may interfere with it, so may a low IQ in
some patients one arouses active hostility by this approach, some-
times even a searching tnquiry will reveal no basls for confllcts:
and of course not &Il phyxicians ere emotionally qualified to under
take this sort of therapy It is desirable fn most cases and neces-
sary In many to treat the lesion or lestons dermatologically

There is no “best™ method of doing this Treatment must be
adapted to the individusl case. Dermstologic treatment may
be divided, however into three gemersl types: soothing and
redocing, systemic; and destructive,

Of the soothing and reducing medicaments, hydrocortisone in
1 or 2 per cont concentration In an ointment bass is undoubtedly
the most effecttve. Ithmdynmaxy(andrtﬂlmomnrdy
helpful) to change from this to either an antfhistaminic otatment,
& local anesthetic ofntment, or a tar preparntion.

Among the antthistamintes for topical use, there s lttle to
choose- nome is mmiformly effective, end all may sensitize the skin
The same may be said of Iocal anesthetics

Of tars, the most uniformly effective is crude coal tar the
most acceptablo forms of which are Zetar brand of tar (which
can bo washed out of bedding and clothing) and Squibbs Tar
quinor ofntment (which does not stain skin or clothing, end con-
tains quinolor to minifmize tar pyoderma) Zetar may be em-
ployed pure or in baths ointments, pastes or varnishes (Ia 5 to
10 per cent solution 1 chloroform)  Another useful form of coal
tar ts Liquor plcls carbonis N.F., which may be used undfiuted or
in lotions or lintments fn any strength desired.  Colorado shalo
ofl, not yet commercially available, has been highly recommended
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for external use. Belisardo reports emcellent results {n nuchal

plaques from painting the lestans wreekly with podophyllin in
imﬂn,rh:ﬂngw‘lthEpacuntmdwuﬂ:
hzggmdml}yuptoﬁﬂperecﬂt:r;ﬁ&l.

Systemio treatment be ered wnder three general
headings mdm(fmm;{:@phmbmmul,lsm thres times
dafly is hard to tmprove upon) “relaxation (wi
wing, 10 or 95 mg, three timss a dey or Rawwolfe afkalolds)
and the specifio hormonal antidete hydrocortisons or cortisons
cnlly in sufickent dose to control the symptoms. The first of
these, phenobarbital, s frequently very halpful indesd. The
socond, snd the Rauwolfla drugs, is too new to
have been adequately evaluated as yet, I have found it somewhat
dixppointing ~ The third is mrely fustifiable in circumscribed
neurodenmatitis.

Destructive treatment is ordinarlly reserved for the most
thickened plaques of nenrodermatitis of small size (seldom over
5by8czn.§mduflungdumﬂ0n(nyearcrtwontlmxt)mpa
thents who are not suttable for prychotherapy The mildest form,
‘dlkhkrea]ly or redative rather than destructive, is
WXﬂmﬂmmlmgoﬁmwmIOOKde
Ifttle or 1o fllvation should be employed, with weekly doses of
800100 r for not over ten weeks except in very elderly patients
meﬂ:uﬂnhnmﬁcnofw:agﬂmtlmlmwfwmﬂlaﬂun,
merely to achteve a few relief of itching tn a plagus of
nearodermatitls, cannot be too strongly condemnsd.  Exceeding
hit tolerence snd producing @ permanent rudiation bum i of
Course even worse: and it can result from a few doses of xrays
hﬂ’omdnfuwﬂmm,gtv‘mbylmiuofwnﬂ-memmgphyddmx,
cach unaware of what his predecessor has done. mem
thould nover bo used es the chief means of treatment. Tt
be used reluctantly and conservatively and primarily as an adjunct
to other methods. It rurely sccomplishes a lasting cure, and it
i3 loaded writh potentialities for serfous harm,

destructive treatment of thickened, lichenified

may be surprisingly effecttve aud fs far sfer plrnﬂoximlg‘}‘.ﬂ;-;
frradfation. The more conservative method is to serub the lesion
vigorouly with a rough stiff applicator (s gauxe-wrapped wooden
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is convenient) wet with 20 per cent sodium or
hydraxide solution, until it is eroded deeply enough to
be patnful. The lye is then sopped off with boric acid solution or
vinegar the lesion dried by blotting, and a boric acid cintment
dressing applied. The moderate pain produced in this way seem
to be accepted by the patient es a substitute far the prurtus, and
complets relief of {tching is often accomplished by & single scrub-
bing Care should bo taken not to remove the epidermis com-
pletely in an aree more than a few millimeters wide, especially
on the ankle (where healing will be slow) or in a consplcnons
area (where an unsightly scar might result)

Another destructive method of treatment s to anesthetize the
itehy area in o quasipermanent fashion by multiple superficial
subcutaneons infections of 60 to 95 per cent ethyl alcobol con~
taining 2 per cent procaine hydrochloride. Usually 01 co

are Injected at 1 cm. intervals over the whols ftchy aroe.
The patn is fatrly severe but patients tolerate it very well, and the
relief achieved is often remarknbly complets and long lasting

Two case reports will fllustrate potentlal drawbacks of this
method, each of them representative of many similar cases.

Cate £ A middle-aged Filipino Lborer with a leathery
paroxysmally plaque on one shin, had been treated fnter
mittently in the St. Francis Hospital out petient department for &
duodenal ulcer which had been asymptomatio since the appear
ance of the skin lesion three ysams before. After same weeks of
topical therapy bad given ne rellef tho eatirs plaque, which
measured about 4 X 8§ cm., was infected at intervals of 1 an. with

0.1 cc. aliquots of a £ per cent solution of procatne hydrochloride

in 85 per cent ethyl alcohol. Itching was completely relieved, bat

he retumed 1 week later complaining of typleal nlcer pain which
had begun four days after the plaque was anesthetized.

Comment Tho cessation of ulcer pain when the skin lesion
began and its return when the emotional release of self infury by
scratching was shut off by the alcobol tnjoctions, certainly {nvits
the supposition that the two mechanixms were, for this man,
alternative ways to relieve pent-up nervous tension. It is not
50 curious that this should happen occasionally as that ft should

happen o infrequently
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Caso 8. An atiractive Filipino housewife in her lute twenties

of an unbearably itchy lichenifiad plaqus across the
dernum of the right foot of about 2 years duration. She stead-
fastly dealed any emotional conflicts or troubles of any kind. The
plaque vas vigorouly scrubbed, to the paint of soreness, with 20
Dﬂl’um.tlodimnhydmﬂdemlntﬁmomlgﬁmwrn toogue-
P f was dispensed for dafly applios-
Hoa,

She was next toen almost three years later. The treated plaque
had promptly healed and bad never recarred, but she had de-
veloped a new plagee an the sams foot and three on the other foot.

At thiy visit she reluctently and disclosed the sad story
tat the had been involved tn & love with her hwsband's
clasest friend for almost four years and was wwilling to bart her
bushand’s feelings by telling him of 1t or even by asking him for »
divorce. No salution of this impamse was arrived at, and shs was
Bat soen again,

Comment This case fllustrates » fairly common occmrence
dﬂvtngthndheuefmmonedtetomtha(urmumlothm)by
to creat

wmnmboﬂmbyhmgmgmw@hmﬂmnfnty

DISSEMINATED NEURODERMATITIS
Clinicel aspects. The term dissaminated peurodenmatitis is
generally used as a synonym for chronfo stopic dermatitis. The
individual lesion differs In no essential respect from that of
dfﬂnnnﬂ)edmnodarmaﬂﬁ:xahuhmiﬂsd.pamxymnﬂ
Pl-l-qm The mintmum diagnostio criterion furnpp]yingthc
dhanmtod’hmt.uonemlghtmppom,
mddkhﬂmﬁm,!hcughrymmdﬂcinvu]mmtufﬁca,mck,
and knee flaxures, sommotimes ankle snd wrist flexures ar
even entire integnment, is the rale. The ersential featare Is that
!hbdhensehmihomdmtnhn childhood, or edolescence,
and into adult life. Ifthhhtrmmdinvnlvmtb
fa ﬂmnﬂmbom,vmwyhmtemﬂaldehgmﬂ_
Tbomlaﬁomlﬂp d:elﬂagenh-mpicdmuu:of
fofancy and the atitls of
ldthmndultlﬁembemprmmdbyplomngﬂmm
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PARAMOUNT

RELATIVE IMPORTANCE &

NEGLISIBLE

Iz 348 10 15+

AGE IN YEARS

tive fmportauce of allergic factors and of psychic factors on the
ordinate and tho patients age on the ghsclsea (Fig 1)
After the age of 2 or 3 years, allergy plays a miner role, and the
disease continues on a primarily enfo basis. This con-
cluslon is suggested by the fact that these patients are rarely ablo
to help thomselves even slightly by avoidance of foods or inhalants
or by submitting to desensitization by the fact that Willlams,
n Vancouver was able 1o clear & serles of cases of this disease
much carlier than a series of dermatologically treated controls,
just by persanding their mothers to nccept them and behave
affectionately toward them by the foct that pychometre testing
hes regularly revealed the pattern of suppressed hestility
resentment, a strict and Hve super-cgo, hostile-
dependent attitudes toward the mo and g0 on. My pe
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tients becoms aware through self observation that their skin s
an emotonal barometer
Management. The ocutlook in disseminated neurodermatitis
for curo or even rellef by ordiary psychiatric or dermatologic

]
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mid o ( ) chan,
cal & and a (resultant? e in
Phﬁumwmhm significantly 0
who withdrew from the group in open enger Of
ﬂlﬂrlxwhodidnvtlmmfourhndwﬂhdmfrmnﬂngwup
open expression of hostility or resentment, and two hed
merely fafled to show any chenge as a result of the group

Severs lang-standing dimseminated neurodermatitis wsually
Coustitntes & valld indication for tho oral admintstration of corth
#ons or hydrocortisone, This 19 a rodical step often an frrevocabls
008, and not to be taken lightly The most serious risk, perhaps,
s that of lighting up o latent tuborculoats or peptic wleer

Cushings syndrome fm whole or in part, moon face, acne,
birmttem, diabetes mellitus, hypertension, and so forth, is nelthar
& Very common nor a very seriowy camplication of corticoid

Deminerslization of bone has not been & problem fn our
Cases, efther though an theoretical grounds it 1s Tikely to occur.
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loum jelly 1 decided that she was suffering from acate exudative
neurodermatitis, as her provicus attendant had suspected, and told
hor I thought psychiatric help was urgently indicated. She agreed
enthusiastically stating that sho was & bundle of conflicts. By
this time she was tolerating an oftment, tho base of which was
compased of petroleum felly cold cream and lanolin in equal
parts, withoot any reaction.

The tdst who saw ber after a brief preliminary inquiry
informed ber that he had practiced a little darmatology before he
toak up psychiatry end that bo thought bo knew what would clear
her up pamely Crisco (& solid proprietary hydrogenated cook
ing fat) This was applied to her lesions, and within two days
sho had cleared enough to leave the hospital

Within snother month she had divorced her husband, who
subrequently married the Orental girl ho had been in love with
sinco shartly before his wifes dormatitis began. There was o
Tecurrence up to six yesrs later

SUMMARY

Pruritus, like erythems, may have its origin either in the skin
or in the hypothalamus. When it occurs exclusively {n paraxysms
of irresistible severity occurring chiefly during moments of Jeisure
ot sleep and 1s relieved only by patn, jt probably has its orlgin in
the hypothalamus, and the trestment should idcally be applied
where the troublo fs.

It has been suggested that the combination of a dermatologic
and s psychiatric approach to the management of theso cases i
undesimble, in that each may tend to undermine the patients
confidence in the other so that the patient falls, a5 {t were, Into the
gap between the two and is benefited by neither It may be that
there is somo truth in this view The adventitious
peutio effect of the patients confidence in and dependenco on
the dermatol and the dermatologic medications is probably
diminished (if the patient is referred to a psychiatrist) by tho
realization that the dermatologist himself does not havo completo
confidenco fn his own g It may bo that the same criticlsm
opplies though with somewhat less force to the effect of con-
current dermatologio treatment on the psychiatrists efforts.

It has been my practice for this renson, to withdraw from the
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sceno as nearly completely as postible when 1 have referred a
patient to a psychiatrist and to emphasizs topical therapy as
littls as pomsible when I am conducting psychotherapy myself.
This is e question for which there csm be o hard and-fest answer-
each cuse must be fudged and managed on its own merdts

It hay been that there is no sound sclentific basdls
for atirfbuting these dissases divectly to emotional camses and
indeed there is very littla, It is in the nature of the problem that
there should be very Httle. Most of psychintry is on in-
ferances from the most inexnct and camplex sort of data.  This
partion of it is no on. The kind of evidence from which
wo draw concluxions bactersl and metabolic discases is
stmply not available to us in psychogenic disordars. It Is &
sterle and futfle sort of skepticlm that insists, becanse of this,
on denying that we can atiribute phyxical disorders of the skin
to emotional causes.

It was & lundred years ago that Forbes Winglow summartzed in
the Finst Lettsomisn Lecture what we believe today abant psycho-
somatc {nesses. 'Munyadhmm,'h:mid,'hthawrﬂﬂ!wup
50 to speak, of a strong moral emotion, the mischief may not be
spperent at the time, but ity germ will navertheloes be loid.” And
es Henderson sald, in commenting on Winslow s visws, “Mans

reaction to roan mey be et least as tmportent as his reaction to
a microbe.”
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loum jelly 1 decided that ahe was suffering from acute exudative
neurodermatitis, as her previons attendant had suspected, and told
her I thought psychiatric help was urgeatly indiceted. She agreed
enthuslasticelly stating that she was a bundls of conflics. By
this ime she was tolerating an cintment, the bass of which wus
composed of petralenm felly cold cream end lasolin i equal
parts, without any reaction.

The psychiatrist who saw her after a brief preliminary inquiry
mformed her that he hed practiced & little dermatology before he
took up paychiatry and that he thought he know what would clear
ber up namely Crisco (a solid proprietary hydrogenated cook
ing fat) This was applied to her lesions, and within two days
tho had cleared enough to Ieave the hospital

Within another month she had divorced her husband, who
suhzequently marrled the Orlental girl he had been in love with
since shortly before his wifes dermatitls began. There was no
Tecurrenco up o six years later.

SUMMARY

Pruritus, like erythema, may have its origin either In the skin
ar in the hypothalamus. When it occurs exclusively in paroxysms
of irresistible severity occurring chiefly during maments of leisure
ar sleep and is relisved only by pain, it probably has its origin in
the hypothalamus, and the treatment should ideally be applied
where the trouble is.

It has been suggested that the combination of a dermatologic
and a psychiatric approach to the management of thess cases 13
und le, in that each may tend to undermino the patients
confidence in the other mthntthepauentfaﬂs.uitware,inmtho
gap between the two and is bonefited by neither It may be that
there i3 some truth in this view The adventitious psychothera
peutic effect of the patients confid m and depend, oo
tho dermatologist and the dermatologle medications is pmbﬂb’}'
dimnished (if the patient is referred to a psychiatrist) by the
realization that the dermatologist himself does not have complete
confidence In his own approach. It may be that the same criticlsm
applies, though with somewhat less che. to the cffect of con-
current dermatologic treatment on the s efforts.

Ithuboenm?gipmdlm,fmthhrmmwgﬂ;ik!f‘dmwﬁomtbc
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scene a3 newrly completely as posiible when I have referred a
patient to a psychiatrist and to emphesirs topical therspy m
Itk &3 possible when I am conducting psychotherapy myself.
This is & question for which there can be no hard-and-fast answer
each ease must be judged snd managed on its own merits.
Tt has been objected that there is no sound sdentific basts
for attributing these diseases directly to emotiono] causes and
indeed thero is very little. It Is in the nature of the problera that
there should be very little, Most of psychiatry is bosed on fn-
ferences from the most inevact and complox sort of data. This
poction of it i3 no exception. The kind of evidence from which
wo draw conclusions about bacterial and metabolic diseases 1y
simply not available to us in psychogendo disorders. It s o
sterils and futlle sart of skepticlsm that fnsists, becanso of this,
on demying that we can attribute physical disorders of the skin
to emotional causes.

Tt was a hundred years ago that Forbes Winslow summarized fn
ﬂﬂuflmlausmmnlmewhntwobdmmdz:bumm
somatic fllnesses. “Many o diseass, ho said, “is condrs coup
%0 to speak, of a strong maral emotion, the mischlef may not be
apparent at the time, but fts gorm will nevertheloss bo Intd.  And
as Henderson said, tn commenting on Winslows views, “Man g

resction to man be at lsast as hiy
v ) may fmportant es Teaction to
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Comparative Pathogeness of the Deep
Mycoses
THE INFLUENCE, OF THE PORT OF ENTRY

By
] Walter Wilsen

Ixm:kmgbemmp\nzbedthuud:c{themugcrymnny
referred to as the “deep mrycoses™ presents a clinfcal courss re-
markably different from the others, the total of thess differences
conferring the group Ay a whale the ability to duplicats
uhnmtmy“gbmnﬁmafﬂndgmandrymymdarmic
disease. Because of this varlability it is necessary to include
fungous disarders such as these in the differential diagnosis of
any chronic condition whose patbogenesis seems obscure.  Well-
known are the peculiar predilections of histoplesmosts for the

of Nocth American blastoraycosis for the skin, and of sporotrl-
chosis for the lymphatic structuret of & single Hmb  Also 1t {s
remarkahls that South American blastomycods consistently
selects the cropharyngeal and gustrointestinal tract os esido-
mﬂynw«ﬁd&kmmdsk.

Same of thess are mndoubtedly sttributable to
certaln inherent preferences on the pert of the fungi for special
envirormental features for example the deep seated nature of
actinomycosts is, in part at least, a reflaction of the desire of the
fhmgos for ansecobicity 'I‘hepurdstentrdmlofvmtow
extracelllarly makes the same prociivity of Histoplasm capru-
latum easy to accept, end It is logical to allow neo-
formans the same privilege of preference for nerve tigues that
wo do the causative organism of rabies.

Indnmldstofnnﬂ:ouhundlngmdmdm]ﬁmbmzymg
the doep mycoses, there are, however certaln throads of stmilacity

13
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tholtudyofwhi&uﬁmtbemiuuppmmﬂvmpahloufup!ﬁn—
ing certaln of the lems o
}dthcrmmgndod:hnp}yumomorlus ntypiual.' Infad.it

seems lkoly that such concepts may furnish clues of great value
tn the study of infections discases in general In this paper one
such train of thought is to be pursued, consisting of an analysis of
the fmportance of the port of entry of the fungus causing a deep

mycosts,
Excluding for the moment their tmusral manifestations, coc
mdtporomd]mﬁeadlprwnbat)m::m
the two clinical plctares are, however perhaps as
thase of any other patr of diseases which could be selectad. The
former infection {3 ecquired by nearly all expased persons, but 50
mildly that most of them remain entirely unaware of its presence
while a spontaneous cure occurs, conferring subsequent tmmanity
to reinfection. Most of the remainder finally eve the sme
result but only after & variable amount of clinical fliness center
mgnboutthnlungs,whihnveryfuwmﬂnnwldapmﬂd
d chronic granul disease highly dangerons to
life itself Conversely rporou-lchosutypicnﬂyrem!nmnuhnncﬂ-
form syndrome, represented by an initial ulcerattva pa
companied by acute lymphangitis and nodules along b'm-
phatic vessels draining that area and regional lymphadenitis, the
entire process nsually rematning limited to the affected extremity
mthw:t\mlen:hslanofdmgnmzuonlntonhtalfmm.
reason which cames to mind for such & marked
clinleal appesrance fs that thess two Infections
nmnequlredmenurelydlﬂ'cmntmnnnm through different ports
of entry mdthntthey&m ly involve different tissues, It has
long been recogpized coccidioidomycosis {s almost always
sequired by the inhalation of the arthrospores of the fumpus
along with windborne dust, resulting in a primary p ulmonary
tnfection  sporotrichosis #s equally predominantly ncquh\:d by
thohwcuhﬁonofthnfungus!hmughthexk(n 8 puncturo
wound. It is at onco obvious that vith such a differenco in the
ports of entry tbetvpicnl{umuof&}wtwudbordmmusld(ﬂ'a
sccordingly  While other factors may also be somewhat Influen-
tial, it s Dot necessary to tnvoks them to explain adequately this
phenomenon.
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Havin dhpmdfurtbemumuntofthatyp!nalfcm:ofthse
twodh&iu.lutmmwwmidnwhsﬁ:armnutﬂmﬂmmymn
eccount also for their more unusual manffestations. What
h if these routes of infection are roversed? First, what
hiimu]tufinhammuinocuhﬁonofc tmunitls? Through-
out the years there have beem & fow cases of cocctdloldomycosis
whi::hﬁntappeamdmnlaﬂonufﬂm&m.wﬂhmtcvﬁmof

tavolvement, wsually beghming as a sub-
cotaneous Todole which soon becamo nlcerative and peraisted as

Iesions an the skin. Tt was ususlly concluded that this
clinical picture was due to the frmgus having been inoculated
directly into the skin, although in no recarded instance was this
supparted by adsqoate proaf, many such ceses lacking even tho
hixtory of any cutsmecus wound, Nevectheless, this syadrome
came to be considered the expocted result of direct cutanecus
i;ﬁl)hﬂunai()oaﬂdkﬂdu, (the so-called primary cutansous

Although it is shameful to have to admit such careloss technique,
defensible only in that it s in the tradition of the Western plonears

betngs of fungl capable of caustng desp myooses; one each of
C. mmitls, Blastomyces dermatitidis end Blastomyces brasth-
ensis all of which casey 1, among others, have been privileged
to ohrerve and follow

The first of theso involved & mortuary attendant who, whils
preparing a body beavily infected with Coccldiaides, allowed pus
to enter a deep ebrasion on bis finger  Subsequently he pre-
sented 2 clinfeal picture in no wey resembling that which pre-
viout opinion woukd have led to be expected but instead entirely
typeal of that seen in the usual form of sporotrichosts, differing

only In that Coccldioldes was cultured snd demonstrated histo-
E;;Lﬂn:gmﬂymmdofs chum.  He recovered pon-

and has remained of recurrence.
Whila t {s admittedly unwarrunted to draw concluxions from
&mobsarwﬁunufndngiucme.thafwtthuﬂﬂ:hthnun}y
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was recovered on culture plates exposed ta gir carrents caly once
out of many attempts. From thess considerutions it Is easy to
understand the almost invariabls entry of this fungus fto the
hum;nbodybymyoiacutanmmptmctmewmmd,wﬂhmly
an occasions instsmes of fovasion,

I a new theory be valid, additional support may be obtained

testing its ability to clarify other previomly

enn. Itkhcbﬂ&mmmmmh%

of the of entry of the Notth American
mycods.m\fery ahuﬂhy bmmdjmmym 1t became evideat that
this disease occurs I two widely divergent forms ono an soute
or subscuts gramulomatous fofection centering sbout the kot
nndmﬂmgmmbemmewfdclydlscmmmed.umﬂym
death, the other cansisting of a leslon or lesions i

vnlvmgﬂ:es!dnalcnainncbmnimﬂypmgmﬂw,uhﬂ"f“:

grannlomatons, md cicatrizing provess, wsally
mnyywiwithﬂutaﬁccdnti‘ﬁmgmdhﬂlﬂxufﬂ”w
It hecame widaly accepted thes sharp differsntlation ecow

entirely becanse of different portsy of entry- inbalstion of te
fungus causing the type and ity inoculstion
into the tkin resulting o the cataneous form, As was the

onse with coccidioidomycoss, however fu 2 recorded fastanees
of the chronle, cutansons fosm, this direct cutaneons fooculstin
“us only assumed, never proved conclusively In fact, the rext
vohmnaxmuofthhfungusﬂﬂlnmdnﬂ:‘:bmo-ﬂ] of oy
As earlv as 1903, Evana reported “s pathol
n.cquaintunce’(uctunﬂyEvmhhmdf)hadmhﬁu:”"&
p«mntmwuundfnaﬁngndmdngthepafoxmmmofunmuﬂ
upon the body of a person desd of blastomveosis. m“’ﬁw
bwadbythadcv&lopmmtofl:yndmm‘udiﬁﬂ'ﬁlgﬂﬂw
the chromo ¢ fomm of bl costs by prenlt

expected

ing opinton. Tnstead, it wos chencriform and identical with 5!
typical of the corumon form of sporotrichosis. Iabo-

Tn 1927 Weidman sustained a stmilar noculstion from 2 p
ratory culture and observed the rame phenomencn. Thes,
lmmthowmadmmcnﬂwnudvdblumymw
snd Bam concluded that the usnal so-called “chronle caners
form does not origtaste from fntracutancous foocalation bt
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Having disposed for the mament of the typical forms of theso
two diseases, lot us now consider whether or not this theory can
account slso for their more tnnsual manifestations. What

i these routes of infection are reversed? First, what
13 the result of intractaneous inoculation of C. immitsP Through
out the years thers have been a fow cases of coceddioldomycoss
whhd:ﬂrﬁp:g:ydualmionﬂfthoddn,wiﬁwmwﬂmof
provious tovolverent, usually begimning as a sub-
cutaneous nodule widch soon became ulcerative and persisted as
a tlowly enlarging chronlo granulomstous plaque, without any
lymphetio ssquelae. This was frequently followed by other similar
hhnab:};:muﬂthelhn. It was wually concluded that this
clinical picture was duo to the fungus baving been fnoculated
directly into the skin, although in no recorded instance was this
supparted by adeqnate proof many soch cases lacking even the
history of auy cutmecows wound. Nevertheless, this syndrame
camo to be considered the regult of dirret cutaneous
inomfmmbﬂtm of Coccldiotdes, (the so-called "primary cutaneous

)

Although ft is shameful to have to admit such careless
defemsfble only in that it s in the tradftion of the Western ploneers
to Hvs dangerously it is nevertheless & fact that within the last
alx yeers there have been in Southem California thres instances
of known accidental intracutanecus fnoculation fmto human
beings of fungl capable of cansing deep myooses cme each of
C. tmmitly, Blastomyces dermatitidis, end brasili-
ensts all of which cases I, among others, have been privileged
to obsarve and follow

The first of these tnvolved a mortnary attendant who whila
preparing a body Leavily tnfected with Cocotdioides, allowed pus
to enter @ decp abresion on his finger  Subsequently he pre-
sented a climcal plcture in no way resembling that which pre-
vious opinion would have led to be expected but instead en

ofd:nwenindmumnlfunnofrpamt-mbmk,dlﬁu-ms
in that Coccidioldes wes cultured and demonstrated histo-
y instead of § cham.  He recovered span-

y and has remained of recurrences.

While it is edmittedly unwerranted to draw conclustons from
thoob&uvauunofndnghum.thaﬁdthatﬂmkth,m]y
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fnstance which resulted from a proved Intracutaneous inoculs-
tion should cause it to be given great weight when considered
against the evidence assembled in those cases in which such a
route was ouly surmised. When, in addition, it Is pointed ont
that the same type of cutanecus involvement as that previously
supposed to result occasionally from cutaneous {noculation has
been ohserved repeatedly when the lungs were known to have
bean the primary locus it becomes logical to aseribo all such
cases to & simflar mechanism. Thus t appears likely that when
inoculated directly and primarily into the skin of previously un-
infected persons Coccldioides and Sporotrichum produce identi-
cal chaneriform syndromes.

What happens when sporotrichosis is acquired by a route other
than fts usnal cutaneous inoculation? While a benign form of
pulmonary involvement has not yet been cases of

coccldioldomycosts, exhibiting multipls subcutanecus nodules
and abscesses and verrucous plaques as well as pulmonsry bone,
and visceral involvement, terminating frequently in death.

The manner of entry of the fungus in thess cases has uwsually
been umproved, but it s ed to bo either by inhalation or
ingestion, 'I‘hat{tpmbabi'yn&vm'mulufmmprtmﬂymmm
inocnlation may be ded from the fact that it was not
observed at all In the series of 1,471 cases occurring in the Soath
African mines under condftions fn which the skin was almost
certatnly the only port of entry  Also, in none of the American
cates of dinieminated sporotrichosis reviewed by Collins was the
port of entry known to have been the skin. Likewlss in France,
where the disseminated form occurs more frequently a proved
primary cutaneous lesion has not been observed to precede it.

Since the reverss appears to bo even more unlikely if not fm-
possible, (for a chancriform syndrome to result from an Inocula
tlon elsewhere than nto the skin) we may logically conclads that
when Sporotrichum fnfects the human body by a route other than
the skin, the resuliing synd resembles disseminated coccddi-
oldomycosis much more than it does conventional sporotrichosis.

It is thus evident that most, if pot ali, of tho extenstve apparent
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varlations between coccidisidomycosis and sporotrichosis may be
explatned on the basis of the difference tn the part of entry ‘and
that when this tnfluence has been appropriately evaloated the
two diseases are closely stmilar It is indeed surprising how littls
variation remeains mnexplained by this thesls, espectally when it {s
recalled that fn the infocted tissues the two fungi bear no resem-
blance to each other and call forth entirely eront histopatho-
:g:;rupmnes‘ It would, indsed, be strunge if the discases ro-
g from such disstmiler organiems wero entirely alfke,
In ertificlal culture at ordinary stmospheric termperatures, (con-
dftlons under which these two fungl maintsin themselves in their
nahnnlmcrvoh:)thuyaxhihltd]mutmwuwhlchmahnmy
mundmmdthanbavevuﬂnﬂonmtbehwbeﬂmofmﬁ
entry into the human body
C. tmmitis grows as & fluffy ﬂ]ammhmsmlcmymblmgmb_
webs,mucho{whjchhmmpmedufrpednﬂmdhyphm
mmtmihyﬁngﬂnmwnﬂammmhmpmmwiﬁnnnn:?;

other with extremo case, allowing the mmallost air current to de
tach a doud of them from the surface of the coleny Thoy are so
thtthntd]cymeaﬂlyh)mﬂonﬂmwmdfmwdlﬂimu,
Bythommemkmd}minfocﬂome!:mmumnmtdmgm
temdnullymﬂmnu-famofmltmiallmpﬁbhufhﬂbﬁngm
ture wounds into the skin, so that oo large n of them coqld
be tmplanted desply by such a means. Ith%mﬂm}y

tuﬁndthatthhmfediunuahnuttalway:chw}’yﬂl

tlzmofth-efung;u:tot.ht:vi:*tm.!cuclmioucfd,o °
taneous inoculation route.

of the
medtum, {n nature ft ers materials capable of

wnd splinters md;.gr:fugemummdwuod,mmm”g“m
it extends ftself mungmarymalmny%;m
alr currents mi, tmﬂymb;ggﬁ'l:nﬂ&ad}ym&umﬁn
spares are a to the hyphas threadly
5 that f the eatiro culturs end its rubstrate be dueg pey 8725
may become windborne. ﬁhrmlyhxppmg,wdn'l’m;
meuvhonmentwbmftmpmtnbundmﬂys co
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was recovered on culture plates exposed to air currents only ance
out of many attempts. From theso considerations it s easy to
understand the almost invarizhle eniry of this fungus into the
human body by way of a cutanecus puncture wound, with only
an oceasional instance of pulmoanary invasion.

If a new theory be valid, sdditional support may be obtained

testing its sbility to clarify other previously unexplainable

enomena. It is helpful, therefore to constder next the influence
of the port of entry of the organism upon North American blasto-
mycosis. Very shortly after its discovery it becameo evident that
this disease occurs in two widely divergent forms one an acute
or subacute granulomatous infecton centering about the lings
and tending soon to b widely di inated, usually causing
death, the other consisting of a lesion or lesions apparently in
volving the skin elone in a chronically progresdve, ulcerative,
granolomatous, and cleatrizing process, ususlly persisting over
many years without affecting the general health of the patient.
It became widely accepted that this sharp differentistion occurs
entirely because of different ports of entry- Inhalation of the
fungus causing the pulmonary type and its inocnlation directly
fato the skin resulting in the chronlc cutaneous form. As was the
case with coccidicidomycosis however i all recorded tnstances
of the chronle, cutancons form, this direct cutaneons inoculation
was only assumed, nover proved conclusively In fact, the reser
volr in nature of this fungus still remainy obscure.

As early as 1903 Evumrepaﬂaitbat'zpatbo]:smufmy
acqueintance  (actually Evans himself) had sustained a necdle
puncture wound in a finger during the performance of an autopsy
upon the body of a person dead of blastomycosts. This was fol-
lowed by the development of a syndrome differing entirely from
the chronic cutsneous form of blastomycosls cxpected by provel-
ing opinion. Instead, it was chancriform and fdentical with that
typical of the common form of sporotrichosis.

In 1927 Weldman sustained a simflar inoculation from & labo-
ratory culture and observed the samo phenomenon. Then in
1852, In the course of an extensive study of blastomycosis, Schwarz
and Baum concluded that the usual so-called “chronlc cutancous”
form does not originate from intracutaneous inoculation but ac-
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tually results instead by dissemination from e preceding

put y infection, frequently unrevealed unless ed for
carefully  This view was corroborated by Wilsan, Cawley Weld-
man, and Gitmer who reparted two new cases of known intracu-
taneous inoculation followed by the chancrifarm syndrome so
typleal of sporotrichosis. (One of these was alluded to previously
a1 the secand of the Southern Celiforniz inoculstions with deep

mycotio organtsms. )

It seems logical to pormit the facts assembled in the observation
of these four cases, in which the chencriform sporotrichotis syn-
drome followsd an infecton with Blastomyces which was known
to have been acquired by the intracutaneous route, to outweigh
the dgnificance of the larger number of previously recorded cases
fn which the chronic, cutaneous form was observed end which
were attributed to an fntracutancons inoculation by axsumpton
anly Furﬁ:murn,{theuyfmmutoaecc}:ugmopiniunof
Schwarz and Baum that the chronfo cutaneons ts dmply the
residual of blestomrycosts disseminated from e unreo-
ognized primary focus, since almost the exact counter
part, althongh ttedly more dangarows to Hfe, occurs in coo-

ycosts.
Upon reflection, the reeder may find it difficult to accept cuta-

Deous b mdurm§formmyymnuon}ym],e,

ifestation of di t 1 disease from a pulmeo-
nary focus. Why does not a high percentage of such patienty dis
of visceral tnvol ? Itis y to paint out that there {5

conslderable support for the view that the viscern resist the disegse
moredﬂdant}ythmﬂmlktnlndm.ccoodmmurn}ynhmmung
the infection, whersas the skin never quite smcceeds, This vew
seemns entirely logical when one recalls the Pleture
ufthhdnnnio,mtanmmﬁmnufbhmmamﬂngd.

tmmmdomeal]ularmﬁlh-ntamhibutaib‘vthebmtmxw
to an extremety rare bl ote, th of the former to ope
of the latter

Tbnva‘ydmufthainﬂ]mmindlamﬁntltmiﬂch"u
bdngwngedagnhntﬁminfuﬁcm.nbatﬂamtmpwym:
cessful b of soms logio defect. This view ako for
nhhumerplmdianfurﬂmfndtﬁatthadnnnhmmfm
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can endurs for decades without dissemination, tho viscers having
already successfully thwarted the dissemination which cansed the
skin lesion in the first place and having learned how to resist any
such tend as raight occur again. The prognostic significance
of the fats between skin and complement fixation tests fits
this concept also- in fact some of the apparent inconsistencles of
ths interpretation of such reactiont are adequately explaived
thereby even a1 they are in coccldloldonrveosis.

Before proceoding to apply this thesis to the other deep my-
cotic infections it is necessary to point out that in blastomycosis
it 1 also beautifully supparted by certain immunologlo and sero-
logic phenomena too complicated for a detalled analysis here. In
fact, this #s not an unidirectional contribution for this theory fn
tum adequately explains several hitherto puzzling aspects of the
fotradermal, precipitin, and complement fixation reactions to coc
cidioidin and b and seems to promise simflar results in
the study of sporotrichin and histoplasmin. This subject will be
trested more intenstvely in a later article

All of these observations, clinical as well as mycologlo and fm-
munologie, indicate that for the chancriform syndrome to develop,
the body of tho host must acttvely resist the infection and its prog
rest to a considerable d either by fmmunologfe, allergic, of
cellular procestes. This not mean that such resistance will
necessarily be eficlent enough to result in complets eradication
of the nfection, In fact, in efmost all dlseases it Is not, being fol-
lowed either by a prolongation of the Jocalized Iymphatie involve-
ment as fo sporotrichosis or the devel t by dissemination of
secondary lesians elsewhers in the body os in syphilis yaws, and
Jalshmaniaste. Neverthelers the chancriform syrdrome ftself ap-
pears to be an essentially benign procoss in all diseases in which it
occiry, Thus the primary cutaneous complexes of coecidloidomy
cosls, sporotrichosis, blastomycosls, sypbills, tubercolosls yaws
end American lefshmandasis are parallel, being {n themselves es-
sentially eelf Uimited, although scrious sequelae may follow

The chaneriform syndrome has not been reported to ocenr n
deep myvcotic infeetions other than the threo already dlscussed,
simflarly no instances have been recorded In which direct cutane-
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cus {noculation of such causative fungt into human beings hes
boen conclusively proved. Failing experimental procedures fn
man (or in animals which might eventually be shown to resist the
fnfections tn the same mammer) we can only speculate es to the
results of such tnoculations,

Tho authar has observed one instance of known intracatanecns
inoculation of Blastamyces hrasillensis into a laboratory worker s
finger by a hypodermic needle. Two days later a papule was seem,
which was removed by & b{.cpsyptmd:wlthmbsoquantfulm
tion of the wound. Healing was uneventful and thero have
no sequelae during the ensuing three years. Histopathologic
mnﬂmrumladtheorgnnlmmthdrtyplalﬁnuafcrm,gtv
lnga’vu’ynppeamnmofmhﬂltynnd ction, but culture

wras unsuccessful. Whether they were in fact avirulent, fmplented
{n tnsufficlent quantity or surgically removed too soon to afford
a conclusive test cannot be stated.  Not eoough s yet known as
to the tmrmmologio status of this disease tn human beings to spec-
ulate further

Histopl follows the log of cocddioido-
mycadxmfx(d:fuﬂylntbmephmwhl are thus far imder
Mlhnitmnybopredjctedﬂlnﬁﬂmmquhedbythnin-

tracutaneous routs, a chancriform syndrome should
Curtis end Harrell have observed a cuse not yet reported in whi
 pexills chancre with regional lymphadenopathy was shown to be
caused by histoplasmosis, the disarder alowly subsided and did

Dot reour Cmdsmndeu]thvnitpmbahlelhntthafungm

was {noculatdd into the skin in this instance.
tmuluiomaflldnnndmucommnnbrmawhldth
observed in ather cases were probahly the result of disserni-
Tution from & primary pulmenary infection

REFERENCES
¢ WT Dim 14l s with wid 4 visomral
frvolvement,  Arch. Dermet. & Syph., 501533, 1047
Coxn, A. C, and Fuxanr, . B: Parsonal commmomiestion.
n-ammm.,z., and Cooramor Ha Les Sporotrichoses, Pach, Litxatris Faltx
DuTu:rC.] Sporotdchosts.  Proc, r-nn-dl!htlld.oh-.&,nu‘
of the Witwatmarand,

1648, Ao, Sparotrichosts Infeotion fn Mines of A Syogo.
S, Jobarmestarry, The Traasvasl Chamber of Liinet, 1647




122 CONTIIFUTIONS TO IEFAMATOLOGY AND A(YCOLOCY

Evima, Nit A olindeal repart of & case of blestomyrneds of the skin from sceidental
oculation.  JAMA, €-1772, 1903,

Fowrino, T A, Wosow | W and Prosaerr O Aa South Amerdon blasto-
mycosls or paraooecidioldamycosts,.  Arch. Dermet. & Syph, 701106, 1851
Borwanx, ] mdBAm-(.C.I.x ma;u:-h M] mmmmm
~—1 Nocth and patho.

groets, Sau.hudcmphdfm"m!m

Wosos, ] Wt Coccldicidamyreotis st & tool fn the stndy of gremlomstom

discase. California Led, 78:957 1053,

-—— 8:om, C. E, and PLivixrr O At Primary entapeom coccidicldamycods.

The critesis for diagnoeis. Callfornds Med, 701233, 1952

Wresow, ] W CA'm E.P Womaw F O, aod Goaom, W S Primaty
Nocth A Asch, Dyrmat., T1:69 1055,




8
Latin American Contributions to Medical
Mycology with Special Reference to
Maduromycosis

By
Irene Neuhsuser

CowmmwmtomedimlmycaloyﬁmnhﬁnAmeﬂmm—
search centers have most frequently in the Spanish and
Portuguese languages and in journals g a limited circulation
beyond the coumtrles in which these languages are spoken. As
an unfartrmate consequencs, Latin American scholarship has been
inadvertently underestimated amang thoss workers whose atten-
tion {3 more readily sttracted to stodies in English, French, or
Gaman. Further the very laudable desire of Latin American in-
vestigators to encourage development of serious scientific journaly
in their own countries has camed them to sacrifice the wider snd
more raptd dissemination and appreciation which translation and
publication abroad would have assured thetr papers.

Studles of mycotio dissases and their causative agents which
have come from Latin Americs have sn tncreased tmportance be-
canss of pecullarities assoclated with these diseases. The etio-
Joglc agents may be carried as noface saprophytes or be intro-
dncedmtuthe{na'tﬁ'ummgunnulm The dizeases are
sparadic and are rarely tranmitted from individual to fndividual,
The ciroumstances underlying the infections remain chscure,
Much tnformation must be obtatned on the incldence and distrd-
bution of theso diseases the racial, economic, nutritional, and hy
E;l:cbu:kground:ufthnpaﬂmu and the morphologlo and bio-

pectliarities of the or
hﬁnAmakxhuaﬂémewlogiuhhmry Investigetions
123
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published & number of papers on the superficial and deep my-
coses and the latter Is known for his studies on the differentiation
of the monilias and for the introduction of madia contateing acth-
dlone &s a new mycologic technique.

It must not be assumed that the faflure to mention individuals
and cantrfbutions from other countries fmpliss that no contribu-
tions of value are reported or that competent mycologlsts
are not actively en, on problems of clinice} end sclentific io-
terest.  Although the limited amount of avallable for this
dlnptamkuithnpouﬂybmmdudomuza;xrkofvﬂmm
mare and Gatt! In Paraguay Irterte in Venezels, and Trejos in
Costa Rica must be mentioned among Latin American mycologists
who have attracted serious attention heyond their own coumtrier.

Scientific disciplines are nourished in the sofl of mtellectus! co-
operation. Historically medical myealogy in both North and
South America looked to Ewopesn leadership and & certain
omount of mutus] Interchange of tdeas and appreciation of per
sonalities came about between the two hemispheres through Euro-
pean medlation, With the realization that the tasks of medical
mycology in North and South Amertea are different though dosely
related, necessary specialization naturally This has
tended to bring about a certain degree of isolation which has ealy
partly boen overcoms by the of abstracts and by the
interchange of students. In the majority of tustances it has been
the Latin Amerfcan scholar who has come to Narth America and

ed an understanding of our language and our intelectusl

ent throngh close contact with our sclentific personalitios.
It ix tm t that North American scholarship should be repro-
sentod by a much larger group of students in Latin Americsn re
search centers and that the fmportance of @ good reading knowh
cdgeofSpankhandemgmabeﬁrmdmtth;epmﬁW
years of those who plan to make medical mycalogy s life work.

'Ihoworkofh(nt&nnunandwwmimlnl]mguny represents
en important recent advance in medical m

The historical datn om the subject of maduromycosts wero 30 €x
cellently reviewsd by Chalmers and Archibald, in 1618, and by
Gamumel, in 1927 that only & brief historical summary ts necessary
{or explanation of terms used in the published ltcrature.
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In 1842, Gill of the dty of Madura, India described as an entity

a pecaliar disease of the foot which had been seen in that srea.
The diseaso wes cheracterized by marked deformity of the foot,
accompanted by discharge of & fetid liquid and by destruction of
folnts, cartilage, and ligements Colebroak, in 1846, fn the sums
dity tntrodnced the name “madura foot by which the dissase was
Jocally known. In 1858, Rustomfl noted the presence of black
and yellow granules tn pus from “madma foot.” The term “my
cotomna  was proposed by Carter to designate fungous {nfectons
of the subcuteneous tissues chamcterized by swelling, formation
of sinuses end production of pus containing well organizsd

gran-
ules. Carter also noted that the gramules in size, shape,
and color

The relationship of several spocles of fungl to cases of myce-
tome was disenssed by Brumpt. In 1813, Pinoy proposed a divi-
shon of the meduramycoses into the actinomycoses cansed by spe-
cles of actinomyces and the “true m: cauted by fungl
characteized by broader hyphae. and Archibald sub-
stitated the neme maduromycosis for “trus mycetama,” and this
name hay persisted to the present time

To date, ten species of madurells have boen described in addt.
ton to species in other gemera of the class Fungl imperfec and
the clar s cansative arganims in maduronrycosis,

Until Jately little real progress had been made i our knowl-
edgo of the ceusative organisms of madnromycosls. A grest deal
of the published work s tncomplsts or insuficiently detailed to
parmit the determfnation of the species. This has been dus, In
Pt to the lack of nate media for cultivating the crganisms
and to hnsufficient m training on the part of those report

duromycosts,
mc;ﬁﬂloglofom:u which make botanical identification possihle,
reoent clarifying work on the black grain maduromycoses

has been largely due to Mackinnon and coworkers. Thelr fuvesti-
buvnunhnwdthehlackmdwbﬂegmmtypm_butmﬂy

been particularly valuable in providing a sound and work
lbb&niﬁmﬁonfartheurgmhm:mmhgtheblwkgnmtypa,
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Since classification oo morphologic dats alone has not been pos-
sible in this group Mackinnon included procedures which were
based on the nutritfonal requi ts of the arpend He ap-
plied these criteriz to all avaflable coltures of the organisms cauy-
ing maduromycosis.  The procedural steps fn Mackinnon s schems
of classification involve the following:

L Gross appearance of giant cofonfes of ths fungns on Sabowr
aud’s glucose sgar after forty days at 27 1030 C.

2. Appearauce of slide cultares grown on soft agur medium
containing 2 per cant of glucose and 1 per cent of peptoze.

8. Determivation of the optimal growth temperature by inco
bation of cultures at 37 C, 27 to 30° C and at room tempers-
ture in summer (18* 1030 C.)

4 Study of the utilization of nitrogen by the organtm. For
this purpose Mackinnon used media having nitrogen availsbls as
ures, asparagin, ammonk Jph and potassium nitrate.

5 Study of the utilization of carbon by the organism. For this
purpose Meckiunon ured medls containing avallabls carbon as
glucose, maltose, galactose, lactose, and sucrose,

8. Determination of the proteolytic activity of the organism by
growing it in mifk and gelatin and on Loeffler s medin,

7 Determination of the amylolytic activity of the organism by
testing its abflity to hydrolyzs starch.

U g the dats obtuined from the testing procedores men-
tioned, Mackinnon was able to {dentify a new species of Meda
rella, which he nsmed Madurella grisea. Carefully analyzing tho
date from tests on all avatleble cultures of orgenivmy known t0
have caused meduromycosis he has been sble to dovelop a very
useful svstematie clamsification of theso organisms, ending tho
chaotie situation which has existed for many years. Althongh the
original publications by Visckinnon and cowsrkers should be
studied by those who bave a serious intevest in this field, & beief
résumé of the dassifestion may bo helpful to others.

CLASSIFICATION OF BLACK GRAIN MADUROMYCOSES
ACCORDING TO MACKINNON
Typo 1. These strains form colonles consisting of an ochreous
yoyeelial growth covered by a short white pubesconce which tarns
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yellow or ochre. A brown pigment #s produced. The argrnisms
of this group utilize lactoss but not sucrose. Thelr optimal tem-
pemture is about 57 C This group comprises M mmericana
(Gamnel 1828) M. fkedae (Gammel 1827) M tonzeur (Nicolle
and Pinoy 1912) and cultures submitted under the name of M

mycetom,

Typell. This type produces hard colonles conrposed of a nearly
bhack mycelal man covered by a grayish serial growth which
tams brown in old cultures. These sirains utilize glucose, malt
ose, galactose, and sucrose but not lactoss. They develop best
at30 C. This group comprised the straing numed M grsea.

Type ITL  Phialophora jeanselmed is the sole represantative of
this type. It 15 a nonthermophilio which produces soft
black grains formed by hyphee which are not united by a pig
mented mass. Typleal conidis are abundant. The optimal tem
Pperatore for growth 1530 C.

Type IV Comprised by Glenospora clapier, this tharmophilie
l;;'poduuﬁ]imglmaandpeptummmlﬂmofmrbunmd

trogen

Type V  This type comsists of one speclor Monosporium
sclerotiale which grows best at 25° C. It ntilizm the five test
sogars, glucose, galactore, maltose, lactose, and sucroes as sources
of carbon, and peptone, asparagin, ures, sodium and potasstum
nitrate, and ammantum sulfate s sources of nitrogen.

Further work now in press has been cerried out by Mackinnen
In um atternpt to differentiate the types of maduromycosis by the
appoarance of the parasitic grains.  If these are suc
cessful, clintoians wAll have a ready means identlfying the ar
ganlsms which can easily be carried out with mited facilities.

Anynttumptto:htdﬂnbrmdmﬂinnﬂmhlﬁoﬂnldwdop-
ment of a sefence and to evaluate the wark of thoss who have
mado fmportant contribations to i must suffer from the persons]
[nterests and deficlencles of the author This is trze even when
ciroumstances permit an exhaostive and detoched trestment of
the subect. The sathor is keenly aware that much wurk of m.
portunce in medical bgymmxh:\.lunrcpoﬂndlnﬁlh(:hlptm
and that errors in judgment and have

made, Tbmhzmbounmurdyumnhmﬁuna]mdmm‘nym
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flect on any one except the authar It is hoped in spite of theso
deficlencies that this brief review may be found useful by thoss in
English speaking countries who may be unfamilisr with the Latin
American myvcologic literature and the distinguished workers who
have created it.
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Furthermare, the studies of Hansen and Lindner should be re-
called in this connection. These authors according to Skinber
and his essociates showed that “  black yeasts are but yeastlike

forms of dematinceous molds of the typs of Cladesporfum

” This concept, taken in conjunction with Trejos bellef in the
synonymy of Torala bergeri and Phislophora jeanselmel, two
fungl which were previously considered as two distinct causative
agents of chromoblastomycosis and maduromycosls, respoctively
jmmeasurably expands the category of possble etiologic agents
aof oot only maduramycosis but also of other deep mycoses.

On the positive tide, with the notable exception of Mackinnons

ures based on the nutritional requirements of the fungus
and the appearance of the parasitic granules, there aro precions
fow features of practical significance which can aid us in the dif
ferentiation of species and genera responsible far mycetomas.

Chemotherapy of actinomycotic and maduromycotic infectians
has been extremoly discouraging However the excellent results
mug obtafned by Mextenn dermatologists in the treatment of
anaerobic and aerobic actinomycotic infections with diaminedt-
phenyl sulfone (DDS) have favorably changed the prognosis
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Cocadhordomycoss

{POSADA'S DISEASE)
By
Pablo Negroni

Cmmmcumkmdem!cmthanﬂdmdmhﬂdlmds
of Amexfes, where i s contracted by persons dust laden
with the cantative agent of the disorder Coedd immitis.
The fngns s a ratural fohabitent of the safl of endemic areas ex
tonding frem Californis in the north to Patagonis in the south.
hNﬁrﬂlAmeﬂu,thhmgimemhnmthnvaﬂbminofﬂm
Calorads rives stretching from the Rocky Mountatns fn the east
1o the Sierrn Nevada mountains and thoss comprising the cosstal
msnlnthawut,ﬂnmmﬁxdmgmnnmo{&lﬂomia,mwm.,
Texss, wnd New Mexico, Recent survoys indicate however that
ths tnfoction I spreading to neighboring states, probably due to
its dissemination in vehieles and luggnge, by those travelling in
sed out of the endemic rones

Gonzaler and his collaboretars atats that Iower Caltfornta snd
Puerto Sen Felipa constitute tafectod localities in Mexico. Cor
Tales-Padiiily, wnd Castro and Trejos, tndependently repasted the
fist invtance of the diseats tn Central America, the patimt being
tretident of tha Comayegun of Honduras.
Camptua found 46.4 per cont of the inhabitauts of the state of
h‘mvmhmcﬁngmglym&emmmmtm
:ﬂ’ {diodin, and Lasso-M, observed positive reactions
GWmuufthcpwplncfofxnmqulewndmnmdmr
Q“*'Dan;:zl; Gomez, in the northern Parsguaysn Chaco

2 "0 response to intracutaneons testing in £43.9

cent of the tnhabitants, InArgmﬂnn,mycoﬂa‘:ﬂ%ﬂunmgd;

hic
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flect on any one except the author It is hoped in spite of these
deficlencies that this brief review may be found useful by those in
English speaking countries who may be unfamfliar with the Latin
American mycologic literature and the distingulshed workers who
have created it.
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EDITORS COMMENT o
As Nevhauser showed in the preceding chapter the gudias
Machinnon are helplag to clarify the chnitfc situation shich has
existed for many years in the classification of tho organisms cows-
ing maduramycosls  As one travels throughout the Amerless, it
becomes tnereasingly evident that there s n great need not only
for simplification of the taxopomy of the fungi couvsing meduro-
myvosis but alyo for seduction to synonvmy of such termy as &¢-
tinomycosis nocardiosis, maduromyeosis, and myeetoma
The great mumber of synonyms for cach fungus is also a soures
of confusion to wuvkess In different countries. Far cxample the
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most fully described species of Central and South America, N
bragfliensis, is elso described by Mexican mycologists as Actino-
myces mexcanus end Discomyces brasiliensis. Most North Ameri-
can mycologists recogntze the following four species of the genus
Nocardia N brasillensls, N asteroldes N pellotied and N
maduree (A. micetomas)

A differentiation of species and genern based on the color of
Eﬁnﬂhhuﬁmﬂbhhmm The granules of the

actinomycetes, far fnstance, aro often yellowish-white or
gruylsh-white, but this feature does not emable us to distinguish
between the genern Actinomyces and Monosparium apiospermum.

This difficulty was evident in three patients with Madura foot
recently observed in the clinic of Dr Pardo-Castello in Cuba. The
grayhth-white granules expreszed fram the fistulas of two of these
cases were studied by Dr Trespalacios. When planted on Sa
bmm&lglumgguum‘aiagmuhmummdmm
vntll in two wesks time they developed into corsl red ecolonfex
:h!dlmlcrmmpimﬂy;howedtbetypimlfmmmanpeﬂa-
erl,

The other patient prodoced yellowish white granules which
are customardly regarded as characterlstic of seroble Actinomyces
Tho white, powdery colony developing from these gran-
ules, thowed features of Monosporhum

Furthermors, sccording to Conant and his axociates, a clagi-
Bcation based on the plgmentation of the grannle #5 not feasble
bewmuf&nwﬂdyugmmkmobumdwbmgrmuluafﬂ:e
samie color are cultured.  Theso same authors also point out that
certain atypical mycetornas are characterized by @ totel ahsenco
of granales.

The problem ts further complicated by the observations of Tre-
E}:‘nd others, After studying the mycologic features of cultures
ed “Candids-Iike sp. de Berger (Torula berger!) submitted
bycliﬂﬂn.TmE:mtaddlatho studied Torula berger! fsolated
by Berger and his coworkers in Canada and felt that there were
0 specific differences between this frmgus, which produced chro-
ﬂhhh:mmmdm:bphm}mnmlmcLommumﬂwggmt
of mycetomas. 'I‘hurefmhamn.d.dumeulnberguiurymy
mous with Phiakphora jesnselmed.”
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Furthermore, the studies of Hansen and Lindner should be re-
called fn this connection. These authom sccording to Skinner
and his associates, showed that ©  black yeasts are but yeastliks
growth forms of dematiaceons molds of the type of Cledosperium

" This concept, teken in conjunction with Trefos belief in the
synonymy of Torula bergeri end Phialophora jeanselmei, two
fnnglwhhﬂlwuepmvhuﬂywuﬂdoredutwodhﬁndeausaﬂw
agents of chromoblastamycosis and madurom
tmmeasurably expands the uﬁﬁry fgﬁgle oﬂaloglo agsnts
of not only maduromycosis but alo of mycoses.

On the posttive side, with the notable exeeptionofMuc)dnnms
procedures based on the nutritionsl requirements of the fungos
and the eppearance of the parasitic granules, thero are preclous
few features of practical significance which can eld us in the dif
ferentiation of specles and genern responsibls for mycetomas.

Chemotherapy of actinomycotic and maduromycotic infections
haaboeﬂcn:rumnly discouraging  However the excellent resalts

obteined by Mexican tnlogi:utntheumtmmtof
and serobic sctinomycotic infections with disminodi-
phcnyl sulfone (DDS) bave favorably changed the prognosis.
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Coccidioidomycosis

(POSADA’S DISEASE)

By
Pablo Nogronl

C is endemic in the arid and semiarid Lands
of Americn, where it is contracted by persons fnhaling dust laden
with the causative agent of the disorder Coccldioides tmmitts,
The fangms 11 & natural tohahbitant of the sofl of endemic areas ex
tending from California in the north to Patagoniz in the south.
InNtrﬂnAmeﬂcn,thhmﬁumhrwmthombadngfme
Colorado river stretching the Rocky Mountains in the east
to the Sierra Nevada mormtains end those comprising the coastal
rlngeinﬂmwut,ﬁnuanckdlngﬂnrtxtﬂsof&l&umh,m
Texms, snd New Mexico Recent surveys indicats, bowever that
ﬁhhfed:kmhrpfmdmgmﬂhbmtﬂgmproblﬂydmm
s dimemination tn vehicles tuggage, by those travelling n
nd out of the endemio Tones.

Gonzaley and hts collabarators state that Jower Californds and
Puertn San Telipe constitute infected localities In Medco  Cor
rales Padillo, and Castro end Trefos, independently reported the
first instance of the diseass in Central America, the patfent bein
aretldent of the Comayagus valley of Hondurss g
Campins found 46.4 per cent of the inhabitsnts of the stte of
Lara n Venernela reacting strongly to the intracutencons tog
with coceldiaidin, and Lasso-M obmrvuipodﬂn%
1 6 per cant of the poople of Pomasqul, & tOWD thusted p,,.
Quito in Ecuador Gmnﬂ.mﬂ)emrthumg‘nym%
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uncovered the existence of an infected area extending along the
Andean slopes from the Rio Hondo and the western limits of the
clty of Santlagro del Estero in the north to the Rio Colorado in the
south, the incldence of positive reactions fn this reglon varying
between 10.26 and 19 72 per cent.

Infection ocous {n o great maforlty of all persons within a few
manths or years of residence in one of thess endemic areas owlng
to tnhalation of dust containing the fungus In the form of thallo-

provided with membranous appendages enabling them to

t in the air A large percentage of these tndividuals ave com-
pletely unaware of the infection, vet they show cutancous senti-
tivity to the skin test with coccddioidin, later acquiring fmmunity

The infection becomes evident after on avesage incubatim
perfod of 15 days es an illnets varying in ntensity from mild re-
spiratory symptoms to severe pulmonary and pleural fnvolvement.
This so-called infection is frequently accompanled by
conjunctivitis, folnt pains, and eruptions simulating nodose and
mmltiform wherefare tho disorder is popularly known
In the United States as San Joaquin valley fever or rheumatism.
Generally patients recover completely from this benign form of
the disorder in ono or two weeka, although there are always some
wh:onmldtwﬂhumddueofmﬂlmlwmdapodtﬂnﬂw

3.

Disseminated coccidiotdamycosls occurs weeks or evea months
after the primary fnfection fn approximately one in 500 individ-
unhwﬂhinvulvemnntofpwib{;n]lthaorgnmcfdnbody of
these, the skin, connective tissue, bones, joints, and central nervous
system thow the most froquent alterations.

The cutaneous changes ocourring in these patients begin as
small, reddish brown, smooth papules that soon become pustules,
breaking down to form ulcerating and vegetating lesions resem-
bling those of blastomycosis. They are currently regarded as met
astatic manifestations and may or may not bo assocated with
flaceld swellings, cald abscesses or gummatous lesions of the sub-
cutancous tisyue  Jacobion states scrofulodermatous Jesfons
show a preference for the neck and skin sbove the clavicles.
Along with Fitte I have occasionally observed the formation of
mycclumﬂ&nlahmontho\uwcrexh’unmu,wbmthomfm-
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tion first affects the foint tisues and later invades the soft parts,
buflding fistolas on the outside.

In 501l and on artificial medla, C. frmitls grows as a branching
septate hyeline myceliom, from which procontdia develop as pro-
crrsors of thick walled, spherical, rectangular or ellipsoldal thal
Jospares (entaspores)

When these antos-porm'mtm'mmmhdedmtohum;nbe.
ings or anfmals, they first swell and transform into sporangta.

of my expertments show these sporungia attatning a
diamcter of 64 microns and possessing & thin membrane, along
which endospores containing granules dispose themselves in a

plusm fTls the center of the spheruls. Dehiscance takes place by

endospares passing through an ostiole measuring 6 microns acrosy,

after which they are reedy to begin a new life cycle. The empty

spherule 11 invaded by white blood corpuscles and resembles the

noubudding form of B dermatitidis.
T‘hntmtacquirmrped&hnmumtyaﬂnrthewcandwe&uf

&ahﬁmmaabyufpxodn?n§ﬁmghmuwm¢hmplmmd

ro 13

by the ph devel and encyrtment of
the arganiem, The of the ergantim can be
demonstrated the reduction n stzs of the

fral lished by th 3 the peridial
the netion of radiz acidophilic spines
uystmrphpéﬁn The ultimats dm%“g‘“sm;

snmated t cells. Thetimcrequ.lrul!ornnmdn‘;
mmgﬁmmmﬂmﬁm.m’ o
gil'llnimmgngﬂlacyrﬂo'phmlaisnbouttwnwooh_

of skin lesions {s related to

g! pol
abecesses.” The paresites are free and
thlhamdwwhpruhfmlﬁwdnngum'ﬂh&fm
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matfon of a granulomatous infiltrate ususlly containing a few
glant cells,

The diagnosis of coccidioidamycosis can only be established by
mycologic methods of examination, it betng sufficient to find typt-
cal sporungia in the Jestans. The white, cottony aerizl myceliom,
that develops on incubation of the fungus on blood infuston broth
agar gt 30 C. in efght days, is chamcteristic and easy to obtafn,
thahnmhﬁmofthhmﬂhmmmﬂnliumguimmm
}ﬂ:tnloglc&angatbnﬂa:rtowmemducedbytho bacil-
us,

Coccidioidin is & sterfle filtrate of cultures of the organim,
grown fn a liquid mineral modium that js practically protein free.
A positive reaction exhibited by persons to the intracutencous in-
Mﬁmof&hmﬁgmm&hﬁmofllmmdmmmm
elther uhinghyg:rmﬂtjv(tyinthcmnfan oc
ﬁonorm&mtthoy ve been previomly infected and have re-
covered with ent immunity These {ndividuals show hy
perrengtivity by responding posttively to the test for many years.
1t is best to use dilations of 1:1000 in suspected instances of the
disorder in order to avoid sovers focal and systemic reactions. In
my studies conducted on persons residing In endemio areas, 8 difu-
tion of 1 100 was used, and the reaction, if any was read after 38
hours, as in the manner of old tuberculin,

The camplement fixation test hns prognestic value, becoming
positive much later than the intracutaneous test and showing &
negative responso when the disease is cured, so that a persistence
ofposlﬂ‘::?impﬂmthutbomdjvidmlhufaﬂadtonqukebn-
munity and thet dissemination of the infectton has tnken place.

My collaborators and I belleve that frrigation provided by the
construction of dams {n endemfoc areas constitates the best method
of stamping out the discass, the desert zones being thereby trans-
formed into cultivated lands free from parasites.

The management of patients in the scate stages of primary coc-
cldiofdomycosts consists of bed rest and the administration of
vrater soluble vitamins, There is no effective treatment at present
for the dissemtnated form, although there are certain antibiotics,
such as chloramphentco] and prodigiostn, that exert an inhibitory
action in vitro on C. fnmmitis.
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Sporotrichoss

ﬂhsBl;g:meB)

Smmmx:nmlsngrmulamtmudlmwh}chm{bcnwm
subacute, or chronfe, 1t is caused by Sporotricham

S schenckdi i1 the solo etiologic agent of the disease, the dif
ferent specics and varieties described as camsing the disewse
merely representing structural alterations dnﬂngiogmvﬂhof
S schenckii on cial modia. It has been demonstrated that &
single strain of the fungus is capable of producing several varieties
after repeated cultwring

The direaze has a world wide distribution among &fl mees.
Tt showy distinet seasonal tendencies, occurring most commenly
fn young men et the time they callect sugor cane and other erops.
Gardeners, florists, and fold wozkers are particularly susocptible,
sﬁaﬂy when handling plants, contaminated matesial and
W coming in comtact with antmals acting as
carriers.

The infection Is often from occupational trauma, oy in Meaxko
where potters commonly contract the disorder from handling
contaminated straw In packing their wares. In Costa Ries,
wmkmmthemneﬂdc{v‘umuuem-pmtanhmdhngw
taminated wood show & high Incidencs of Infection, Tho report
of slmost 1500 cases of the disease occurrlag in South Africas
miners wosking tn galleries made of contaminated wood has be-
come &

SYMPTOMATOLOGY
Stneo the diseaso is characterized by polymorphism of the
the dingnosis s not Inf ly a surpriso In cases In

which it 1s made on tho luboratory fiadings.
140



infection euters the blood stream directly and
ocenrs in this mammer

The lymphatic form of dissemination utually starts on
tremity some 20 days after en fnfury “‘rdwﬂmtwl:ﬂl.:g
at the site of the inocolation, which grows within two wes} i
become a purplish noduls varying fn sies fram 3 to 5 cm. kn diam
eter ’Ihhhtha:pumtﬂchnﬁoehmu‘n.whld:mnm&&md
discharges a sticky or blood-tinged fluid. Tbﬂﬂlﬂﬂ'wb!lfm
namhuftharnpmufﬂndlmmkwmdhu
punched-out margine, The base {5 dotted with
punctnnalcvaﬂom,rumb;:%pyogmuha iﬂnged
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?ldermalfmmhchamctmimdbypolymorphomledam
widespread distribution and may resemble such disorders
as acno, tuberculosty and epithelioma. The epidermal form
represents & hyperergic reaction on the part of the host tisues
to the invading fimgus

There are acneform, ulcersting, verrucous, erythematous, psort
asiform and follicular varietles of epidermal sporotrichosls, as
wrell as forms resembling dermatitis vegetans and bacteria] derma-
titls  The acoeform lesion consists of a of tiny pustaies
whichchmderbﬁcaﬂyoeumuuunlyomdgaofthefwennd
discharges a thin serous fluid which quickly dries and forms a
dirty looking crust.

Ulcerating epldermal sporotrichests is marked by the formation
of polycyclie, firm, indolent ulcers with ed-out margins,
occurring exclusively on the extremities. ulcers run a chronfo
wmxo,munﬂybcmgamdatedhtar:ﬂthroglanal}ymphmgiﬂx

Verrucous epidermsl sporotrichosis fs fmpartant because the
diagnosds is difficult to establish except by exclusion, The lesions
offer confusion with verrzcous tuberculosis, leishmaniasts, derms-
titis vegetans, and chramoblastomycosds. Thers are no clear-cut
distinguishing features whereby this form of the disease may bo

The tous form consists of several small pustales located
in well patches of scaling erythema, resembling Patcbc!
of bactertal dermatitls, The psoriasiform and follicular vareties
are uncommon.

DIAGNOSIS

The mycalogic disgnosis of sporotrichosts Is easily made by
routine laborutary procedures.

The direct microscoplc examination of smear preparations of
pus obtained from human lesions ts invarlably negative for Sporo-
trichum, the roported findings of raylike bodles and other struc
tural abnormalities being too Infrequent to bo of diagnoestio value.

The fungus grows readily on Sabouraud’s glucose ngn;llﬂnu
at room temperature the fungus showing growth wi
to five days. 'Ihocolonluatﬁrrtmpmﬂywhﬂe,mooﬂxtmd
without aerlal myeelim  After 11 davs tho color turns darker
and the surface becomes crateriform or wrinkled.
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the fungus as thin, branching, septate

hyphas short lateral bran bearing clusters of contdle
ufwrying:hnmﬂlhnpa,depmdtngmthnagonfthemlm
Antmal inoculation s not necessary to establish the diagnosis.
Thnhhtologlommnaﬂnnoflnfudoddmemvmhdmnﬂ
chareoteristic of & chromle nonspecific gramiloma.  Thers are
focl of suppuration end, in the pepillomatons form,
mal abscesses. The fungus Is present tn the Herue and reccts
positively to the periodic acid-Schiff technique.
Hypersenitivity in patients with sparotrichosis has been diff-
cnlt to determine untfl recently due to the wse of vareliable ant

made fram the whole frmgus. Gonxalez Ochos and Fignerca
ﬁ:’nhmlypupmadanmugmﬁumthapolymmﬂmﬂdohcum
of S schenckil, which has proved 100 per cent specific. The
test is performed with the intrsdermal tnjecton of 01 cc. of
the extract, snd reedings sre mads 24 and 48 hours later In
positive cases, thers is an erythematous halo not less than 3 em.
{n dixmeter and & papule at least § mm. abave the level of the
skin.

In blod-stresmn disemination of the infection, the test ts
strongly posittve, occaslonally however giving rise to systemic
reactions of Strongly positive reactions gre
also noted tn the localized forms. Such reactions sre regarded
a3 indicating great resistance on the part of the host tiues ¢
the fungus.

PROGNOSIS AND TREATMENT

The prognosis as to life iy generally good except fn casey of
the acute disemtnated mwhid:afaulcummommny
supervenes.  In the delnylncltablixhtuggbe
dhgnodsnmymﬂthmmtlomgmmtmd]mﬂmumaf
mnﬂunoftheumorbguhnppmadmarmtpaﬂmtuf
mine. This pattent hed not received treatment ond when he
cnmemudamymm.thanwuuxtmﬂwmhgofﬁmﬂgm
amandfurmm.ﬂnﬂonuﬂheeﬂnwmahngfnmmfw
him to extend his arm, the am being fixed in a flexed
ﬁemdwﬁﬁmbﬂldahmﬁwmp&m&
cent of cases. Treatment #s begum with 025

to test tho patient s tolersnco to the drug  TF ey ar 2 T
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appear ntradermal desensitization with dflated Sporotrichum
extract is carried out by gradual increases of dosage. When
desensitization is obtained, the dose of potasstum jodide may be
rapidly stepped up to &y much as 4 or 8 dafly Trestment
mﬂdbecanunmda:tbklwdforatﬁ;zmmmthnﬁm
mmpletnhealhgofﬂwlﬁianarlaiam,togcmtmhpm
Surgical {ntervention fn combination with physiotherapy is
t or

occasionally required in cases dnted with difg
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i1
Chromoblastomycosis

By
Alfonso Trojos

Daﬁnithn. Chromoblastomycosls is & polymorphous granulo-
matous diseese limited to the skin, i1 caused by vadouws
spocies of dematisceons frmgl having es & common feature their
appearance in Hrrue ax thick walled, yellowhh-brown, ssp-

tate elaments messuring approximately 10 microns in dizmeter
The most commmon synonyms for the er are verrucous der
matitis and

c?mmmn)mhm The disease has been reported from
all parts of the wodd except continental Asie, betng most fre-
quently encountered in tropical and subtropical regions.

Age, sex, and occupation incidence. A total of around 400 cases
have been reported i the literature, 78 per cent of which were
reported from the following five countrles Brazil & per cent,
Costa Rica 15 per cent, Cuba 11 per cent, Venezoela 11 per cent,
and Australis § per cent.

The rural population s affected almest exclusively dus most
l&dymthommufﬂncﬁobgicagmhmgrm
and plents. may occur at any age, but the mafority
of cases are found in adults.

The port of entry of the fungos is elweys & break in the con-
tinmity of the skin occastoned by hjuries sustained by agricultural
workers. For thix reason, the highest incidence is found in males,
the ratio of females to males being 1 12. Nevertheless, this ratio
is not correct for all countrles, since there is no report of the dis-
easo occurring fn women in Australla and Cuba, there was only
one woman n 58 cases stodied in Costa Rica, while in Venernols,
among 34 patients reported by Camping and Schary], there were

15 women.

14%
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Localrration of ledons. The nfection fs located most fre-
quently on the dista} third of the legs and less comruonly on the
arms, head, neck, and trmk.  This order of predilection does not
hold trus for all countrles, since Powell in Australia found the pri-
mary lesion oz the legs in cnly 3 of his 20 patients. 1t is there-
fare evident that any part of the skin may be affectsd, particularly
exposed parts of the body I have not been able to find a repart
of mucosal lesions.

Symptomatology The lesion is @ gmall papale which
appears a few days ot followtng the entrance of the fungus
in the skin, Subjective symptoms are generally absent, The pap-
ule slawly extonds eccentrically to form & vegetating patch
reaches a size of 1 or 2 czo. within two or three years. Ten yean
are wually required to attain & sixe of 10 cm. in diameter after
which it oftan fuses with other lesions which have appeared
through the years to form a large, vegetating sheath a
Largo part of the leg  Dissemination of the fnfection usually takes
place through the superficial lymphatic vessels and tomally
through the deep lymphatic vessels,

In edvanced instances of the disease, the lesions an tho legy

lestons are usually dry hyperheratotic patches with central dear

In,

%ummandlbeﬂcveﬂmthaumtwcunlmltypao{tbe
disease the dry vmuwmmdthumum,\bgntnﬁngty?c, The

t occarrence of secondary infection in lestons of the Jeg

probably cccounts far the malst, vegetating character of the Jestons
in this region.  The great number and variaty of bactera in
these secondarily infected lesions gives rise to their characteristie
goatlike odor

Same lestons ulcerate as a result of secondary Infection, macers-
thon of the vegetxtions, or disemination of the infection through
the decp lymphatics. Dissemination of this kind 13 responsible
for clinical pietures rerembling sporatrichasts, with ulceration and
suppuration of the draining lymph nodes.

Fibrosis sometimes develops in the decper tissues and produces
elgphandnm,pmba.blymnruu)tafrcpmkcdmnchofu)ﬂpcm
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Sponteneous tuvolntion of lesions is unknown to me, althongh
it 15 not mrmsusl to find central scarring in extensive lexons.

The disease thould be differentiated from tuberculosis verru-
com cutls, verrucons I?hmmlmms ;Pomh-idmﬂmahod, late syphitis
dermatitls vegetans, and yaws. great ty in eppear
mofﬂ:ecnhmmulesi?mufthaevnﬂcmdinmmnftmrm—
ders the clinical diffcult, so that confirmation of the
dlagnosis shonld be obtated by the mycologle examination.

Histopathology In histologic sections, the eppearance of chro-
moblastomycosls is very Hke that of other fungous granu-
lomas, with particolar fnvolvement of the epidermis and the pap-
ﬂln;ﬂﬁ:ﬁﬂnofthndmh. The epldermis constantly shows con-
sid hyperkeratosis and acanthosis, resulting tn msmy sec
tons in the formation dmmm Typerplasia.
Both the homy and the prt layers mey show an infllivate
mcl;;mgmm consisting matnly of polymorphomu-

In tho deeras, thero aro papillary bypertrophy and @ diffaso o

lestons alxo show a tendency to became walled-uff by fibrous ts-

sae

The small blood vessels are dilated, and thers 12 an nflarma-
tory snfiltrato arownd the walls of the vessels, with ocoasional for
mation of focal arear of netroets. There i3 shso new blood vessel

Tho ctiologio agents appear us singlo, fumagoid clements (scle-
rotic cells) in the micro-ahscesses,
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Spantaneous involution of leslons s mknown to me, although
1t s not rmusual to find contral scarring in extensive lesions.

The dizcase should be differentiated from tnberculosls verru-
cose cmtls, verrucous leishmanlesis, sporotrichosis, late syphilis,
dermatitis vegetans, and yaws. The great simflerity in appear
anco of the cutansous lesdons of thess vartous diseases often ren-
ders the clinical dis difficult, so that confirmation of the
diagnosis should be of by the mycologic examination.

Histopathology In ¢ sections, the eppearance of chro-
moblastemycosds is very like that of other fungoms granu-
lomas, with perticular involvament of the epidermis and the pap-
{llary portion of the dermis. The epidermis constantly shows con
siderahlo hyperkeratosls and acanthosls, resulting in many sec-
tons in the formation of pseado-epitheliomatous hyperplaria.

containtng micro-abscesses of palymarphonu-
In the dermis, thers are papfilary h: and a dHfuse or
focal inflltration composed of & varlety of cells such as poly-
marpbonneleer ocytes, plasma cells,
Langhara and foreign-body giant cells. Oocasfonally

Ruxse]l bodles are also t. Rarely as in the case reparted

There is ako extensive fibrous thickeming of the denmis, par
ticularly marked tn sections of advanced lestons. However fresh
lesions also show & tendency to become walled-off by fibrous tis-

suo,

The mmall blood vessels are dilated, snd there fs an foflammas
tory infiltrate around the walls of the vessals, with occestonal for
mation of focel areas of netrosls, There i also new blood-vessel
formation.

The etiologic agents appeer as single, fomagoid clementy (scle-
rotio cells) in the micro-abscesses, in the tizsus between the poly
morphonuclear leukocytes, end in glant cells. Fumagold forms
are sometimes found n the horny layer whero they bear hyphae.

Mycology The etiologic agents of chromoblastomycosis be-
long to the family Dematiaceas of the Fungl Imperfect. The
manner of sexual reproduction of these fungl is not known. Al
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though Afello and Runyon as well as Karrer and Conant have de-
scribed some clelstotheciae, it has not been possible to demon-
strate an escus with ascospores in its interior

There is ro unanimity of opinfon regarding the generic position
of the various species causing chromoblastomycosis. My criterion
for determining the genera has been sdopted by Carrion. Ac-
cordlngtothhfmmuiﬁun,thomiomcﬂologicngenbmnnot
be compressed into a single genus- rather they may be included
In three genera, Le, Cladosportum, Fonsecaes, and Phialophora.

The most widely distributed and most frequently encomtered
species s Fonsecaea pedrosol. Next in order of frequency is
Cladosporium carrfonti, which has been fsclated in Veneruele,
South Afries, end Austrelia. A smaller number of cates have been
caused by Phialophora verrucosa and Fonsecees compacte. Fon
secaen dermatitidis and Phialophora feanselmel wero each found
in but one patient with the disease the latter species more often
producing black. m;

ncdmﬂmtmmt:podamoﬂybemdﬂ
by the microscopic examination of cultures, since all species have
the same appearance In parasitized tssue and producs the same
clinical plcture. Nefther has the gross appearance of the culture

any tnxonamic vahee,
Each strain possesses characteristic cont by which it is
posdble to clasify thete fungl In spoctes  Slide cul-

tures should be made in order to determine exactly the structure
of the conidiophore and the arrangement of the confdia. The uso
of slido cultures is necessary because of the extreme fragility of
these elements. The fungl grow best an corn meal agar
The blochemical properties of the dematizceous frngi have
nedther specific nor generic value, but the proteolytio activity of
:E;daaoftbegmmf" dosporiome makes possible a division of
species and pathogenie, nonprotoolytic species. Among
these are Cladosporium carrionil, an etiologle agent of chromo-
blastomycosls, and Cladosporiam trichotdes, a causative agent of
brain abscess reccut]’y isolated in the United States.
Laboratory methods of diagnosts.  Serologic methods of deteet
Ing complement fidng antibodies and skin tests to determine by
persensitivity have Little practical value in chromoblastomycosis.
The direct microscoplc cxamination of properly selected material
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readily shows fumagoid farms of the fungus. Matedal is best ob-
tained from areas which appeear caseons under glass presurre, the
material in thess areas consisting mainly of tntrapapillary acormu-
lathons of keratintred epithelial cells. This material should be
examfued microscop after placing it on a slide and covering
it with & cover siip No potasstum hydraride, lactophenol, or
other commonly used substance should be added to the fungus in
such materal. ‘T have never had difficalty in finding the fungos in
such material. When, however it is tmpossible to obtain such
materizl, crusts from verncous lestans should be mounted on
slides in a drop of 10 per cent potestium hydraxide salution.
The {nation of tigus obtained by hiopsy is wually not
n most cases because of the eats with which the fungus
gmmnmmbydmwm Caltd
vatian of the fungus is nsed to determine the species of the frnguns
ard to secure sufficlent material for further study at o later Hme.
Treatment. When the disease is disgnosed in its eady stage
which iy genexully within the first three years of its evolution,
treatment of cholce is surgical excision. The resection should be
made well beyond the edge of the lexton and should extend down
to the fascis, recurrences are common if this injuncton is not

heeded. Thedﬂhucﬂunoflnegulambyd:dﬂ'mg!ﬂa&mm
by dire consequences, emong
ch are vlcers, recunrences in gitn, and ¢ dissemnination.
Bonfﬂnrecanﬂ]mtmducedtheumof erol in the treat
ment of ch b iycosls, his preliminary report of results ob-
mmedmthreepa&enhbdng];dgﬁlycnwm-nging Since this re-
port was written, an edditional seven patients have
satisfactorfly to this therapy Treatment consists of the aral ad-
ministration of 600 000 units of calciferol weekly Activation of
the lesions ex shown by the occurrence of frequant hemarrhages
is usually observed during the fint few weels of treatment with
calcifero), after which the lesions fatten out.

The administration of calciferal {3 contimued untfl the lesfons
have dissppeared aud do not yleld fungl Several patients were
msﬁﬁm&ﬁmﬁduwmmm dition to the
weekly combination in mare
evolution of the lesions, relting el

No toxdo effects were observed.
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12
Hastoplasmosis

By
Dagaberto O Pierid

Hmmwosu ar reticaloendothrellsl cgnymsfs wRS con-
sidered a rare diseass until & decado ago when reports of & luge
number of cases begun appearing in the warld literapre. Today
statistics indicate that histoplasmosls fx ane of the most widely
distribnted systemle mycoser. the

The principal factor contributing to the apparentty n
aﬂmufmpofbdmmhthenmmofpbpumofgg:tm

tean symptomatology of the disanse, with the develop-
ment of better statning und cultoral for the detection of
the fongus.

Hiﬁtnphxmneapnﬂammhnpun.ﬂ'mo{thanu oendothelial

hemutoxylin and
w“a redmﬂmﬂnhnnewhmikhm!nadwﬂhmt:w
acid reaction.  The halo may alo be seen under
tron microscope and iy apparently an artefact produceg
cytoplasm shrinking avway from th cell By the
The eul developing on Sal Te gt N
agar hoaey agar and beef tnfusion ueoaeln'oth.,:w","ﬁ
cottony with elevated horders and central brtyny
Microscople examination of thesa colontes showy
to be camposed of delicately branching, soptate
mﬂmmdwummmtﬂwﬂhm&adm%hmb?m
formation Is well seen fn cultures grown on Sabogry r!glugzs
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agar at room temperature, whils it is only occasionally found tn
cultm‘elgrowna'nmedhnnlncubntedntﬁ’?' C.

Darling belleved at first that histopl was fndig,
h-aplcﬂmdmbhopicalarm:,cumlngtothhcondu:ionfmmhh
study of patients in the Canhl Zone Experlenco has shown, bow
over that this fs not o, ¢ logic surveys indicating that the
dhmmummendm}cpmporﬂomlntha}awerm_ﬁsdpp!
vallesy of the United Stetes and in the environs of Buenos Alres,
The next highest incidencs s found in Braxil and a much Jower
incidence in Uruguay Ecusdor and Chile.

In the United States and Argentina, the endemic occurrence of
the disease in cortain geogmphic areas helps to distinguish it from
olhm'dhordmufudmlﬁ?nppmnnce. The diseaso to be dis-
tngiished from histop) tis in the United States Is tuberentosts,
WhlluinArgentmnﬂfsthemumlfurmofSauthAmeﬂmnblm
tomycosts, a disorder occurring with great frequency in northern
Argentin:n and the adjacent provinces of Braxil

orth American authors ascrfbe great importance to immuno-
}oglcmct}mummnrhngoﬁcndmﬂnmna, if the out
came of these reactions caincides with the hic appear
ance of the lungs in tnberculle-negative subjects.

The dissats occurs with greatest frequency in nfancy and
middle age. Male and female {nfants are affected with eqnal fre-
quency but tn adalts, the predominance of male patients is great.
Formerly balieved to be a disease of rural districts it is now rec
ognfzed as @ désease affecting residents of urban and rural dis-
tricts with equal

Although mnnmon}yuppcaﬂngmspomdlcform recent reports
fndicato that hi Is may occur epldemically with palmo-
nary manifestations of cavitation, empyema, consolidation and
pleuritts. Theso extenstve and severs pathologlc changes con-
trast with the relotively mild nature of the dinfcal symptoms
which disappear in two or three weeks. The pulmonary lesions,
on the other hand, sametimes require 2 long timo to disappesr
and often leave residual miltary arces of calelficatton

Tho manner {o which man becomes infected 1s not well estab-
Ished. A putative source of tnfection Iy the sofl, where the para-
site completes a developmental cyclo as a saprophyte of decaving
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vegptublo matter  From here the fungus is possibly transmitted
to man by dogs or wild rodents, & concept which fs now out of
favor Milk is blamed by some as & source of infection. Trans-
misxion of the infection from man to man has ot been reported.

The ports of entry differ fn infants and adults, the predomi-
nance of garrointestinal symptoms in the former suggesting that
dmﬁmgmglimunmnmﬂ:mughthsimm&na!nmm,whﬂe
the primary involvement of the respiratory tract in edolty pafuts
to an invasion of the oral and nesopharyngeal mucosas. Primary
cutaneous infection 1s rare,

The high incdence of rexpirstory tract involyement in ednlts
tends to support the concept mamtained in the United States that
the infection is air-borne and enters the respiratory tract of ndt
viduals exposed to varlous dusty, such as that from chicken or
pigeon manure or from the sofil

The courss of the disorder is different in Infants than in adults.
A divirion of the infantlls and adult forms into mucocutaneous
and systemic types is purely didactic, since the disorder often be-
gina with manifestations of the former type and ends with the
systemic type.

The clincal picture of infantfle histoplasmosis is 50 lacking in
h dstic signs and symp that the diagnosls Is usnally
not made before autopsy

The symptoms are those of an mfectious discase. The child
begins to loge weight and appetite and grows pala. He bacomes
highly indtable. Digestive disturbances make their appearance
and grudually increase in severity There is a progrestive
ment of the liver and spleen and mild to moderate involvement

hibmnybnaxcludedbytbencgnﬁvembcrmlmrmcdonmdby

noting the birthplace of the child.
Ledcnsu{theddnmdmummanbrmminthaelmlepa

Hents are rare. The occurrence of veslcles, pustales,
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and purpura & fow days before exitus has been noted in a few
cases.

The diagnosis is definitely established by the direct examina-
tian of material obtained from the sternal marrow The fnding
of the fungus serves to distingnish histoplexmosis from such sim-
ilar a diseases a3 tuberculosls malaria, splenic anemia,

arders.

Althoagh the course of the diseass in infants is urually steadily
downward to a fatal termination, thero are reports on record of
tharapwﬁcmd taneous cure.

It mof&du]t" pl is in the skin and mucous
mmbrmudgmthnptxmncetothedmmnmlogm. For pur
poses of discusdan, the disorder in adults may be divided into cir
cumscribed and disseminated forms,

The cf ibed forms &re ch rizad by the presence of
leslons of the orzl, nasal, snd pharyngeal mucosae and adjacent
skin, by the absence of demonstrable visceral tvolvement, by the
benign course of tho disoese, and by the favarable response to the
sulfongmides,

The primary symptoms are varied. There may be areas of ul-
cerating gingivitis resulting from the extraction of teeth, from
rhinitls, or hoaryeness, the latter symptom often bringing the pa-
tiont to the physician becauss of the fear of cancer
Anyoi&xefaﬂowing!eskms,d\hadnglyorinmb&mﬁon,
maybefuundtnndlﬂtpauml:wﬂhdmmvuﬂnd
nthed,c]mlooldng,fﬂlrlydeepuloeﬂwﬂhrcd
and a granulomatous base which is dotted with whitish
spots, without nduration or noticeable reaction.
The ulcers result from softening of the gummatous nodules which

often greatly simulate those of South American b!
2. Ulcerative lesions developing singly or in corymboso fashion.
8. Nodules with s surface which fs either smooth and shiny or
and papillamatous. Tb«:{muallynﬂulnmnotmwcd

to constant frrtation, such
LQ)eﬂiﬂs.plrﬂaJlnﬂyofthouppﬁllp assoclated with dif
and induration of the lip
mﬁc& g red nasal mucosa, seeded with pinkesd
;bzd white dob. a Irequcn! forerunner of involvement of the sep-
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tum leading to fts ulimate destruction. The resultant disfigure
tion s reminiscent of the tapirlike appearance of some patients
with South American blastomycosis or American mucocutenecus
ledshmaniasis elthough to & milder degree.
'Ihonodu]nrlmbmganmﬂyuﬂmmﬂmhrynx,epigluﬂix,ud
occaxium]]yonthevomlcurdn.whﬂe ulcerations most com-
manly develop either in the gums eround the last molar tooth or
on the dorsum of the tongue, where the destructive process leads
to & rthomboidal ulceration that closely resembles a toberculous
uleer

An interesting featrre of thiy form of histoplagmosis is the los
ofdmmtnﬂofthntooﬁ,paﬂmuﬂﬂtngahhturyafhn
ing lost their teeth over a period of or yesrs, It s pos-
siblo that the teeth in the general disorder befare the
disease shows itself elsowhere, since soveral authors clatm that
they have been chle to provent the tseth from falling out by to-
stituting early treatment with the sulfonamides in patients with
ulmﬁnmmdtbemolan.

Exwptfmnnaﬂumlonafwdgbt,ﬂnemgm]}yfcw
ufvbcaral!nmlvmmtinﬁmformufhutaglammh At times,
there are d symp of renal end adrenal fn-

All reparted cases of histoplaxmosis up to 10 years ago were tn-
stances of disseminated histoplesmosis with en inveriabls fatal
termination,

Dissemfnated histopl is may Hest ftself from tho on-
sot as soch or as o cribed histopl wis which suddenly
becomes disserninated. Athkdpouibﬂ.ltyruulufxmnthemd
den acttvation of latent foc! in the lungs, appendix, prostrate, or
other viscern.

The associated constitntional nrecammonto
ﬁmmmmgmaﬁwtxd&wwaofﬁequ
ment, they are

L The lymph nodes. There is enlargement of all the lymph
m““- cularly the cervical, medisstinal, and mesenterto,
Hoer and spleen. Enlargement of these viscera s rarely
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and purpura a few days befors exitus has been noted in a few
cases.

The diagnosls is definitely established by the direct examine
tion of material obtained from the sternal marrow The finding
of the fungus serves to distinguish histoplasmosis from such sim-
Guneh s disose, iz emanindt 1o i fbrl i

s disease, visceral lelshmaniasls and other fabrile dis-
orders.

Although the course of the disease in infants is usually steadily
downward to a fatal termination, there aro reports on record of
therapeutic and sponteneous cure.

The localization of adult histoplasmosts in the skin and mucous
membranes is of great fmportance to the dermatologist. For pur
poses of discussion, the disorder in adults may be divided into cir
cumscribed and disseminated forms.

The cireumscribed forms are characterized by the presence of
lerdons of the oral, nasal, and pharyngeal mucosss and adjacent
skin, by the shsence of demnanstrable viscersl involvement, by the
benign course of the disease, and by the favorable response to the
sulfonamides.

The primary symptoms are varied. There may be areas of ul
cerating gingivitls resulting from the extraction of teeth, from
rhinitls, or hoarseness, the symptom often bringieg the pa-
tent to the physician because of the fear of cancer

Any of the following lesions either singly or in combination,
may be found in adult patients with circumscribed histoplasmaosts

1 Irregular shaped, dlean-looking, falrly desp ulcers with red

and & granulomatous base which 15 dotted with whitish
spots, without induration or noticeable inflammatory reactfon
The ulcers result from softaning of the gummatous nodules which
often greatly simulato thoss of South American blastomycosis.

2. Ulcerative lesions developing singly ar in corymboso fashion.

8. Nodules with a surface which is either smooth and shiny or
rough and papillomatous. They usually arise in arcas not cxposed
to constant irritation such as the larynx.

4. Cbeilitls, particularly of the upper lip associated writh dif
fuse swelling and induration of the lip

&Frm&gnppmﬂngrcdnunlmumxedcdﬁlhpmhdd
sized white dots, a frequent forerumner of involvement of the sep-



HISTOPLAYMOKTS 157

7 The neroous system and kidnsys only infrequently pertici-
pate in the general disarder Blood change, if present, are not

The histologl {nation xhows a chronic granul ous in-
filtrate and several focl of necrosis which often ncreass in sizs
and bring about the total destraction of the affectsd organ.
Caseation, however is not found.

Manyhrgnhhﬁocytumm:ﬁ:rgodwﬂhpaﬁﬂtumd
surrounded by epitheliotd and glant Thetr number depends
umtheimmmunlogicﬂhmﬂonufdmhmt.bdngmtnhundmm

2 result of the breakdown of the natural defenses, this break
down allowing dormant fod of fnfections to become activated.

statistics indicats that histopl ais and tnbercall
aro found coexistant in most cases.

On the other hand, the muthentidty of reported cases of co-
existent Hod| s diseaso or leukemia is not well establithed, be-
came the of the lymph nodes and the incresse in
number of circulating leukncytes, with the sbsance of jmmature
forms are both encomtered i patients with histoplasmosts.

The question of whether is responsible for the
calcification found on c exumination of tuberculin-
negative subjects is of great tmportance to Pahlic Health officers.
It will be recealled that South American blastomycosts end coc
cidioidomyrosis can also produce calcification of the hilar lymph
nodes.

The diagnosis of histoplasmosts may be extremely dificult In
thenbsmmofdlmdahﬁcrymptomz Y

To establish the dt fs, suspected material from lesions of
thom!h,\n‘ynx.ur:i‘in.uwnﬂm&umcnhrged]ymphmdm
or the spleen should be stained for histologic study and mmesred
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and stained for demonstration of the fungus. It is not always
poasible to demonstrate the orgenism in material obtained in this
menner due to the small number of parasites in the lesions of
circumseribed histoplasmosis or to the fmproper selection of
material.  Suspected material should be placed in liquid medls
fortified with pentefllin and streptomycin to avoid bacterisl con-

Hon.  Animal inoculation has not proved consistently
successful in my experience.

‘The fungus can also be demonstrated fn the sputum, stomach
washings, pleural effusion, and sternal marrow  In adults, the
marrow generally fails to yleld the organtsm, in contrast with the
sitnation in infants in whom positive ylelds are almost always
obtained.

The serologic tests for the detection of precipitating and com-
ﬂmmtﬁﬂnganﬁbod.ﬁainthamofpnﬁmu“ﬂh!hhdm

ve recently gained wider vsage due to the availability of com-
mercdal ant] However the possible occurrence of cross
reactions with antigens prepared from Blastamyces dermatitidis
and Coccldiotdis fmmitis should be kept in mind.

Intradermal testing with histoplammin is of little diagnestic
value. A positive reaction in a person living in an endemic zono
stmply indicates that he once had the disease, while a negative
response in patients with generalized histoplasmosts ks en indi-
cation of an anergic situation similar to that In the terminal
phaso of taberculosis and cocaldioidomyeosts.

TREATMENT

The sulfonamides and ethy] vanillate bave proved the most
effective of all the many therapeutic agents used in histoplasmosts.

Itudlﬂicu]tloupln]nlhehe\:ofruponwof}loﬂhw
patlents to the sulfonamides in contrast with the favorablo e~
sponse of South Americans,

This discrepancy may possibly be attribated to the clrewm-
stance that treatment in South America has been almost X
clusively limited to patients with cire fbed histoplasmosis.
However as occurred in a recent patient of mige, tho sulfonamides
have been equally effective in disseminated histoplasmosis.
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Treatment with the sulfonamides shonld be started as early
nsponihlamﬁmmurwofthndheaw,befompmhnloglcvisccml
changes have occurred. Large dases should be given and matn-
tained for a long time.

The bination of sulfadiaz 1f; arine, and sulfa-
methazing has proved most effective and is the least toxc.

Ethyl vanillate hes been particularly effective in North Amer!

only slightly superior to that of the sulfonamides. The recom-
mended dose i 1.5 mg. per Mlogrem of body weight dafly
divided tuto four or five doses. The alight margin of safety be-
twroon effective and toxic blood levels renders the use of this
drug haxardons,

Mucotal lesions often respond favorshly to x-ray therapy or

cal extirpation.

The reported favarable results with stilbamidine have not been
confirmed in South America, and the high degres of toxidty of
this drug renders its use inadvisahle.
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The cryptospares and vacuoles may appesr as peripherally
situated minute buds as they emerge from the mother cell At
these times, they may resemble certain types of the tssuo forms of
C immitis,

The direct examingtion umder subdued light from the micro-
scope condenser of pus obialned from a large facial lesion in &
Eﬁmt observed in Balivia revealed both single and multiple

ding, thick walled yeastlike cells of 8 to 50 microns in diam
eter some of which resembled the thick walled, round chlamydo-
spores in late growths of H. capsulatum from Sabouraud’s glucose
agar at room temperature.

Furtado and his sssociates cite the studies of Arocira Neves
and Bogliolo to show that the caumtive fungus of this disesso
might better be named Aleurisma hrasiliensly use the micro-
scople exsmination of fully developed adult colonies grown on
cmnmmldignrmmhthndnmctahﬂodemmpamt These
structares differ fram the true conidiz fn not becoming detached
from the myceltum by dehtscence but {nstead rematning attached
to the dezd and empty hyphae.

Tissao iation {3 not revealing, because P brasftensis
often produces tissue changes similar to those camed by G
tmmitis and B dermatitidis. Neotropical blastomycold grano-
lomatosis bas o lesser tendency to suppurate and a greater tend
ency to form fibrosis than has fts counterpart in the North Amerd-
cam countries.

The fungus may be fdentified within the giant cells by the
periodic acid-Schiff technique or better still by emmontacal silver
Impregnations recommended by Bogliolo.

Immunology A standserd serologic technique for the detection
of complement fixing antibodies has not yet been worked oat.
Lilewise, the detection of hypersensitivity by means of the intrs-
dermal n of antigen has not been uniformly possible be-
cause of the lack of a standard antigen,

Treatment. Although encournged at first by the results ob-
tained with the sulfonamides, Negroni, and Furtado and his as-
soclates have lately been diseppolnted in this form of therpy
At the best, the sulfonamfdes probably esert a temporary sup-
prusiwcﬂ'ectonly
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Pomy, H. 0 Wom, Lo A, snd Tnomasm, R Ry Bouth Amerdosn
TOTT 1004,

Scroamr, F R Catsneoos Sonth Ameresn blastamyvosis, and
13 obworvod tn South Americs. Leotmre glven at Armual

Menting of the American of Chicago, 1049,

Texgow, A, Bosaxsn, A 2! wtodic de Im blastomioosh en

Costs Rirm.  Asc. Bial Trop.,, 163, 1063,
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blastomycosls. The fungus isolated from one of Lobos patfents
was classified by Fonseca and Leao as Glenosporella lobal. How
ever on revaluation, it may be ded as an ordinary strain
of Paracoccicioldes brasiliens: W)ﬁ:- d multiple budding
fmmsmi.;lbloodngnrntm C. and orchitis when toculated intra.
teatd y tnto ea pi| Its in vitro bd es are
s guinea plgs alogie propertl

The growths obtained by Fonteca and Siqusira-Carneiro fafled
to produce lesfons whan inoculated into animels and, in the case
of Siqueira-Camnelro were not sufficiently descrfbed to be of
taxonomic valee,
ﬁ]I}(l:;ﬂﬂvu.ﬂ)aﬁfore,thatweﬂauldcontinuau.dngthotumby
v the fungus was originally designated, ie., Ghmrgeﬂn
Jobot, imderstanding by this designation the form assumed by the
fungus to human taywe, In view of our scant knowledge of this
fungus, it soems premature to try to include it in the synonymy of
one of the causative agents of other blastomycoses.

Treatment. Surgl eud.dannfweﬁ-dmm.rmtadhdmnhu
given good results. In extensive lesions of long duration, it i
irnpoexible to excise all of them, and the surgeon should restrict
himsalf to removal of letions which ere causing discomfort to
the patfent. This procediure will prevent new lesions from appear
Ing in these areas for at Jeast a fow years.
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blastomycosis. The fungus isolated from one of Lobos petients
was classified by Fonseca and Leao as Glenosporella lobol. How
ever on revalustion, ft may be as an ordinary strain
of Paracoccicioldes brasiliensts produces multiple tudding
forms on blood agar at 37° C. and orchitls when inoculated intra
testicularly into guines pigs. Ity n vitro blologic properties e
those of P brasiliensis,

The growths obtatned by Fonseca end Siquetra-Carneiro falled
to produce lesions when inoculated into animals and, i the cuse
of Siquefra-Camneiro were not sufficiently described to be of
taxonomic valoe.

1 belisve, therefors, that we should continue using the term by
wh}dlthofungmwa:oﬂg[ml}ydaigmtnd,mchnmg'aﬂa
lobot, understanding by this designation the form assumed by the
fungus in human Hssue  In view of owr scant knowledgo of this
fungus, it peems prematims to try to fnclude It fn the synonymy of
ane of the causative agents of other blastomycoses.

Treatment. Surgical excislon of well-demarcated lesions has
given good results. In extensivo leslons of long durstion, it is
tmposible to excise all of them, and the surgeon should restrict
himself to removal of lesions which are camsing discamfort to
the patient, This procedure will provent new leslons from appoar
ing in theso areas for at least & fow years
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clude a diagnosis of blastomycosls. The periodic acid-Schiff
reaction is valugble in this connection. This techrdque colors the
thick, highly refructile wall of the organism magenta, end in
tissues stained with this technique, the fungus stands out clearly
against a bluish background, espectally If the examinaton is made
under redoced light.

Mycalogy B dermatitidis grows in the tissues as a single ar
budding, yeastlike cell with a thick membrane, messuring from
8 to 16 microns n diameter The sizs of the fungus should be
accurately determined with an eyeplece micrometer in order

cultures of the Iatter remain yeastlike regardless of the tempera
ture at which they are grown. Difficulty may be encomntered in
soparating cnltures of B dermatitidis from those of P brazilienss,
becauss both fimg! develop s a yeastlfke organien at 37 C, and
a3 & fllamentons mold at room tempereturs, so that & mico-
scopio examination i3 necestary to distinguhh between the two
organiams, B dermatitidis nsually multiplies by single budding,
wherees P bruzillensis produces numerous buds along the out
side of the cell wall

Immmology The degres of hypermsensitivity as measured by
the reaction of the host to the fntracataneous in| n of fungus-
vaccine or blastomycin and to the complement test varies
during the course of the infection. Both tests shonld always be
employed ss prognostic and therapeutio guide posts, for when
uted singly especially as diagnostic aids, they may be

A positive reaction to efther of the tests indicates that the patfent
has blastomycosts. A negative resction, however does not

x:dtoﬁxthoanﬁbodmuafimﬁdmtmmbmmgpomm
plﬂunthufnﬂedtnmquimrpodﬂuhnm!m;zmdthar&m
does not respond to the int test. prognosls in
thhimtmcahpocr
T Ear]

N I, I ot
yeotd

by letloms
with the knife or electrocoagulation is the best treatment. If
the process i already too extenstve for this procedure, the fodicions
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wse of r-reys in conjunction with the orsl administration of
Lugol's solution and the application of streptomyein com-
presses will frequently reduce the secondary bacterial infection
to a point whers the use of surgical diathermy will bring aboat

a cure.
Although stilbamidine has proved successfol in amesting a
number of instances of the diserder the occurrence of bepatitis,
nephritis, fifth nerve damage, and f lapses during and
aftarﬁwtmatmmthu:hownthntlhodmghbynommm
hormless  The search for less toxic agents is baing pursned.
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RHINOSPORIDIOSIS

Symptomatology A typical instance of the infection was ob-
served in Bolivia. The patient showed a large, prrplish-red
tating, polypoid mass extending down from the nose and over
upper ip  On close inspection, tiny white were detected
scattered throughout the papilla which bled easily
at the slightest tonch. Two small, wartylfke grannlomatons
lesions were present on the left cheek. There was no essoclated

Pa%;edbordashmldpﬂndpaﬂybedhﬁngmhcd&ompwgmk
g‘nn&lmm, epﬂh;gdzm, hyperlmph}c ﬂl!n.!g.t conjunctivitls, nelo-
Bl - e In
fgﬂent suffering from neotropical blutomycoié granulomatosis
obmrvediuBol!via.ah:gapo]ypoidnmxsmmdedupﬂn'm:g
thonuaphuynx&mnm:entofoﬂglnlnthamouth.w
entire nose. 'rhonpmnco this growth was that of a sessile
polyp of rhinospori from it, however by the
absence of white spots.
Mycology Sinco no media aro avaflable for culturin cé:
causative agent of diosts, scrapings of suspect
terial should be dhecdhndmpofmmnndul
caver slip. Blopsymam-lalshuuldbestn.lncdwﬂhthupafod}c




Treatment, A]moughthenmﬂn-hﬂnmd,ﬁ&" S nts
dﬂM;rmvohdhcmnfmtmdmymm yL -
involution H left alone, it is bmm"'“?’

CRYPTOCOCCOSS
§ logy The skin occush lly terves g 4

for ths in which event port of

S e e ST b
betn,

m ?ﬁ\m&fé&ex&ﬁmx&g%bw1wb
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vorious substences as pancreatic amylase, hyaloronidase, and
acid end allaline solutions but they failed to observe more than
@ slight effect on the capsular formation.

Tho presence of such a wide caprule probably serves to in-
hibit the formation of antibodies and explains the fadlure to
demonstrats ogglutining or precipiting in the sera of infected
persons  The lack of tissue reaction to the fungus is also due to
the wide capsule. Intracutoneous tests made with vaceines and
extracts of the fungus have ifkewise proved unsuccessful.

C. neoformany in coltures asnmmes yeostliks forms regardless
of the temperature at which it grows The cqj does not
appear on primary cultivation, several growths g reguired
for it to dovelop In its nonbudding phase the fungus may be
mistalen for C. tmmitls and B dermatitidls. The G
like organism described by Labo shows only single budding, end
that in tissuo sections only

Tr The sulf ides have proved effective in some
patients, while {n others they have fafled to stop the progress of
the infectlon The antiblotics have proved tneffective. Cuta-
neous lesions are best exclsed and the operattve wound exposed
to the x rays.

REFERENCES
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CEOTRICHOSIS

The causative fungus of this infrequent mycosls is Geotrichum
candidum. Our anly concern with it s that it sometimes pro-
duces oral lesions consisting of whito patches which greatly
resemble thoss of thrush and that its appearance on microscoplc

{nation bears closo bl to that of B dermatitidis.

A confusion of the spherical forms of G candidum with the
budding forms of B dermatitidis may be avolded by eultivating
Geotrichum on Sabournud’s glucoso agnr plates ot room tempers-
ture, The resulting cultures are soft and yeastlilo and continue

to form arthrospores by segmentation of the hyphac, in con
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i
trast with the cnltures of B. dermatitidls which often show
mentxtion of the hyphao on primary cultivation bot o Lo,
come fllamentous and produce conidis.

IhAmufnhHmmﬁlmshumdgmuthmx
infections dus to Geotrichum has been recommended,
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Mucocutaneous Candidiasis {(Monthasis)

By
Frederick R. Scimmldt

Tmummdm)mbglnfeammnfd-nincmﬂnm-
fections of the akin, pafls and mucous membranes are usually rec-
ognized end described. A fow unaxusl features, howover merit
attention,

The nafls are most ly Infected as a comseq

however this fs not s0. Negron{ desertbed soveral instances of
patients in whom the infection first tnvolved the free border of
the nail, whencs it spread to the nail bed.

A man recently entered the hospital complaining of dlarrhen
and extreme woukness ‘The routine examination disclosed »
severe degree of macerated, vesiculobullous dermatitis of both
hands. C. alt although abundantly present in the stools,
was not found in material obtained from the hands. No evidence
of the presence of flamentous dermatophytes was found on the
hands or feet. Tt was therefore concluded that the dermatitis
wumutﬁruximnfthemtuﬁnnlucﬂvﬂyufthcfungmteqm
“1d" Wi improvcmentlnthamnnlmndmon,tbodunumhﬁ

slowly undergoing involation.
The occurrence of miliaria lated with the p of G
albicans or related species fn the stools and cutancous lesions
hat been reported.  Veslculopurtular dermatitls of the vaginn,
agsoclated with Condida Infection §5 commeon in diabetes and

1t is an expected finding {n preguuncy when oo
mmdymwmtdmﬂmtmﬁ
at term yield C. alblcans g the vaginal sec  fons.
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Chicago gramlo
amh&aqmﬂyammndnrymdamhwmyam
by other types of fungl. This apparently occurred in the lntle
mmgﬂimms mmmgdm”ﬁm
0TI
dematizceous fungl. o the growp of
Acrodermatitls enteropathica is a syndrome
of the ki and nails, Joss of hair mdmu'm’h"dnﬂﬂhn
fn tnfants betwoan the ages of 3 weeks and 18 months, 1‘?‘“‘?
trast with Candtda grumloms, however ﬁmmhdommn-
tbofmgm.whﬂenhmdmtmywlhldmumbeﬁnnﬁdd
the scrapings obtained from the siin lesions. In tn
enteropathica, thersfore, & stll moknown futesting] .mntﬂi:
Ip‘parenﬂympundblaforﬁmﬂngthalomﬂmﬁmufdmm
Truhnentwiﬁ:diodoqu.tubmuaﬂyu&uﬁve.
Thnypmmnmofﬂaﬂﬂmmmmgxﬁumh&h'
and noucons membranes, as well as tn caltres, b too wey Tafly,
to merit description Snebmlacai.pedmuqmqhbm
mcmmﬁgﬂmm&m%ﬁ-

g P* | dospores, o
spores. ’ 4t
The few valid of the germs Candida of int,
dermatologist can be on & starvetion med;,

com meal agar or the sofl-extract agur medtoy, oy
ey Sy
The excellent results obtained with the topical

oral ad tion of M. thn (obtatnahle t
upauluufmo,ooomu)fnpaumuwxmmpmﬂdd%h:
o
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the skin and mucous membranes completely overshadow those
following the use of older remedies

The increass during recent years fo the number of fntestinal
Candida infections has been attributed by many to the wniversal
use of the antibiotics Considerable doubt has recently been
cast on this contention by Robfnson, who showed that the nar
mal tntestinal fora contains G albicans in 16 per cent of normal
pexrsons, and that the incddence of the fungus 1s not Influenced by
the use of penicillin or the brondspectrum mntibiotes. Many
dlintclans will nevertheless hesitate to accept Robinsons tter
pretations of hiy in vitro tests since there is a good denl of clinteal
evidence to the contrary

An effoctive remedy agniost intertinal monfliasfs hes recently
been fntroduced by Neuh This consists of d com-
plexes of an acld adsorhing resin and certan fatty acids, par
ticularly caprylio acid and its nearby homologues, and wndecy-
lenfc actd. In none of her patients were any toxo reactions due
to the wse of this ¢ ageat observed. The succossful

treatment of the int tnfecdanm:ylmﬂh:tbcdlqunw
ifestations dus to C. albl

used in one per cent polysthylens glycol.
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Concerning the Superficial Mycoses

By
Frederick B. Schenidt

Keral.n}ythufolhﬁva. This disorder is manifested by a scal-
ﬁ:mdiﬁonufthnhmd:andfed,mmtpmbab}ymmcdby

T rubrum or the mosulc fungus the former having been
Isalated {n 20 per cent of reported cases  Tho mosaic fungus was

formerly aither ax an attenuated form of Trichophyton or
Ephimn:znyt:durumnmcaﬂula:depmﬂuff\mgiwmol
esterol

Goolz recently interpreted his experimenty as indicating that
mon}cfunglmly;rmtﬁnymlxtmoufumadduﬂngtheud
dation of fatty material ' the normal epldeamis. He explains
the observation of Dowding that the mosale fungus is uroally
found at & higher level than other mycelhum in cover slip prepe
rations by the results of his experiments, which show that the
?ghﬁ.unoffnnymbnamtnkmphmnnctlyatthhlmdm
Treatment conists in the elimination of any existent fun,

Teservoir between tha toet or in the grotn, the use of a few

tional x-ray treatments, and the local application of 2 per cent
sleoholic solution of salicylic acdd. It is good practice to have
Patients avoid the use of strongly alkaline tuaps and detergents
nﬂﬂ';ﬂ&fnlormllnnnlgn. This disorder should not be
confused tinoa nf| 2 feal fun,

disorder of the fﬁmmmm?;mmgﬁ

of the lexions ented gpots in cal tinea versicolor
brown mdbhckpigm ks

mycoses are often as-

superficial
soclated with depdgmentations of the fece m‘*-mdll'm-l,bdng
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especially common and noticeabls in tropicel countries where the
ﬁ:ﬁi&h,:ﬂghﬂysm]yrpotafvuyhgdmmdﬂgmmmofm

concern to the women of color fn thoss lands. y
kuownunmdzﬂdren,theymndoutprmnmmﬂymtm]yin
darker skinned persons but also tn thoss with light complexions
whanexpoudtothetmglm]m Children living in hot, humid
H aro especially i,dneotbeynrowmundymbb.hﬁ
off sweat an their faces and thus Infecting the skin with fungi
pyogens. The resulting infection produces & slight scale which
partially screens the skin from sunlight, leaving o more or Jess
sharply defined whitish ar grayish spot surronnded by pormally
colared skin. If exposure to sunlight is continued, the loss of
pigm;‘ltpmﬂmfurndktxuﬂng]ykmgﬂmauﬂaﬂnmhb
cast

On close inspection, many of these spotted achromias appear
stippled with minute, skin-colored elevations resembling goose
flesh. They are follicular reactions to the actinic ray and serve
to distinguish the actinic achromias from thoss caused by fungl
ar pyogens.

Thess white spots differ from those associated with vitiligo in
that they have a grayish color and do not have a hyperplgmented
border Patients with pinta wsually give a history of previous
lesions ve of the disarder and show leslons distributed over
the entire

Controversy exists over the mode of production of theso white

It does not seem reasonablo to escribe them exclustvely to
screening action of the fungus ar the scale that it produces
ngaimttheshnrtwuvnultmvmlctmy:ofthumn.bcmmewcy
are also found in areas protected aguinst sunlight by I
would rather belleve that they aro dus to the inhibition of the
axidative p d in pi| formation, brought on
by the partfal destructfon by mul(g%t, of the watcr soluble vita-
mins, thiamine and ribofavin, in the skin.

Clinical evidence seems to bear out this pomnt. Patients are
instracted to apply the ointment of ammoniated mereury DSP
twicodaﬂytoend{w}ﬂlospotundmubtbmompsdunfvm
min B daflly Tablets of thiamino and riboflavin are added to
the vitamin B capsules when the infoction has been eradicated
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by the uts of ammonisted mercury The results obtained by this
method are superior to all others in current usage pigrentation
usually taking place within a few months

The ure of alcoholic proparstions of ammidin and someidin
has proved dissppointing fn my experience. The inesthetic ap-
pessancs of the brown dng surrounding thoe white spots and the
oceastonal acenrsence of severe bullous reactions associated with
the trestment speak against the use of thess compounds fn the
treatment of the spotted uchromias

Erythrasma is cameed by Nocardia minutinsime and occurs
paradoxically more frequently in the tsmperato regions of the
Amexicas than in the tropics. It differs from tinea crurls by the
absencs of fiching and signs of inflarmmation, a3 well as by the
;;mceofmmﬂﬁaluimmdthaprmdpn]mcfinfeo-

Thapamofaythrmadnno&ﬁumundnwﬁs
light, in contrast with thoss of tines verticolor  Intertrigo should
20 be considersd tn the differentisl disgnosls, but fn contrast
with erythrasma, intertrigo is molst, scutely mfiamed, and has
li-defined borders.

Trichomycosls vulgaris. This disarder &5 caused by Nocardia
termis and Corynebacterium tonuis. These organimi are fornd
i the yellow varlety of the disorder and whem ssoclated with
medndngwcdpmm&athﬂmimdbhnktypu The
resultant red, ar biack concretions surround the hagry
ofﬂwumy.?;o;mmmdmgmdmwm a6
;‘{mmdmthomlddlemthkdu‘fthnaﬂh% bale Thy
oction Iy frequent among persons living fn bumid
od becaruse of tha color of the vodales, 1t cxusen & good deg) of
m{,ﬁ‘“m The diveass may be separated from whyp,
and b pladra by microscopic exnmination. the o,
fected hairs and them applying & 1 2000 solution of of

merenry s usually suficient to destroy the

Piedr. mmdnmxcdmdmfmmh%m
bearded regions coased either by Piedrair hortal or T
beigelit Piedmismarbdbymepmmofnunmmm
mﬁ!rma&h:rfngmﬁ:ehﬂrshnﬂ.fhomdu}esn{hbdnm
simall that they sre casier felt than seen. thk%‘f:
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exclusively tropical disease, the dark brown or black color and
thehn:dnwafthomdulaaepamﬂngﬂﬁmnw!ﬂteﬁ.
The concretions in both forms of the disense are firmly a t
to the halr They contain the causative organism which s &
thick walled mycelis] structurs that is wider and coarser than
that found in trichomyvcoxls vulgaris. The trentment Is the sms
as for trichomycosts valgaris.

Tinea imbricata or chimbere. The bizarre plcturs of con-
centrically arranged rings of scaling papules seattered over the
body #s so typleal that there fs little chance of confusdon with
ather dirorders The slightly elavated, serplginous lesions are
marked off from the normal skin by alightly elevated, brownish
margins. Isolated instances of the diseass occur in Guatemals
and Mexico whils endemic aress exist in Braxll

The causative fungus is Trichophyton concentricum, which is
readily recovered from the scales as branching chalns of Alaments
composed of cuboidal arthrospores of varying size  The disease
is generally resistant to treatment and often rocars in splte of
;}Jpn:mtmmdnoedbymchmdam tons as tha solution

fodine US.P, sulfurated salicyllo oeid, and cintment of salk

cylic and bemmic acld N.F

Tinea nigra palmaris or keratomycosts nigricans palmaris. This
superficial Amerfcan myvosts is marked by slowly developing
blackith ar grayich, discrete, round patches most
situated on the palms, On closo nspection the patches, of
there are usually only one or two an each hand, are seen to coo
siet of minute hlack dots. The cqusative fungns i Cladesporfum
or Dematium wernecki Direct microscopic examination with
reduced light of material from the pigmented lesions placed fa
30 per cent potassium bydraxide salution will thaw olive-colored,
branching, septate hyphse.

Tinea albigena or calor do figo. This disorder is cnsed by
Glenospora albiciscans the infection begtnning with large dome-
shoped vestcles on the palms and soles  Itching is Intense Tho
vesicles soon breal, leaving erasions which rapidly scquire &
dry fisswred surface. The process generally terminates with

depigmentation
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Tho treatment of these two conditions condsts in vigorously
rubbing the effected areas with a 5 per cent aleokolic salution of
ralicylto acid to which is added 2 per cent of iodine crystels.

Tinea of the hands and feet. Epidermophyton flocconm, Trl

rubrum, end other specles of Trichophyton have been
fsolated from this dissase. It may easily be canfused with inter
digital intertrigo caused by pyogens. The lesions of both fun-
and pyogeno origin often serve as ports of entry for fo-
%rﬁmlaMgmpedpherﬂwmhrdhmmd ts.

Thoe application of such acidulated solutions as vinsgar or
barlo acid in water to the molst arcas in the early stages of the
disorder is mwymally effective, for it not only restores the normal
acid mantle of the body but ity acidity is also intmicel to the
further growth of either fungi or bacteria. Later when the lesiony
thow dgne of drying up I have had success with swabbing the
affected areas with a 10 per cent aqueous solution of dlver nitrate
contatning 5 per cent of alcohal and then exposing them to the
s ar to compression with water-cooled ultraviolet radiation for
2 mimte or two
ﬁ-:-?mm Several different fungi have been recovered

the ledons of this disorder emong them T ferrn
nmdﬂnﬁvﬂmgmpofm&@iymm@hy&
foccoyum, Microsporum canis, and Microsparum gypseurn. The
peopls of Central America call the skin manifestations of this
and simflar affections, regardless of the cause, carate, which shonld
not be confused with the same word used in Columbia for pinta.

Tioea erurts.  This disorder i3 commonly ceased by Epldermo-
phyhmﬂmommmdvaﬂomspedau{Tﬂchuphyhmmdm
cusionally by M. audouinl. It fn tho crotch as tharply
delineated, scaling, red ereas with an elevated border of vestcles
d crusts, beyond which there are usually a few satellite lesions,
Usally bilateral, it oy also be fornd in the axillze, Itching
{s generally intemse. Such g factors as perspiration,
diabetes, fmitation from clothing, lenkorthes, xnd friction from
Dbuityrquhnnhmﬁonb&manﬁfungllmummthbegm
Rldmunnnnn}ylmvethhm{w&onmthnmthumbw
the raddle. Adaﬂydeanﬂngoftbnlﬂcctcdnmwmlm“i
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lated detergent in place of soap fallowed by the application of
solution of jodine U S P and a liberal dusting of borated tale
is usually effective.

Tinea barbae. Although uncommon in the Americas, its fnd-
dence in Puerto Rico and Haltl appears to be on the increase.
Inthmehlﬂmcminwbid:themmtlvoﬁmgmhh{ canis, the
infected hatrs will show & bright green fluarescence under Wood's
light, whereas if T violaceum is the cause, the hairs will appear
dull white. Farmers having contact with cattle often became in-
fected with T men| This fungus and T rubrum
do not fluoresco when exposed to flltered ultraviolet radiation.
The use of cpilating doses of x-rays is usually curative In tines
barbas.

Tinea capitls, Tho fungi most commonly isolated from the
inflammatory lesions of tnea in the United States are
M conis, M gypseum, and T In Argenting, T viols-
coum 15 the chief offender Tinez capitls Infections cauted by
T schoenlein! of the faviform group of Trichophytons s un-
cammon, but when it does occur » history of contact with eatile
iy usually obteinable. Infections cauted by M. audouin! generally
produce Iow grads, scaly patches showing little tendency to in-
volate teneously in contrast with those caused by species of
T yton such as T tonsurans.

Species of the endothrix variety of Tdchophyton produce the
madmlmlformlmuwnublukdotrlngwmm,wblchmml
fests fteelf as {ll-defined areas with many mfected halrs in the
form of black dots imbedded in the epidermis. The hais do
not fluoresce under Wood s light.

In the West Indies, Central and South America, M canis i
the commonest cause of tinea capitis in children. Wood's light
haspmvidcdnmwuof:gmndngtn!wﬁomduutohlmnh
from thoso caused by M audouninl Although hairs fnfected with
either of these fungi fluoresce equally under the light, tho fluo-
rescence of M canis infections is a paler green than that of M
audonini infections. The ability of M canis to fluoresce docs not
lust very long in contrast with M andouini {nfections, in which
the brilliant green color sometimes persists for months. M canls
fnfections should be suspected when the patlent gives a history of
contact with a cat.
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Cat hatrs are also nfected at times with M gypseum, T ments-
grophytes, and T mbnmthmdjngtume,Bmd:.md
Boudet.

The ph of i exhibited especially by species
aniu—mpcmnhubemngrmtaidunﬁlIntelrymthedjagmm
and treatment of ringworm of the scalp. Pipkin and others re-
ported & large mmber of cases of fungons fnfections of the scalp
in the southwestern of the United Stutes caused by Tricho-

tonsrans of the crateriform of trichophytons.

t3 a5 well a3 children soem to be T tonsurans does

physiclans and nurses examining children Wood's light.

The mildness of clintcal signs of infecton in adults, taken {n con-

function with a certain simflarity to such disardees as soborthelo

dermatitis end lupus erythematosus, makes an accurate estimats
of the incidence of the discass tn aduly

My records indicate that approxdmately 84 per cont of M.
wudoutn! and canls infections of the scalp tn children clesr spon-
taneously {n about three months.  Until then the child should wear
o skall cp and use the afntment of ammontated mercary U S P
in combination with an acidulated to prevent spread of the
fnfection, since I beleve that the with ammmonlated mer

sulfurewm or ons of the of organisms, or the in-
fections for over five x ray therapy is indicated.
This of treatment results fn about 80 per cent of cures,
lhl!lhouldbefn]]cwodbymammlmmv:lofrhﬂnn:dﬁng-
ments of hatr
Tinea unguinm. This tnfection i3 most commonly camed
Tmbnmmdhn&qumﬂybmedmumg_mg
C. abicans which often twn the nafls green. Nafl tnfections
:;!dbyhdmﬂondmm]dnlmdlﬂlaﬂtmm M

ly causes nail infections, which Is surprising tn view
drmmﬂ:nuhmﬂaﬂynmﬂmhnﬂéngfmgﬁ;:
Hclpating in natore tn the breakdawn of keratinous matarial

con~
'&??ngthod:mlulhﬁo{snd:uﬁdmlﬁmumm
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I belisve that the hyperleratotic element assodiated with T
rbrom infections of the palms and soles accounts to & great ex
tent for the extreme recalcitrance af these infections, the fungus
being enclosed in nail substance providing an ideal nutrient which
makes tt Imperative to remove as much of the infected nail as pos-
stble before using topical applications. I therafors make It 2 prac-
tles to send persons with ringworm of the pails to o chiropodist
with instructions not to return until every fragment of dissased
nails has been removed. Solution of fodine USP and aintment
of salicyclic acid and benzoic acid N.F sre then rubbed vigorouly
into the affected arcas for many months.

If this does not eradicate the infection, surgical avalsion fol
lowed by currettage of the nsil bed up to but not induding the
softer growing oafl matrix becames necessary  In this wav all the
tnfected keratin con be removed.

Kesten, Benham, and Sflva recently reported encoumging re-
sults with the use of solutions containing lithiem bramide and
Asterol (Rothmen techniqus) in the treatment of 32 patients with
T rubrum infections of the nails two of these patients wers cured
and 19 showed merked fmprovement.

Mycotic paronychis. Commonly caused by the staphyloceccus
and C. alblcans, this condition is only occastonally produced by
Mucor a fungus that has been tsolated from instances of parony-
chia in frult handlers.

Monilial infections of the fngernails, This recalcitrant condi-
tion sometimes ylalds to fractional doses of x rays or application
of solutions of gentfan violet or sodium perborate. I rarely have
success with thete methods or any other methods unti] the patient

his occupation which is usually one in which he coo-
stantly has to wet his hands.

Majocchfs trichophytio gramiloma, A case observed in Chile
to mind the possible distinction of this disorder from other
¥ Lgcmdmm The painful, deep, and granuloma

tous lestons on legs had been present for four years repeated
examinationt for fungl and ons having been negative.  An
tntracutaneous tests with trichophytin was made, and surpeisingly
enough the patient respanded very actively to the antigen Sub-
sequent exemmations for fungl were negative.
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Tinea wmiantaces ar ashestosike tines, m“‘?h&;b
on 13 seen to consist of ashes l”ﬂ’b@]tﬁc

h LB
fafections of the extornal esr canal, troe
mateclal taken from the ear W%&ﬁ
el i
stoflar fn struchure, possesting fused .

Otomycosis should be chiefty ol
terial dermatitis, seborrhete dermatitis, Mﬁhb@

tant dermatitis. tact
mFungom infectians of the external ear capy] (=54

[
fleult to cure. Tbmrlhmﬂdbokuptdrynﬂ%‘
xfbleofthompcrﬂd-ll!.aywloh‘llm?mk h‘?hs
per cent aleoholi solation of ¥ “ﬂd;%"‘ﬁl-g "
salins solution. Tharough cleansing and rex ‘M

2
other material are exsentlal.

In Px. mgmmah:femlﬂ-dmndngdhu‘ g
nav:ld::lhtv:ddulezgemlndthemmlng1"‘11},«;;-,;,,1,.‘.B":3‘iﬁi
srnﬂydfect!ucum. Otntments containtng ty :
ahlobecm.uapcnic:ll]lnn]lo‘manu~,~erg;rcrwﬁ,‘}.ct ¥
Piendomonas.

s,
Themmnfurthschrmidtyoffungumhﬂmf“&ﬂm
only by T rubrum but also by ather species of

T

Vg g
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oot clear  In addition to the hyperkeraiotic element assoclated
with T rubrum infections of the palms, soles and between the
toes mentioned, such various factors as the lack of co-
operation on the part of the patient, the improper uso of olatments
and lotions, the absence of natural or acquired fmmunity in the
indtvidusl, and the failare to eliminate all the residual focl of the
fungus are possible explanations of this recelcitrance.

It will be recalled that the dermatophytes usually grow best in
the keratin layer of the skin including the keratin of the hatr and
nails as well as that in the folds of the body and in the maist, alke
line environment. 1t is therefore easentlal frequently to cleanse
the affected area with cotton or gaure soaked in a little vinegar
and fallow it with o keratolytic ointment,

An example of this lack of responss to treatment 1 the man who

ded satisfactorily although slowly to treatment with x-rays
and Whitfleld’s ointment. He had feithfully followed nstructions
by vigorously rubbing the cintment into the lesions on his arms,
legs, and feet with a towel wrepped around the band. Improve-
ment, as stated, had been satisfactory until @ crop of dermatophids
appearod on the extonsor surfaces of the arms and legs. An exam-
inatlon of the feet revealed the presence of soveral active lestons
which he had noglected to troat. The patient was tokd to omit
all troatment but that of the moist areas on the fest. He returned
to the offico two weeks Inter happy over the disppearanco of the
spots and the tching In this instancs a5 ip so many others, the
residoal foel of fungf on the feet were undoubtedly the canse of
the patlent s faflure to respond completely to antifungal egents.

The importance of rubbing the ointment with great force into
affected nonhalry areas at Ieast twice datly can not be overempha-
sized.  Its efficacy is enhanced If the and feet sre fint
placed in a weak solution of vinegar and tho body lesions aro
daubed with a cloth soaked n the same. Perxistence in following
this regimen usually results in a cure, especial attention being paid
to any reservoir of infection.

The indications for using solutions of potassium permangenate
and cold compresses of solution of eluminum octetate N.F in
acate stages of mycotic diseass are too well-known to merit dis-
cussfon. Halry regions aro best treated with solutions of various
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composition. I have found Castellan{s patnt and Squibb s Myco-
stutin {n ofntment or caprules of 500,000 umits equally effective
against Candida infections under the breast and elsewhere.
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Tuberculoais of the Shin
By

Gustay Rieh!

A CUTANXOUS lesfon uced by Mycobacterium tuberculosis

Is currently called a erm.  This term also includes tu-
berculous lesions of the mucons membranes of the mouth, nose
throat, and anogenital

Althmgbthndln!mlmgp?:mnufthnmbaculodmhwﬂ
keown and clearly defined, the dlagnosis can not always be con-
firmed either by histologf inatfon or logic tests.
The mmmunologic situstion of the host tssues, for Instance may
prevent the development of daxdc tuberculous structure. Ex
tremo hypersensitivity and complete lack of sensitimtion to the
tuberculous toxin are well {lustrated In patlents with tuberculom
septicemin, on the one hand, and in those with complete anergy
and lack of Hesue reaction on the other

Efther Moros test or the more accurate Mantoux test mey be
used in disgnosia. A negative reaction means that the subject
either has not had tuberculosts or is overcome by a virulent tuber
culous infection and is unable to respond to tuberculin  Examples
of the latter are generalized millary tuberculoxs and mucocuts
ncous tuberculosis  The positive " displayed by patients
with Boech s phase of cutaneous sarcoidosis is regarded as o ex
ception to this dictum by those who believe in the tuberculous ord
gin of sarcoidosis  On the other hand, e pasltive reaction means
that tho patient harbors living bacilli in his body It does net ln
dicate, however that the skin lestons aro tubereulous the ocowr
rence of focal reactions in theso Jesons will alone confirm this.
Patients displaying a poxitive response do ot o a rule show ac-
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tivation of existing skin leslons  The dangers of high-dosage dlag
nostio tuberenlin ere too well known to merit consideration.

It is fmpassible to distinguith clinically between the lestons pro-
duced by the human and bovine types of M tubercalosis. The

pictures.  Bovine tuberculosis has been almost completely eradl
cated in the United States, which probahly sccounts for the rels-
tive rerdty of cutaneous tuberculosis In that country  This low
tncidence of cutaneous tuberculosds s also found in othar parts
of the Americus, In spite of the great number of infocted cattle
and of patlents with toberculosis.

It was recently demonstrated that many strains of badlli calt!
vated fram the skin lesions of this disease fail to show the morpho-
Jogic and cultural features which we have loarned to emociate
with infections cansed by efther the bovine or the human type of
bucil,  Instead, they show featnres of both types. Funk has
shown that the virulence of the particular strain of becilluy does
Dot determine the type or degree of malignancy of the skin le-
slon,

The nature of the chemical substance responsible for tubercn-
lows and tubercaloid inflltrates is well established. Torenty to 40
Pper cent of the dried bacillary material consists of Hpid substances,
and the remainder of carbohydrates, albumins, and .
Thres Itpid fractions have been found the acstone-soluble fat,
phosphatides, end the waxes The epithelioid cells are apparently

produced by the action of substances contained in the phosphs-
ﬂdﬂmdflt,whlchumunufurthenbﬂltyofdend to
evoke speciflo tissus reaction. Roulet and Block maintain that
this substance 11 d phthimacid.

With the t of immunity many bacilll are d
bypoldv)::? car leukocytes, and d-phthionacid s Hberated
from dead bacfllL It is then dispersed in the cytoplasm of
h’-‘ﬂocyi?. resulting in their transformation tuto epitheliald cells.

quently phagocyte the remainder of the ltving baclllt
o3 vell a3 the dead bacillt and are destroyed.  Accarding
to Kallnff giant cells resnlting from frritation of epitheli-

old cells by d thionacid represent the final in the prolife
ﬁwphmofidbme. e Hep i
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Individual Jocal and general factors cause different reactions of
the host Hssues, thuy producing differences in the clinical pleture.
The skin is apparently not a fertile fleld for the growth of the ot
genism, either becanse of its frregular end comparatively low tem-
persture or because of ts pecullar structure, The reaction of the
skin differs only slightly fram that of other organs, with the forma
tion of focd of caseation necrosis surroumded by a zone of epithel-
old cells and occastonal glant cells  These tubercles are more or
less walled off from the adjacent tissus by a thin band of lympho-
cytes. Ths occurrence of necrosis tn the skin Is extremely rare.

Irragularities tn tha etructure of tha tubercle are frequently
found, theso deperding on the immunologic situstion of the host.
Plasma cells are never present in profusion. The elastic fbers re-
sist destruction much mare than in

The bacillus enters the skin in three ways from the outside,
through the lymph chanmels, and from the blood stream. The
rare primary complex of the skin iy the best example of expgenous
infection. Verrucous tuberculosis of the skin, an the other hand,
alto occars as an us infection but caly in patients who
have already been infected, thersby representing & retufection.
In mucocateneous tubareulosts, the resistanca of patfents is low
a.udthstiuueztwannmthbadmmmlungmmtufacﬂanmﬂm
terminal stages of pulmonary or Intestinal infection.

Tho primary complex may change into lupus vulgarss. Chil-
dren living intimately with tuberculous individusls may develop
lestons on the buttocks, which we in Auastria call aowling lupus.
1 have seen indurated edematous letions of the female genitalis
produced In this marmer  Thess lesions, however aro extremely
rare.

In 70 per cent of patients with lupus valgarts, the infection de-
as a result of the spread of tho infection from neighboring
lymph nodes, bones, cartilage, or tendon.  Colliquative tubercu
Losis of the skin dovelops in this manner  The way in which the
mdalyinﬂilymph node becomes Infected 1s still open to confec-
ture. Milk and mill products may be the annwer  In this com-
nection, it will be recalled that pasteurization docs not completely
ngghntinfccﬂonnndthntbaclﬂ]mnthrivommrmm
where they may remain viable for many weeks. Persons droking,
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mmnmmdmﬂmyﬂwdmbmcmfmdmmymo{
Lbemouth,thsfmqmtmvolvmmmdthedeepmhl}vqh
nodes of the neck indicating that the tonsils are often the s2= cf
the peimary complex. The tonsiflar chancre may not be evicers

on inspection.

The skin in the remaining 30 per cent of patients wiZ &
becomen infected through the blood stream.  This {s sl (e mole
ofpmd.n,cﬁunofﬂmmbamﬂlds. Disserination by the Elne?
mmhpmumﬂymuﬂymmmmh&&»
dividual The focl nced fn this manner are foalTor
difficult to distin, from thase arlsing from infected frmmhi
ducts or nodes  Futhermore, it s often Impossthle ty fud o ¢
evidence of involvement of other organs in instances of exteraing.
lupus produced by blood bame dlmemtination, Hist by e
umination. of the bronchial and hilsr lymph nodex, Baretrio—
cal of tubercoleafe.

It is genarally believed that M TocxKzes £1 the 4w
mhnndmbmtnnwuiﬁuunlnwlﬂdlthawwﬁ:w*/
'Pﬂﬂdnamﬂytuwrmm:umuli A“me‘lmufduﬂ,

circ:la by relative deflgpis F

TE and shugghh el tho bacfllus lodges fq dipe +fiens
and minute Whmngﬂhnm&mmj’ﬁ
terstitial fluids. Thus almost &l forms of cutanecme f3pmrs . o”
hzwthairmigininmdmt&nnrtuhlumdmma‘» e,
of ths subcutsneons tixsne and dezmls.

Sm&omlmmgmmwwnmv —
mmadwwﬂ"ﬁcmdmympﬂ&e&w,,‘_x .
follows that an autonemically unstable tndtidml Few . L.

”
by thetr abnormal to cold, as well as tha g . ¥
lhopﬂpulmoﬁcmd almost -
with cold, cyarotic hands and feet, abo Indiatg » v pwie
instability The predfiection of lupns vulgarh for ¢, v
tributed by many to the increased Porme b gt
by antongmic unbalance as shown by the grare e of



160 CONTEIBUTIONS TO PENAIATOLOGY AND MYCOLOGY

Individual locel and general factors cause different reactions of
the host tissues, thus producing differences in the linteal
The skin is apparently not g fertile fleld for the growth of the ar
genlsm, either because of its Irregular and comparatively low tem-
perature or because of fts peculiar structure.  The reaction of the
skin differs only slightly from that of other organs, with the forma
tion of focl of caseation necrosls surroundad by & zone of epitheli-
oid cells and oceasional giant cells  These tubercles are more o
less walled off from the adjacent tissue by a thin band of lympho-
cytes. Tha occurrence of necrasis In the skin Is extremely rare.

Trregulerities in the strocture of the tuberde ars frequently
found, thess depending on the immunalogle situation of the bost.
Plasing cells ars never present in profusion. The elastio Sbers re-
sist destruetion much more than o syphilis.

The bacfllus enters the kin in three wavs from the outsids,
through the lymph channels, and from the blood stream. The
raze primary complex of the skin is the best examnple of exogeoons
tnfection. Verrucous tuberculosis of the ekin, on the other hend,
also ocaury a1 an tofection but only in petients who
have already been infected, thereby representing & reinfection.
In mucocutaneous tuberculosls, the restitance of patfents Is low
and the Hssues swarm with bacillt, resalting in reinfection in the
terminal stages of pulmonary ar intestinal infection.

Tha primary complex may changs Into lupus vulgors, Chil
dren living tntimately with tuberculous tadividuals may dovelop
lesions an the buttocks, which we In Austria call cravwling Juput.
I have seen {ndurated edematous Jesions of the femals genitalia
produced in this maaner  These losions, however are extremely
rare.

In 70 per cent of patients with 1 vul the lnfection de-
velops mP:rm!z ofptﬁ spread of g:umfecﬁunmfm neighboring
Iymph nodes, bones castiloge or tendon  Colliquative toberew-
losis of tho skin develaps In this manner Tho way in which the
undcrlyhagklymphnodobecomamfcdedhsﬁ'ﬂopcnmmp
ture. Mk and mflk products may be the answer In this coo-
nection, t will bo recelfed that pasteurization does not completely
protect against infection and t hacilli can thrive in sour milk,
where they may rematn viablo for many weeks, Persons drirkinf
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subsequent development of scute millary taberculosls, the spon-
taneons healing theluioa\ﬂthmldﬁcnﬂmoédthnregianﬂ
lymyhmda,mdthndnw.}opmcntufcrythm wrstam and

¢ toberculid resulting from the dissemination of
!hcfnfectimbjthabloodrtrexm. 1 have never soen the primary
complex occur kn adults following a slight abrasion from fumping
ino & ywhmrdng poot as reported by Hellentroem.

Mﬂln'ymbumhdlof!hetﬁnm!mwly&xﬂd}mdmm

lized mdliary t; fosds. Tha lexions conist
dxﬂghﬁyckwntcdpﬂpulumg{ngmmﬁmapmpommﬁ

diameter occurring singly or in groups.  Thess maculo-
plpuks.mmeofwbichmnhinspochofblco&,c:unﬂybrmk
down to form uleers covered with  dirty crust. Ths little patients
show 2 negative response to tntradermal tubercultn, bacflli are
sbundantly present in the skin Jesions.

Lapus volgaris makes jts ap uy » flat, &
bwwnkh—mdrpntabmxttboshso{‘baﬂeym!n Ithmftmd
transparent, betng readily when alight presture 1 ap-
plied with a bhunt metal probe. Mot of the other features of
Tupns, tuch &3 the apple fally nodule, the absence of caseation

dﬁay&mw&dahamewﬂmtdthudm
t to distingoish, on clinieal grounds from lupus

A histologi ion is orually reguired to
‘Cﬁhthemaﬂu v

Lupous nfiltrates of the mucous membranes of the mouth begin
s Hoy prayish-brown, sligl\tly transporent, roft :pob. They
mpldly grow into relatively large gr lealons which

Tha nlcer base, which is unually covered with puralent materisl
is formed by nodules which have lost the epidermis.  Various de-
grees and types of mutfiations may result from extension of these
uleerr.  Fortunately bowever modem treatment and Poblis
Health meanures have greatly reduced their incidence.
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A little-known camplication of lupus is recarrent erysipelas, oc-
curring in patients with hatic stasis resulting from the pres-
sure of constricting scary an and other structures. The ex
Etl:;naﬁon of the occurrence of elephantiagdy following repeated
ts of eryiipelas, lies tn the fibrotic obliteration of the lymphatic
channels.

My ence with carcinoma {n lupous Jesions leads me to
beliove it is & rure complication in patients who have not re-
cetved treatment, The old question as to whether the use of x-rays
and redium brings on maligoancy is difficult to answer How
ever an analysis of the patients who have coms wnder my care
does not indicate that theso therapentio agents are more carcino-
genle, if at all, than others, such as the Finsen light or cauterizs-
tion. Neither fs it admisxibls to conclude from material that
carcinoma in these patients tends to metastasize to other crgans
or to recur after appropriste management,

The rare occurrence of lupus vulgarls following a vaccination
with BCG was recently observed by Schmidt. A 12 year old boy
wus inocalated on the left arm with BCG vaccine. One month
Tater a brownish spot appeared at the sits of the inoculation, which
grad increased in sizs and beceme indurated. When ex
amined by the observer two years after the fnoculatian, the lesion
was round and messured 4.2 cm. in its greatest di-
emeter  The logic examination of hlopsy materal revesled
= typleal lupous infiltrate. Treatment with isonazid and strepto-
myvcin effected a cure in three months

The results of extensive surveys of patients with lupus in
Geormany indicate that these individuals more frequently scquire
pu.lmomzo‘tjubernlm than those without cutaneous [nvolve-
ment, although tho course of the disease in these patients Is
benign. Theso observations have led some investigators to induce
lupus in patients having active pulmonary tuberculosts, hoping
theroby to {nsctivate the process.  After observing a large number
ofpaﬂenuwhamcmtedmthhmamadsc\vbcm,rhﬂ“’
come to tho conclusion that they would have been better off
without the {noculatfon of lupus materfal, since it Is quite evident
that skin tuberculosis does not exert a curative effect on tuberca-

losis of the lungs.
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Tertiary syphilis must alorays be differizs? = keone
mehechnimlfmnnummnhupatu:&zum{q
wl\h!hnmcspdmufﬁ:enmlﬂd:mguzﬂ;‘m‘_—r:,{z
elastio tissue to withstand destruction. This b eprea™r e
mgcﬁmofmbumlummmhldmﬂm.adhm:&
crosls, fn which there is complete destruction cf &~
elements.

The lestons of lupus millarks disseminatey faaed (LY. 52

et

dmmh,whandryfurmmmdthemymdz::
blood vessals. mwﬁﬂmybﬂﬁ@,}_a&z?r/

in most instances. 'n’eralnmeuf
mmumuwwﬁff‘a—

In the American N thmh.tmqud& N
Involve large areas of the ddn. S,

In the differential diagnosls,
hrrmma.lho;iaupapuhr (m:}-;;m) ﬁ‘pgg
phm cutsnsous sarcal and
Diins o bromides should bo cousldered, P €55 by

Many North American dermato EN
mmy,mmmdummfhﬂp,ﬁ belere ¢ 4
anything to do with tuberculosts. Layman g e by,

oceurs i

skin is nearly fmmune to the hdhﬂnd‘

mmﬂw:d,lrdnlcc:bn_ mb‘cmm']fwrm?" :

keratotic patches surrounded by an W}‘)’WL

be uprl?cd fr:r the u;lvfcu, Wgﬁhhh P'hmzy
il
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In the diferential digguosis, the varrucous and multilocular
forms of lupus vulgaris end certain forms of the comman wart
shonld be considered. In the Americas, confusion may arlse with
verrucous forms of chromoblastomycosts,

Mucocut bercalosis i characterired by small, challow
uleers with undermined overhanging barders, ccoring mately
abouat the mucouss orifices of patisnts who are in the Jast stuges of
prlmonery laryngeal, or Intestingl taberculotke. The uleer
uwsally become confluent and form irregularly-thaped,
shallow ulcerations with a grannlating b%?fhnvhg tiny groylsh.
yellow spots. Tho ulcers yield bacillf In profudon. The ro-
spause of these patients to intradermal tuberculin Is pegs-
tive.

Atypical localimtions of the nlcers may occasfonally oceur
They are dae to dissemination of baciflt by the blood stream and
not to the rubblng of the Infection into the skin ar mucous mem-
branes with the hends, a5 In the case of typical orificial ulcers.

The stmilarity of these nlcors to those in patieats with
microtuberous tertiary syphilia is striking, In donbtful {nstances,
the therapentic test for syphflis and the histologic examination
will sottle the matter

THE TUBERCULIDS

The following threo disordars ore troe tuberculids  erytheme
indosatum  the papuloncerotic tobereultd, and lichen soroft-
losorum,

Erythems indurstum is a chronic disease occurring mainly 63
the lower portions of the calves of women. Children are pever
affectad, which is @ point of distinction betwesn this dlsorder
end erythema nodosum.  Gulner pig {noculation ir often peces-
sary to dlfferentiate erythems fnduratam from other nodose J¢
stons of the extremities.

Tho capillary mieroscopic esaminations of theso bluishred in-
filtratlons shows dilated minute vessels through which the mie
of blood flow s dimintshed. The skin temperataro Is Jowered

n result of the sly, clreudation,

o sl of G slygguh oo,

The pap t
singes by bluishred papules lying jast beneath the surfaco of
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the skin. In more advanced ledons, the papales protrude above
the level of the skin end show central necrosds. The wnml erup-
ton consists of 10 or more pedfollicular papules scattered over
the extensor surfaces of the legs. Healing tekes place with farme
tion of @ small, round scar and g residoe of pigmentation. Oo-
casfonally however central necross does not occur and fnvolo-
tion takes place without
Verlants from this clastlc type of eruption are numerous, both
as to morphology and localization. The lesions may be deeply
ritnated end covered with normal skin, later breaking down to
form large uleers. This represents a trangdtionsl phase in the
development toward tnduratum.  Bullons and hemor
thaglo elements may occur  Other sites of predilection are the
ghuteal region, the extensor surfaces of the arms, hands, fingers,
and the trumk.
As in many other forms of cutancons tuberculosis the early
trvolvement of the small blood vessels of the skin s evident in
the papulonecrotic tuberculid. A definite degree of vascnlar
predispogition and a sluggish circalation exist in patients with
this disorder as is shown by the presence of acrocyanosls and
the tendency to chilblains. Because of this, it is occasionally
difficalt to differentiate chilblain from erythema indmratum.
The distinction of this tubercalid from such verfous disorders
U acme, acne conglobata, papular rosacea, varbliform pars-
psoriasis, lupus miliaris disseminatus faclef, and the micropepular
tuberculld, f occasionally dificalt to determine. The histologte
changes tn most of these disorders are someswhat simflar
leimmfnlmmnnhlmmowuﬂmcuinmyexpalmm.
Ilmﬂnhﬂlnrmpomnﬂfd:ﬂdrmtoﬁmdmem]mﬁonuf
bacllll to the skin by means of the blood stream. The lesions
consist of pinhead-sized, soft, skin-colored, flat or sctminate
papules, occurring tn groups on the trank. Occatomally the
Daprles are coverad with a fine seale Ttching {3 absent, and the
Emhﬂh'wﬂ?fﬂﬁlhwithmgfwmm
0 purposes book, it will suffice mexely to mention

mﬂdmdmmwymmdbyhtmbmmhﬂsmmppd
ll);u They are cataneous sareotdosts, lichen nitidus, and pustu-
d-crmnﬁtlwﬂhehnndxmdfeetoccmrtngmwinm(cmdm)
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Likewlss brief mention fs made of avine tuberculosis of the
skin. This malignant type of tuberculosis of the skin is fortu-
nately infrequent. Four types of this disorder were described by
Urbach sarcofdlike subcutaneous nodules, ulcers following sept-
cemia, gummatous lesions and solitary ulears generally ascribed
to {noculation of the Infection in persons employed on poultry

TREATMENT

The introduction of calciferol, streptamycin, para-aminobenzoic
acld, thiosemicarberone, and isoniazid in rapid succession as anti-
tuberculous agents of highest effictency is one of the medical
wonders of the ages

Isoniazid has proved to be the most effective of these drugr.
Its use has practically solved the problam of cutaneous tubercu-
losts There remains only the Public Health angle. Tho per
sonnel of the local Public Health Departments should be in-
structed fn ferreting out patients with fresh lesions of the diseso
and in carrying out measures of prevention. Theso measures in-
clude the eradication of the diseaso in cattle as well as accurate
follow up services to prevent recurrences of the disease in human
beings.

Tho management of severely disfigured patients, fortunately
anly rarely necessary in the Americas, has been greatly facilitated
by plastic nurgery and cosmetics.

Isonlzzld is effective, nontoxic, and has the great advantage of
being suitsble for ambulatory therapy On sccount of this
feature, the large European sanatoria for the care of patients with
tubercalosis of the skin are rapidly being emptied. Tho contra
indications to tho use of the drug are practically nonexistent,

Isonfarid is administered in 50 mg. tablets of Nydrarid, the
dosage averaging 5 mg per kilogram of body weight per day
The tablets are best taken with meals, A light dfet is preseribed,
consisting mainly of milk, white meat, vitaming and small amotmts
of carboiydmta Salt and spices are prohibited. Urinalyses
should be made weekly and a hermogram, monthly

No instance of intolerance to the drug was observed it my p2
tents. An fncrease in weight occurred in most patients” and
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 feeling of wall being was also exparfenced. This desiruble fde-
effect is probably dus to the sction of the drug on the central
nervout

doses have been advocated by some to incrsave the
effective sctiom of the drag  Marchloninl, for example, gives hiv
patients 25 much as 15 mg per kilogram of weight. Ak
though the incidence of toxic reactions is no M with these
doses than with what I use the percentsgs of relapses occurring
aftor one year s the same as in my series of coses.

The untoward side-effects of {soniadd in 10 cext, of 2300
patints with pulmonary tuberculosis Fust and his
collaborators wers of & mild naturs, incloding diveiness, consti-
pation, haedache, and sHight sensory snd motor disturbances,

The formation of resistant strains of the bacillus in patients with

tubereulosis, following the use of isoniazid was rs-

ported by other fnvestigators. To prevent the development of

resisiance, the so-called rwing therapy was introduced. It

eontiris of the slternating ute of isminzid and other therapentic

rgenty, such st pars-aminosalicyclic acld snd streptomy It vme

igtmdﬁ:ﬁ:hﬂmwhﬂdxhaﬂbemer«im;gmxapmdod
isontexid after a period of this swing therspy

Reaistance to the drug did not develop in my series of gver
400 cascs. In sy opinion, this is due to ths circumstance that the
Homage capacity of the skin for tsonlazid i greater than that of

viscera,

The most favorable results are obtained in patients with lupos
M&u fn which the lesions wnslly show sigos of tovolution
withtn & period of thise mwonths  The trestment iy then cone
tinned for another 45 days. It is grattfying to observe the rpid
ﬁ‘“mfngofh)’pm'h-nphiclakm:axwaﬂuthc:pcedyepﬁ{wm
fration of aleers both of the skin and mucous memlxanes. Thes
cxmﬂmtmsmd!cmﬂhobtﬂnedlnthebmhngoﬂhmw
e trly remackmble. Patlents with colliquative tuberculosis
reposd equally well to isonisxid, although somewhat slower
Thuormdnmmlgmantvddlﬁwaoflanpimd}m

Flactuating lymph nodes should be fncised and dratned.
{mdwmpmﬁmhﬂym“ﬁﬁfmgi‘g
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wers resistant to treatment, also respand well to isoniarid at first.
This applles especially to erythems indurntum, o which, however
it fs occasionally necessary to combine the drug with streplo-
mycin, Relapses in pstients with this form of tuberculid s well
as with other tuberculids ere unfortmmately not wncommon.
Recurrences may occur during the administration of the drug
The oceurrence of granuk lare during treatment mitigates
agatnst & tuberculons orfgin. In my experlence, patients with
Boeduphnseofmmoldmhmponﬁfnmb]y artboughmh-
tively slowly fto isonlazid. The impr t ohserved In g
tents with lichen planus speaks strongly for a nonspecific pharma
cologic action of the drug in addition to it specific action aguinst
M. tuberculosis,
The throe patients with disseminated millary lupus of the
face who have so far come under my observation bave falled
nd to isonlazid. 1t will be interesting to seo If all patients
mdmdafaﬂmbnpmmmththameofthhdmg.mdﬁ

to
wi
10, why?

The specific action of the drug persists for a Jong time, par
ticularly apainst strains which are resistant to streptomyein
para-aminosalicyclic acid, or thiosemicarbaxone, Tho ability of
isoniaztd to pass through membranes greatly enhinces its value
in the treatment of tul of tha central pervous system.
It probably also eccounts for the feeling of well being in these
patients. The chemothernpoutic index of the drug s 44 as com-
pared with 18.5 for thicsemicarhazone, and 39 for stroptomycin.

Optimum results In the eradication of cutaneous to
will bo obtained by including patients with lupus erythematosus
in the Public Health aspacts of tuberculosis. In such countrics
s the United States, where the focidence of cutansous tuber
culosis #s Jow these Public Health measures could be directed
mainly if not exclusively to tho care of patients having lopus
erythematasus,
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Leprosy Symptomatology, Diagnoss, and
Treatment

By
Artaro Romero

Tmmcmnon;a-lodoﬂapmsybeﬁmmd variable, rang
ing from three to five years in most cases. dren are most
lo to infection, although the inddence of clinical symp-
toms Iy greatest between the ages of 20 and 40 years. The young
est patient in my experfence was five years old and the oldest
over 100 Tho disease offects children of both sexes eqaally
although sfter puberty the incidence of Infection in males rises
to 80 per cent. Women wuelly experfence exncerbatfony at
puberty the menopause, and during and childbirth.
Leprosy affects ll clastes of soclety with a predilection for
the poor the latter showing a higher infection-fncidenco be-
cause of their crowded living conditions Poarly nourished per
sons and those working under unhygionfc conditions ars also
liable to be affected.

Hot, malst localitles tako the highest tall of victims, although
a breakdown of statistics indicates that the presence of focal areas
of the disease is actually duo to unhygienic Lving conditions and
other factors previously mentioned

The early signs of leprosy are extremely variablo consisting of
constitutional toms of fever anemia, weakness foint pains,
achmgbmutﬂcumnmletlmudwﬂmuldndx- These
early manifestations are rarely observed by the physidan the
patient usually not seeking medical afd untfl long after the initfal
symptoms have

Thoe most frequently noted carly stgns aro cutaneous sreas of
paresthesla and anesthests, depigmented, red, or graylsh macules

202
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lonofﬂmeyebmw:mdhth,md;m& In more
m.nodnlmmwmdinmfamﬁmmfmm'd;mm
assoclated with peuritls. At other times, there are

The neral lesions are exprened dmma’maid
sensation, fint of ﬂmu{mmhmdm o
vnmdledum,h:vulwmmto{ﬂnlnge o i
extremities frequently leads to clawlike a!beﬂc
run-erounds, chronic mutilating osteitls, wnd
tona. uloery.

Pharyn tis and ulcerative laryngitis are serlous
e Tattor. which can cense death by st E%iEs
hwlmmtoftbemtumﬂmﬂuhmmw%qh
inflammation sssociated with intenss pain, later o
stecdlity Renal involvements resulty in nephrotly o ""&gk
latter complication sertously nﬁecﬁngtbapromﬂ;}rg,
often becomes enlarged but rarely shows functions] By
Falnrg:mmtufthorplcﬂlmdlymphmduh%h&:,ﬁ
Lspil'my'ru:nx:I.n-\aevm:lcruxeoun:w.scunel:h:neu.‘wﬂg
fwmrunldngmlpommomumuodnunu angy
Ft&ﬂcnnryfornhngﬂmowﬂbuutdgmofadivﬂy”::g&z
wgmmmgmmmmm%
cP{mde:wh!dlwuhmlhepaumtmdul ¥ croy

A
Nmmﬁqumﬁymmwmmm@mm&
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I shall confine myself to a consideration of the salient and
dingnostic clintcal features of each of the three basic types of
leprosy observed in Costa Rica.

LEFROMATOUS TYFE
This type constitutes 64 per cent of all Costa Rican cascs of

In 50 per cent of cases lepromatous leprosy begins with ledons
of the nasal mocosa assoclated with loss of the eyebrows and
lashes In 95 par cent, with sharply demarcated, grayish, flst
infiltrations occurring espoctally on the face and extremities; in
the remaining 15 per cent, with {ll-defined infiltrations which be-
come nodules limited to the face and extremities.

Depending on {ts onsct and subsequent courrs, Jepromatous
leprosy may be divided into three forms, diffuss, taffitrative, and
nodular

L. Diffuso lepromatous leprosy  This form begins with rhinltls
and loss of the eyebrows and lashes and is associated with the
constitutional symptoms previously mentioned. Associated signs
of this form of the dlsease are generalized anesthesia of the skin,
loss of hair on the arms and legy, little or no sweating, and posk
tive bacterlologie flndingy in materal biken from any part of
tho skin.

Anesthesia is usually not ced at fist. The skin bas «
wrinkled sppearance as in thynds,tbcikinufﬂwhmgz’mr
ing thin, trensparent, and stretched, all of which, with red
nass and the ears pressod against the bead, gives tho tmpression
of a wax mask.

The loss of hair spreads from the eycbrows and lashes to the
halr of the body and scalp leaving semictreular greas of alapeela
on the scalp and back of the neck.

Dilated blood vessels are seen coursing over tho choelbones,
forehead, and thighs.

There is a constant hemorrhnglc dischargo from the nose  The
nnnl;epmmﬁﬁnaﬂyu?nmknﬁngmemﬂnm
Vepetating growths, ylelding baclllf on microscople exm!

- oli‘h‘ndthu heryngeal &lr pasuges. The larymx

B

s relatively unaffected.
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In:pimafinvulvunmﬁuioﬂmmucunu,amw“m
affected other than by coajunctivitls dne to the frritation cansed

of necrosis of the dermts, srith capillaritis, oy
and blistars occurring cm any part of the gkin,

Jesdons aro enocisted aching mdhmplh-luuemd
constitute Luclos phenomenan. It Is characterftic of thess

volvement.
The bouts of fover last for several manths and gy by
0f3 C.or40 C. The attack iy triyy marked
tod yacie mmwdnﬂm
attacks of

Blin
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ance early in the course of the disease. The cutaneovs lesfons
cansist of graylsh or copper-colored, anesthetic infilirations with
ill-defined borders. Invalvement of the skin of the cheekbones,
forehead, and ear Jobes serves to accemtuate the wrinkles in the
forehead and causes the arms and hands to eppear puffy
This form of leprosy rums a chronic course, punctuated by
boutsaffevermdergptiumrmmbhngmu]ﬁfmmormdm
Patients ted by thess eplsodes of reactional
loprosy are in apparent good general condition in the intervals
between opisodes.

The eyes, larynx, and testes fraquently porticipate in the gemersl
disorder the eyes developing iridocyclitis which may result in
blindness and the larynx developing laryngitis which may eause
stricture and sudden death from Hon.

The diagnosts is confirmed by positive findings of sensary dis-
turbances and bacilll tn the cutaneous areas of {nfiltration.

Poitive seralogic tests in these patients give rise to the pos-
sbllity of syphilts, although & consideration of the symptoms and
signs previously enumerntod readily excludes the disgnosts of

8. Nodular lepromatous leprosy  Materdal obteined from the
nasal mucosa of patients with this form of the ditease does not
always contain bacilll These patients may show partial loss of
tho oyebrows and lathes when the lopromas are located fn the
skin tmmediately above thess structures.  Their general condition
is

The lepromas vary in size from a few millimeters to & centimeter
or more in dismeter are located mainly on the face and extremi
tes, and oro usually anesthetic. The colar of the overyling skin
#s normal or pale red. Lepromas which are firm and painless may
be few or diserete or conft when confluent and
present on the face the patient hes a leonine sspect.

The organs participating in this form of leprosy are the same
as those affected by inflltrative lepromatous Jeprosy  Bilatera!
osteitls with clawlike deformities and eruptions resembling no-
dote and multiform erythema are wsually foond.

The differential disgoosis of nodular Jepr Jeprosy i

Y

cludes among others, von Recklingh s meurofib
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varying severity The peripheral nerves are markedly thickened.
The onset in some patients is signalized by the occurrence of
peuritis and deformities.

Both forms of tuberculald Jeprosy have episodes of reaction,
during which the presenting leslons become aggravated, and
new lesions appear amociated with intemsely aching bones,
neuralgla, and bouts of fover the attack frequently resulting in
the formation of deformftfes. The lepromin test remains post-
tive and a few becilli are temporarily found om microscopic
examination.

The cutaneons adnexs and viscera do not usually porticipate
i toberculodd loprosy  Involvement of the muscles and tendons,
however is frequent, often resulting in deformities and disfl
ments, while rption of bone produces mutilaticas of the
fingers and toes,

Many patients with tuberculoid leprosy rocover sponteneonly
without showing the least trace of the infection. The Jetions in
both the minor and mafor forms first begin to pals in the center
andtbawnhghtmh,a&utwhldltheydisnpparandhﬂlw%
depigmentation. Sensation usually recurs fn the healed lesions
after the lapse of time. Reactional leprosy causes ireparabls

The evythematous, well-defined infilltrutions of the tubercw-
loid type occasionally cante confusion with The
papulsr end Hchenold medaflions may resemble fungous lesfons,
certain tuberculids, the herald spot of pityriasis rosen, or
lesions. Annuolar and circinate lestons often resembls fimgout,
tubercalous, os syphllitic lesions but are resdily distinguished
from them by the charucteristio signs of leprosy In some cases
howoever recourse to biopsy fnation and the lepromin test

is necessary

The differentiation of neusal leprosy from nouritls caused by
other agents is sided by the occurrence of muscular atrophy I
the area tnmervated by the affected nerve. Biopsy examination
of the nerve is required in paticats who do not have cutaneous
areas of anesthesla.

Reactional tuberculold koprosy i asually easlly detected bv
evaluation of ths elinical symptoms and blopsy cxamination.
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INDETEBMINATE TYFE

d dawlike deformities wually oconr
Ato!hcrﬁmu,thhtypoﬂnt;]nmmulfunmﬂnﬂcarmof
skin, without the patient being xware of his condition untfl ane
day he burns himself without feeling {t. BSometimes the flst
indication of the disease is a deformity cansed by fnvolvement of
& nervo, with resultent muscolar atrophy snd retraction of
tendons, Trophds distrbances oceur frequently and perforating
uleer of the foot Is sometimes found In amoclation with dawlkes
deformities. Adneral and visceral leslons are umcommon. Both
tho lepromin test and bacteriologic exgmination of material taken
from the lesions may be positive or

asoclated with newral fnvolvement. Instead of developing
rematous ar tuberenlofd thess patients often mma!nkg
thamhdcturmtuuaycup tely
& rale, patients initially having a positive lepromin test
eventually develop tuberculold leprosy while thoss with en
inftial nepative test develop
The diagnosis

mmﬂmmﬂmmﬂmm Occartonally
i months of observation are required to establish the

BOEDERLINE OR DIMORFHIC TYPE,
Ihxvaohcrvvodonlyﬁvepaﬁcnuwﬂh&htypgufm

i eguive and mmmhg
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meteral taken fram the lexions and nasl mucosa was positive.
"This type resembles reactional tuberculotd Jeprosy in its catansows
and neural manifestations.

TREATMENT

The sulfones are the dmgy of cholce In the treatment of
leprasy  The sulfone, diaminodipbenyl salfons (DDS) and fis
derivative unds are only bacterlostatic and consequently
should always be supplementsd with & nutritious diet and me-
Heulous hygienlo care.

Tho dose of DDS for edults vartes fram 100 or 200 mg. dafly to
400 or 800 mg. given once a week without interruption. It may
bo givem orally or fntramuscularly The derivative compomnds of
DDSmgivanmdmthrmarfourﬂmeslugm' It is best to
increaso the ually

The patient s tolerance to the drug should always be deter
mined by means of the hemogram, erythrocytle sedimentation
rate, urinalysis, and periodic physical exuminations.

Adjuvant treatment is recommended in all patients receiving
sulfono medication for & long time. This should fnclude, among
otharremedjas,ﬂ:euseoflmn,lrvm'e:tna.l}pohophlcngmh
such as choline methionine, and inositol, as well gs vitamins, with
the exception of vitamin A, since it frequently induces episodes of
reaction or reactivatfon. In my experience, the use of nicotinio
acid is effective in bringing about tmprovement In the pattents

condition,

Treatment of reactional leprosy Dafly intravenous injections
of solutions of tartur emetic in combination with large doses of
vitamin B complex are effoctive in controlling the pain of aching
bones and the discomfort assoclated with fever and attacks of
erythema multiforme.

If the patlent displays intolerance to tartar emstic or offers
dificulties to intraverous medicaton trivalent anttmony in dadly
intramuscular doses of 3 cc. may be used instead. .

ﬁumofﬁmminBumdaﬁydmofleTmi
effective in patients with acute attacks of neuriths, ACTH
and cortisane bring prompt relief in ocular complications or boats
of fever Paln is alleviated by steroid therapy ‘The combined
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daily use of cortisone in doses of 25 mg. every six bours, tartar
emetic, vitamin B complex, and vitamin Bis in doses of 1000
mlﬂ'ogwmhup?uvedhlghlyaﬁecﬁveindxmhaphueof
reactiona! leprosy

In tuberculoid leprasy the sulfones should be given in amomnts
equivalent to one half of those used in other types of the disea
Adjuvant therapy with @ high-calory diet and lurge dases of vita-
mins D end By have proved highly effective tn Ty &
Vitemin D should be given for six months and vitemin By for
a maonth or more If necessary perticulardy in patients with
nearitls,

Other form1 of treatment. 1. Srgleal Intervention {s fred
in patients with osteitls wide resection of diseused bome Is

end ocewpa-
tonal therapy LPmphyh.dinhm!mmtwlthHCCfmmm
is described by Fernandez.



19A

Leprosy Bactenology, Immunology, Path
ologic Anatomy, and Prophylaxis

By
Joeo M. M. Fernandez
BACTERIOLOGY

Mycobucw'hmlepru. The leprous bacillns belongs to the
family of Mycobacteriaceae of the order of Actinomycetsles of
Schizom

yestes

Tho bacillus umally appears ns o stralght or slightly curved
rod from £ to 6 microns in length and from 0.2 to 0.5 wmicron in
width. It i ecid-fast and only mildly patbogente, It is capablo
of axnming various forms. It inoculstion into experimental
andmals does not produce pathologlc changes comparable to
those of haman leprosy It is sometimes fmponiblo to demod-
Ost{:rntothcbadﬂusmpumuwloymnlulomwi&:prumtmdw

staining

The ability of the bac{llus to stain red with carbo} fuchsin was
first mado we of in the classie stain of Ziehl-Neclsen. Once
stained, it resists decolorization by strong ackls or by alechol
It is Gram-positive and hay affinity for basie dyes.

A pecaliar feature of bacilll 45 the tendency to form
bindles of parallel rods and globuler masses Jnown os ghobl
The distinction between Mycobacterium lepro (ML) and
Mycobacterium tuberculosts (M.£.) fx difficult, due to the sim!
larity of morphologic and stafning characteristics, Current stain-
{ng methods are notably defictent in the differentiation of these
bacllii Inlbenmewnynnhmllnomlnﬁmnndculﬂmﬂmﬂf
ALt upon artificdal medla are presently considered of little valoe
becaute of the loss of vitality mﬂ’cmdbytbotuberdabwm‘!‘ﬂ
from the widespread use of antibiotic and chemotheny

ato
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agents. According to Malfatti, the distinguishing features of
thete organisms can anly bo brought out by the electron
microscope.

Among the many structural varatfons from the costomary rod-
form of the baciTlus aro soveral xmall elements which are dertved
from division of the organiem. This division varies from
segmentation of the bacillus into two or three elements bomnd to
each other by a kind of sheath to ity disintegration into granales
which usually appear in cheins resembling those of streptococd
or in pairs liko diplococcl. Occasionally they occur as single

Tinctorial variations from the customary acld fastness aro
characterized by acid-sensitivity which lacks the abdlity to retain
oarbol fuchein,  Bacili with this staining property are cyamo-
philic and czpable of assuming the shape of rods ar granules,

The signifleance of thess structural and tinctorlal variations s
open to discussion, since soms authors regard them as resistant
formms of the bacillus, whils others look upon them as hntermedtary
products of bacillary disintegration,

Wade demonstrated that certain granular forms are artefacts
and result from the uso of certein types of fochsin for statning

;i:panuh:nniadd-mmmfmmmmmtﬁequmﬁyfomd
in reactional loprosy and in treated patients.
Clinjcal improvement in patients treated with the sulfomes Is
marked by progressive disintegration of the bacillug, signalized
the formation of grazmles and distortions resembling nefls,
buh::lnmu,andcmmnu Finally nothing rematns but
ust,

In my opinfon, the granular forms and tinctorial varlations,
when present tn moderate numbers n relation to the
rodliks forms, represent normal evolutionary phases in the hife
of tha baciltus. When, however, they ominate over the rod
Iiks forms, as occurs tn treated cases, should be regarded es
degenarative forms,

ful prop of ML in e cultures has
Mbmlmplkhbflthpmbableth‘tmmlhmum
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investigator has succeeded in cultivating the organism but every
attempt to confirm his work has Invariably led to fathure.

Hanlks reasons logically that every attempt at cultivation is
purely empirical and bound to fail becausa of our lack of knowl-
edge concerniug the metabolism of ML In his experimental in-
vestigations along this line, Gray demonstruted interesting dif
ferences In the metabolism of M1, Mt., and M. leprae murtum.

The stralns of M, hitherto obtained in cultures can be classt-
fed according to the macroscopic and microscople characteristics
of the cultures as follows =cid fast chromogens, acid-fast noo-
chromogens, diphtherofds, and anserobes.

It has not been possible to reproduce the classic picturs of
buman leprosy by experimental inoculstions in men or laboratory
animal. The lesfons frequently found at the site of inoculation
can also be produced by the injection of dead bacilll, as occurs
with lepromin, and are therefore not of practical significance.

On the other hand, several well documented instances of

identally induced inoculetion of human leprosy have been

Ithmacbseltmcm:almdﬁnmhln.lﬂmtywlﬂ:}\ﬂ,km
acld-alcohol-fast and Gram-positive. Furthermare, it closely ap-
proximates M1 io length, being 8 to 5 microns long with rounded
ends It also occurs in granular form.

ThﬁStc&mkybad]]u:mnmtbeaﬂuvnted,butwhcnnh
introduced fnto rats, it prodoces lesions of the skin and lymph
nodes after an incubation period of two to four monthy.

DMMUNOLOGY

The lepromin reaction. The modern immanologic study of
leprosy began with the experiments of Mitsada, who showed
that the intradermal infection of an equeous of bolled
or triturated atous nodules evoles a delayed Jocal responte
in patients wi neunllepms’ynndnoruponminmb}ewﬁﬂ‘
cutanecas leprosy

This observation has been repeatedly confirmed and comsti-
tutes an fmpartant determinant in the classification of the di-
ease, Depending on the response to the lepromin test, patients

reported.
The Stefansky bacillus is the etivlogic agent of murine
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are classifled a3 possessing a favoruble prognosis if they respand
and a poor prognosts if the reaction is negative. 1 was

abls to show in 1940 that the Mitsuda reaction s preceded in

the vast mejority of cases by an carlier tuberculinliks reaction.

Antigens for use in the lopromin test are of three types

1. Whole lepromin is composed of varying amounts of bacillt
and tissne debrls and processed according to the method of
Mitsuda-Heyushl or the modificetion of Muir Rothberg, and
athers. This typs of lepromin is most widely used becauss of the
simplicity of its Hon. It is prepared by finst boiling in
phyxlologic saline so far 30 to 60 minutes a few emall
of material obtamed from lepromatons lesions and them grinding
the residue in a mortar Twenty cc. of the physlologio saline solu-
ton used in bofling are now added to each gram of this tritorated
residue, end the resultant mivre is fltered gwuze and
mixed with 0.5 per cent of carbolic acid. This s then sterilized
for 1hourat 60 C

The Sixth Congress of Leprology held in Madrid in 1833
recormmended the use of this lepromin for roctine work.

2 Badllary lepromin consists of antigen compased exclustvely
of o purified bacillary smspentdon made according to the recom-
mendations of Montanes Dhermendra, or Olmos and me. This
b ths type of lepromin recommended by the Congrems for in-

work.

3. Protain lepromin is made from purified saluble protein
extracts of ML obtained by flltration or precipitation.
Technique smd reading of the results of the lepromin test.
An tntradermal infection of 0 1 co. of entigen is made fn the narmal
Ikinaft]mnxﬁlnmglmurufdmﬂntumrfﬂmuftheﬂﬂ@m
arm. A twofold response s noted tn the positive reactions
Fernandez Beaction (24 to 48 hours)
Posittve. Infiltrated erythematous halo of 10 or more milh-
meters {n diameter
Doubtful.  Inflltrated halo than 5 mm.
butlmthmlOmmdlmduaﬁhmm e
dl:;eglﬁve. Infiltrated erythematous halo less than 5 mm. 1
eter

Mitsude Reaction (3d to 4th week)
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Positive. Nodular infiltration larger than 5 mm.

Doubtful. Nodular inSltration less than 5 mm.

Negutive Ahsence of reaction.
Results of the lepromin tests

In Joprous patents Invarishly negative in the lepromatous
type positive In 80 per cent of the tuberculoid type, and negative
ar positive In equal numbers of patifents of the indeterminats

group-

In persons living In more or less Intimate and prolonged con-
tact with a patient who is bacteriologically.positive, the respense
to thess tests in generally positive while in those living with 2
patient having the tuberculold type, the reaction is also uwsmlly
positive but Jess Intense.

In supposedly leprosy-fres persons whether or not thay live
i endesnic areas, the Mitsuda reaction iy positive in 70 to 80
cent of cases, whils the Fernandex reaction is posittve tn &
number of cases.

Interpretation. The lepromin test is only useful in gruging
proguosis and pot in diagnosis,

A positive test in a leprous person indicates a certafn degres
of resistance to M leprae. Thus a positive tost s wsually foond
in benign types of the disease and a nogntive ane in the malignant

Tho szme holds true for persons lving with  leproay patieat,
in whom a positive test also indicates a certain degree of resit
ance, should they at some future time dovelop leprosy

It is generally belloved that the same prognostic criteris opply
to the normal healthy tndividual as to contacts.

Nature of the lepromin reaction. The Fernandez reaction re-
flects & state of hypersemsitivity to the ¥rotdm of ML, due f0
previous contact with this oc other aeid fast bacflll. The hyper
sensitlvity {s neither obligatary nor specific.

The Mitsuda reaction indlcates a state of reststanco to the
Infection. Wada rnte:};n-v:u it ns expressive of the obility of the
organism to react to the bacilll contalned In the antigen. The
reaction can be positive without provious sensitiztion having
taken place Tt is nonspecific because It can be positlve fn persons
who do not bave leprosy and negative in sdvanced cases of the
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disesse. Thero Is, however ome constant feature of the reaction.
It is alwa; ve in Jepromatous
y';?nﬂofpaiuvitvobsmvedmhmhhypcnamlivmg
in endemic areas was originally regarded as an expression of
specific hypersensitivity to ML This concept was soon discarded,
however when fmmunalogio surveys revealsd that per
sons living in nonendemic erees showed a similar high index of
posittyity It then mbem.lpsctcdthltapodﬂvalapmm

test in leprosy free unhmdlmtahizmxndﬁvﬁy
the related antigens and that M.t was chlcflfmtd:enoia

sntigen of this kind. ’Ihhconcepthasbeanmb@hnﬂatedby
Cmmnlngxandwmiam:wﬂhtubaruﬂlnnndbymymu
with BCG

There are other actd-fast bacilll beside M.t. oapable of indpe.
ing posittvity Schujman succeeded in provoking a shart lived

Mitsuda reaction with entigen prepared from the Stefansky
baciltus.

The Maddd Congress recommended that experiments along
mehmbemtmxiﬂuimmdmmdmmethedgmﬁmd
the reversal of the Jepramin test from negative to positive,

HISTOPATHOLOGY
AnurgnnLnnlmmdedbyM.meyrwctLuth[mﬁy f"m‘lh}y
or unfavorably to the attack. Eldlunoufthmatumdahd]“
acterized by definite clinical, h &nd fmymy
fmturuwhichnmmprmutuﬁvno{thothmebmctypuuf

The hirtologio changes consistently reflect the degres
activity of the reticuloendothelial calls, particalarly the of re-

fection, the histiocyte i3 transformed fnto en Wpeldnm_
capablo of destroying the bacllms, If,unthn

organtam carmot repdthamfec&m,ths

& Virchow cell, whereby the :gﬂh
snd the bacillus is Ln.rldetollvein

Thets two types cdl'—thuep{thelluldca]].nd
ull—dnmctaimthetwumofdmarudhn
by tuberculotd and lep leprosy resp H?.;:‘;_d




218 CONTIIBUTPONS TO DERAIATOLOCY AMD ATYCOLOGT

determinats type shows only lymphocytio infiltration which re-
flects the ndifferent ettitude of the orgunism to the mfectfon.

The histopathologic examination is valuable in establishing the
diagnosis and in classifying the different types.

Its disgnostic valus is conclusive only in lepromatous leprosy
since only here are thoe histologio changes specific. It has less
diagnostic valus in tnberculold leprosy and practically none in
the indeterminate type, except for the presence of bacilll

The histologic changes observed in the Indeterminate type con-
sist of am inflammatory infilirate usually composed exclusively of
lymphocytes, to which a few fibroblasts and histiocytes are oc-
casionally added. The cells of the infiltrate are disposed arcund
the blood vessels, nerves, and sweat and sebaceous glands. This
nonspecific tissue reaction hes diagnostic value anly in scctions
containtng bacilli, which oceurs in ebout 50 per cent of cases, snd
in sections showing characteristic nerve changes.

Theso pathologic changes may represent either the Inftial or
the frvolutionary stage of the disease. Notun}yhnmnrﬁdﬁc
lymphocytic infiltrate typical of the indeterminate type, but #t
also characterizes the tnvalutionary stage of lepromatous leprosy

The lepromatous type i characterized histologically by such
typical pathologio changes that its confusion with other disorders
is difficult. The lesions owe thetr distinctive character to the
presence of the Virchow cell and the acid-fast bacillus.

The Virchow cell dovelops from the histiocyte. It varles in
size and has a large, pale nuclens. Its foamy aspect is dus to
the presence of clear spaces containing Hpids and numerous
bacilll

The inflltrate comsists of varylng numbers of lymphocytes,

ithelloidccﬂs,plnnnace]h,nndmmteaﬂx,tbetomlnmnberof
ese cells being always less than that of the Virchow cells. In
older lesions, the Infiltrate Joses its original character the Virchow
cells decreasing in number and the ifiltrate becoming less dense.
Finally it invades the surronnding tissue, where it estroys the
structures in its path—tho connective tissuo, tho sweat and
sebaceous glands, the nerves, and follicles. Large areas of the
dermis are frequently destroyed in this manpor leaving a tumor
like mass in its plece. A thin strip of collagenous ground sub-
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muhmuUmxbuﬂWthhm&m&eﬁupbh

acute
reaction is upon the specific
noted earlier To the flammatory dmgm
dilatation and N odema, mﬂmueldd:dupmm.y

Themburmloidtypehdamndmmdmh}yby
infiltrats whoso most prominent featurs ty the # tnbercylold
tubercls which is emrounded by @ zone of Jyo g dold-cel
eeﬂ:ufﬁ:elmghamtypommﬂmnﬂymxmhl:a Glant
Center
The similarity of the tubercalold infliraty g

of the gummal tn the Typhikty,

is
logleally positive. ‘Vb@&ﬂybmm&?mw
transferred from the sanatorium to the out-pay, they

thould be
%mt“’
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receive smbulatory treatment. The indiscriminate isolation of
every leprous patient is not sclentifically justified and nuoflifies the
objective of the cam,

g

B.Trmuncmufnlyal:mwnwof}epmy The twofold pur
pose of treatment i to render the “open” cases negative so that
dmmﬁmhmybamhmedmmdcty thus freeing more beds
for “open” cases and to maintain vity in the “closed”
cases recefving ambulatory treatment in out patient depart
ment.

The effective action and ease of administration of tha sulfones
have greatly increased the tmpartance of prophylaxts in the fght
agplost leprosy

The treatment with the sulfones of lepromiu-negative contacts
was ested by Souza-Campos and by Carbon! and me. The
Madrd recammended its use in thess cases

&Cunmmpmwdmoﬂhemnmcu. A thorough exom-
ination should be mads of &1l persons who are ar were Iiving with
laprous patients. This not only mskes early diagnosis posdble
but greatly increases the chances of recovery and Jessens those of
spresding the Infection. Fxamnations should be made for fivo
yours at tatervals of r few months in thoss who are nogative to the
Iepromin test and at slightly longer intervaly in positive cases.

‘Two measures for the protection of Jopromin-negntive contacts
were recommended by the Madrid Cangress.  They are, first, vee-
cination with BCG &nd second, preventive treatment sith tho
sulfones of persons over 10 vears of age who remaln negative 1o
Iepromin in spits of having been vaccinated with BCG

In 1939 I proposed the use of BCG vaccing as a protective
measure for thess persons. 1 was able to make this proposal from
observation of 123 healthy children with negative lepromin tests,
in whom 82 per cent became lepromin-positive a month after Io-
tradermal vaceination with 0.15 mg. of BCG

This experience was amply confirmed by the studies of Sonz2
Campos, Rosenberg, and Aun. These uthors showed that the
oral adminlstration of BCG is as effective if not more so, than ils
intradermal injection.

Theze is no cnantmity of opinfon among leprologists as to tech-
nique or dosage. Souza Campos ghes 200 mg. by mouth weekly
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Grlnmdthu:podﬁvakpmmmtmtunuroh}ecﬂvo,mddma
ﬁhﬁnnlycﬂnh]khcdthntBCGcandothhcﬁodivalyandwﬁh
nm!nlmnmdxk.ltfo]lcwsthatBCvadmﬁm:hculdboumd
in the prophylaxis of lsprosy

1t hes mot been proved that this artificially induced posttivity
tndicates tmmunity to leprosy The results of vaccinating a largs
mmmber of contacts, s Souza-Campos i dofng fn Goyes, Brazdl,
alomo will establish the value of BCG tn leprosy Both the Third
Panamerican Conference of Leprology held in Buenos Alres in
1851 end the Madrid Congrees recommendsd that extensive sur
vaylufthemumpopu]nuuncfandan!carwbemndowiﬂJBCG

1t 1s further recommended that ruch meanes a3 edncation of
the public, stimulation of sclentific favestigetion, and economio
atd to the families of these paticnts be &

In order to achieve maxmmm benefit antlleprosy cam-
Pﬁigm.lthhnpormntmoblxmfuﬂinfunnndunahmtthndmr
acteristics of the disease in countrles where it 15 endemic. FEpl
dﬂm’ﬂbglcmrvey!nfthkhndthauldmnﬂduﬂ:etnddmof
the diseats and of its different types, as well as soclal, economic,
climatio, and raclal factors.

Amacnnfulmﬁlaprmymm‘palgnmnunlybecondudodby
paying careful attention to the following details

1. A well-run sanatorimn is required for establishing the phys-
ical and mental rehabilitation of patients having contaglous types
of leprosy 1t should be situated near & large city and have 2
capacity of approximately 1000 bads. There should also be smpls
facflittes for patients to cgrge tn remumenntive work.

2. Private rooms and werds should be maintatned in the general
Wtalofthodtylyingduatothemtm‘imwbﬁnpaﬂmtx
may remain for observation or treatment of mildly positive ar
transdtory types of the dissase, es well as for treatment of patients
with assoclated

disorders.
3. The out- ﬂcntdep]rhnmt.ordhpmmyam:ﬁmtmﬂm
axis around revolves the mumerons activities of the ant-

hﬁmycn;l}xﬂgn. The function of this department embraces the
trestment m\buhtarypnﬁenu.thedctecﬂunufmwma.tha
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examination of contacts, the collection of eptdemialogic dats, and
the training of technical essistants.

It {s most important, for reasons of attracting as many persons
as possible without awakening thefr suspicion as to the true char
acter of the dispensary to call this department “Skin Clinte.”

4. A “Home" should be provided for the care and educatian of
healthy children whose parents are undergoing activo treatment
in the sanstorfmn or genera] hospital.

5 It 1s recommended that institmtes for research work be e
tablished for the study of problems relating to leprosy in oll of its
hases,
PUntﬂdJandvmtnftbamlfouu.themnuuﬁumwuthommt
tmportant unit in the fight agamst leprosy since ft constituted
almost the only method for preventing the spread of infection in
bacterio tive cases,

All this has been chsnged with the discovery of the sulfanes,
whereby the impartance of treatment bas displaced that of isol-
ton. The dispensary thus assumes first place in the campaign
against leprosy

The final elimination of this ancient scourge fs not fac off pro-
vided that the development of more active therapentic agents
continues at the present accelerated rate and provided that the
promising results obtained with the reversal of the lepromin test
from negative to posttive through the actlon of BCG be confirmed

by future experience, thus reducing to & min the develop
ment of leprosy in contacts,
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talo is indicated. Actual infection is best treated with dafly in-
fections of

Furumele or furunculo is a deep folliculitis associated with sup-
puration of the surrounding tisrues, canted by Staphylococcus
aureus, and resulting in tissue necrosls  The lications to be
feared are cemia and lymphangiitls, although the advent of
d:emﬂbdoﬁ’?gmg:hmgrmﬂy md;ﬂ:;cdthekingdm

Carbuncle or anirax is a small of furuncles a
by xigns of systemic tnvolvement. It be differentiated from
kerlon and pustuls, the latter disorder betng called car
bunco in §]

The most effective treatment for a “ripe” carbumels 3 total sur
glcal enuclestion. Shnce carbuncles often occur in diabetics over
40 years of age, it is best to avoid surgical intervention in these
cases, treating conservatively instead with peniciin, @ treatment
thathmmﬂyudoquatnfarnnnﬂermbtmdmwhlehhnvnmtyd
become pecrote,

Follicalitis and bofls caused by expasure to grensas, ofls, tars
pltch, wapes, and other simflar substances are met with especially
Lupemmswﬂhhahylmuandlogxwhowm'kwﬂhtbmmala'hh

and comedanes are particuladd
ymgm*mmwmiw}yoﬂymnuomm!gchw,chdh
d back.

Buﬂ.lonthaunmorlepmn be oradicated by the application
of Soft Soap USP The soap is ligh ared on the affected

extremfty ﬂmuightandtnln-ga on each succexstvo
nlghtuutﬂadcgmooflnﬂnmmatory reached will
nsure satisfactory exfollation. After hos Ed'
the affected part shoul dage zo.
of the inflammatory ay by .
layer of some lov

As the staphyloco tes the

or sarrounding epid ect o

to persist and 1 5 ,
blotic drugs. Thls 1
or pseadopelads, fo
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sycosty capillitth, The confunction “c:™ denctes synouymy  This
i an antiquated mirture of Latin snd English terms roquiring
simplification and in some instances, Hquidation.

Cleairicial alopecia is marked by inflammation and atrophy of
ﬂlﬂm}p,oftmpmdnd’?%am ect that has been ltkenod to
“footsteps In the mow staphylococens is by many
as the agent, although theso same oul admit that
the organitm has not been recovered from lesions of the disarder
& systenic factor is present.

Lichen with follicular arrangement of the lestons is
called lichen planopilaris. The detection of this form of lichen
planus of the scalp s difficalt because both clinical and histologle
appearunces differ from the customary The patches of
tro reddened, shiny atraphic, and dotted with patulous
tatio follicles which ere most pronounced at the barder Ths
histologls changes fn material taken from the patches are thoss
of lichen planws, involving the follicls end perifollicnlar tissues
fn addition to the typical alterations of strophic Hchem plarms
'-‘Und-lﬁ?ofmwophicupidamhu foflitrate con-
sisting of fewer plasma cells than in the earlier phases of the

e and sclerotic connoctive tissos.  The follicles are dilated
and filled with densely laminated keratotic materisl In sections
made from a com; d!wophhpatch.ﬂhmthazthafomda
has become obl dus to the p of the ding
iofiltrate, which resaltsd in sbutting of the blood supply & tha
base of the follicls.

clineal forms of lichen plenus and that Littles syndroms and
cleatricial alopecia are merely varieties of Jocalizetion or avo-
lutionary stages of the disorder

When sspp ts added to cleatrictal alopecia, the resulting
mefmdmmnmapumbym
means unfversally sccepted, many writers maintalning thar the
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tale is tndicated. Actual nfection is best treated with daily -
jections of peniciltin.

Furuncle or furuncule ix a deep folliculitis acsociated with sup-
puration of the surrounding tissues, caused by Staphylococcns
aureus, and resulting in tssue necrosls. The to be
feared are septicemin and lymphangfitis, although the advent of
the antibiotic drugs has greatly reduced their incidence.

Carbruncle ar antrax s g small of faruncles accompanicd
by signs of systemic involvement. It should be differentiated from
kerion and malignant postole, the latter disarder being calied cxr
bunco in §

The most effective treatment for a “ripe” carbundle is total 5o
gical enucleation. Since earbuncles often occar in dlabetics aver
wymdugelthbmmavaldsm'gimllnmrwnuminthm
cases, trewting canservatively instead with a treatment
that ix usually adequate for smaller car which have not yet
become necrotia. ol

Folliculitis and bolls caused by to tur,
pitch, e, and othes sl sestanecs re e wilh especly
in persons with halry arms and legs who work with thess materials.
Amdmmm}mmdmedmmpa:ﬂaﬂnﬂymmonm
)mmti& with excessively ofly secretions on the face, chest,
and

Bolls on the arms or legs may be eradicated by the application
DfSOHSOﬁU.S.P The saap Is lightly smoared on the affected
extremity the first night and in larger amounts on esch successive
night until a degres of Inflammatory reaction is reached that will
fosure satisfactory exfolintfon. Aftnrﬂ:\omphubcmuppﬂfd'
the affected part should be bandaged with gauze. Tho fatensity
of the inflammatory reaction may be increassd by wrapplag &
layer of some exblo material over the gaure.

As the staphylococcus penetrates In
or surronnding epidermis the tnfection shows an froreasing teod
mcympczﬁ:tandleawmmrplmafuunnmtmbtbamﬁ-
biotic drugs.  This of disorders inclndes cleatrical alopedia
or pseudopalade, fo%tﬂorncm decalvans acns varfoliformis
ar acne necrotic, Andpm‘tu!nrpa-l!uﬂlmﬂusuflmo
miliaris which was origtoally described by Rayer and pamed
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The stiff hairs within the nose are sametimes the sito of a
Jocalized folliculitis which occasionally perfarutes the skin and
produces a pustnls on the noss containing a hair constituting
the condition called perforating follleulitis of the nose.

The sycosiform {nfections of the face, neck, and body are
jmvolved in n nomenclatnral chaos. Keloldal folliculitis, for ex
wmple, 5 a better term than dermattis papillaris capillitli or acne
keloid becanse it tmplies fust what {t s—an infection of the hatr
follicle resulting fn keloidal formation. Most patents having
this disorder are short necked men, the friction of the shirt or
cost collar rubbing the into the follicls,

following an attack of rhinitls or common cold, is a e,
scarring form of pustoler follloulitty of the hairs of the bearded
reglon. Ity frequent resistance to treatment rests an an anatomic
circamstance, the staphylocens breaking through the hair sheath
to tovade the epidermis where it is wallsd off inide & micro-
scoplc abscess, safe from blood-borne entibioics and topical
applications.

Another factor to be considered is sensitization to the nasal
drip in patients with persistent nasal catarrh. It is therefore
essential to clear up this condition before going on to treat the
infected hatry,

A treatment promising a fair measure of success is the
tion of the nruch neglected solntion of sulfursted lme USP 15
the affected areas. The solution is soaked on gauzs in the strength
of two teaspoonfuls to a glass of water and it must be applied
hot This is followed by tho manual epflation of all visthly
fectedhak:,nft:rwhldlnbdonmnmlnlngmmdhbucdmg
is daubed on.

It that & common disorder ke ingrown hairy by
recetved scant attenton by dermatologlsts. Although ¢he
lppurmmof!ngmwnhah:atﬂntghncnmunhlgmgw
lyeodgudmmxpecﬁonmmknnmﬂrdydtﬁmmﬁ%m
mP{ctmbcomp::d;t;fuianhmddmd.lun-mhgdwmd
Epu]mmdpwhﬂa throu, the beardeq

t not conmected vwrith the hatr fo Tho hatrs e, gb:
gmpodwﬂhtweeznnbemmetbcydﬁ;agmwdbuﬂy :
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and parelle] to the epidermis ar they emerge from the skin to
describe an arc with the polnt of the hair boring futo the sin
where a pustule often forms, uncomnected with the opening of
a follicle, thus forming a falss folliculitis that gives riss to &
forelgn body reaction. In examining serlal sections of the skin
from such areas I found that many of the hair shafts described
a curve extending from deep In the dermis to near the surface
and in such an oblique manner that the hair apparently did not
possess enough strength to overcame the adverss component of
force, instead contenting itself with crawling along under the
horny layer No heirs or cysts, such a1 occur on the peck
where the callar rubs, were fornd in these fndividuals.

A contributory cause sppears to be the irregular and chaotic
direction of the hair Hoes. Normally the hairs in this area
spread out fanwiso up and over cach side of the faco from &
point on the neck rafdway between the chin and the ear In this
condition this pattern of bair lines is violsntly disturbed, result
fng in a hepharerd arrangement of hair growth. The anomaly &
found in men of all nations but espedially in thoss of mixed
aces.

ascribes tho formation of infected end Ingrown hain to
shaving against the grain and other faulty shaving

In my articls published in 1026, I stated that repeated fnsults due
to shaving may aggravate but not cause the condition. My con-
clusions wero based on the resalt of seril histologic sections
which showed that many of the hatr shafts in my paticats do-
scribed a greater curve extending from deep in the dermis to
near the surface of the skin than in normal contrals.

My patients were of mixed races and hed noticed the cond!
tion in early adolescence beforo they began to shave.

In eddition to the excessive curve of the hair shaft, these p2
Hents showed a disturbed direction of the hair Lines, &5

.ug At the time, I agreed with Bolk that true Ingrown

E::-hm #s T described aro found predominantly in men of
mixed reces. Two years later Weninger also reported the eon-
dition as an {nborn anomaly of hair growth and advised his p»
tents to grow a beard.
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The only effective troxtment i manc gt
and fngrown haire. This .amubem"‘
tiom of warm comprosses xod an antbite o,

ai:bovm'tlnma.mwﬂ..
m-phluoccmfhlgm\hcddmdhhh’_x’
adalts, The members of this i

dmdbymmmcomumﬂmtdmuml
ance on of the body other than g,
bommpurtcdunmllomiom- The poy
#s superficlal, so0n supturing to discloss
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staphylococcus and Paeudomonas asruginoss have been trregulacty
fsolated from the elements of the Jocalized form of this disarder

Genenalized scrodermatitis contiroa by currently regarded m
identical with so-callsd which b
& misnomer spcs it has to do with psoriasis  Histo-
logluul}y Wmﬁmu;‘:gi:agbchamd«badbythow
ence

lntholooahmdformg?fj-thsduean,ngwdpmedmhw
cut away the overhanging border of tkin with scissors, being
certain to remove it entirely even at the expense of some healthy
tisyns. Thia is followed by the dafly epplication of a 10 pes cent
aqueous solution of tilver nitrate to cach infectod area i con-
junction with the pressure apphcation of the water-cooled ultrr
vialet light for two to four minotes. This is repeated on succes-
ddve days untdl fresh pustules and molsturs no longer form, A
preparation containing a wide spectrum antiblotie fs mubbed
energetically into the Infecled areas, and a dressing is applied.

Tho occurrence of deep-seated pustules located on & shtny dry
red skin and limited to ths palms and soles has given s to &
confusion of names. It was called pustulnr psortasit of the palos
and soles by Barber pustular bactertd by Andrews, and scro-
dermntitis perstans by Sachs. Lévers suggestion of the
term palmaris et plantaris is & good one. All that can
safely bo said about this recalcftrant eruption s that it is an
entity without any relation to psoriasis ond that jts cawse &8

o
Acne conglobata is charucterizod by the presence of cold
ehscesses which result in the formation of bridge-scars fn
spared by ccae. 'Thess symptoms are also typleal of
cellulitis of the sealp. In disorder fuctuant or
solid nodules averaging € em. in dlameter and jolned together with
keloldal scars similar to thosa in sene conglobata are met with on
the scalp, being especially numerous over the occipital region
shere many atrophic scars may be usually noted.  Many nodules
are connected with each other through sinus farmations.
Because of this morphologic atmila-t , It wauld be best to do
awsy with the term acne conglobr not acoe at afl, eall

IS
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hngﬂmdhorderdlmdingcellnliﬁ:ufthobodymmm
identity with the disorder occurring on the scalp, which was de
seribed by Hoffmann.

The treatment of dissecting cellulitls of the scalp or body is
peimarily surgical, wide exposure of the subentaneons tisses and
simus trects with evacuation of pus from the lesions ro-
quired. The systemic wo of penicillin and the local uss of o
wide spectrum entiblotic ointment {n confunction with surgical
intervention sre indicated.

arders. 1 observed an {nstance of this complication tn o

o s clinfc, the infant showing foar aor five soft, fun
mthnsm}p,mdlufwhichwunbmtzunmdhs g
Tocooel mlmmlogicpm«,mmh’xg

resembling verracons tuberculosty the
mddnum.mymrhhmtmudaﬂﬂ:m ekin
It is my experience in Costa Rica that thers s
o the testiiemt of this sondition than tho adgLnere
antiblotio agents. Although the resporse to thes of
mdeﬁacﬁvqmmwd&e&laﬂhh
writh em frequancy  When, however the
antibiotics ts supplemented with local treatment % the
g of
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mhﬂomufpotasﬂumpamangmntnormppermlfﬂte,thein—
cidence of permanent cure rises perceptibly

Pyoderma gangrenosum is synonymous with dermatitis gangre-
posa, chronic undermining burrowing ulcer and microaerophilic
hemolytic streptococcus infection. The disorder begims with
furuncular lestons that rapldly break down to form ulcers with
swollen, red, and undermined borders, from which hemolytic

ylococed and streptococe! have been recovered. A difficalt
is required to {solate the orgenism, trae anaerobfe con-
ditions not betng an easy matter to produce.

The condition is occasionally found following en operation
far urative appendicitis as well as In associstion with vlcera-
tive colitls. Card observed such signs of vitamin deficiency s
crazy pavement skin, follicular b toses, and e soro smooth
tongue in many of his patfents,

Treatment with the antibiotlcs is inaffective. Tho use of fresh
zino peraxde is recommended.

The etlologic role of the staphylococeus or tococcus in the
causation of other gangrenous processes of the skin bs donbtful
A rare form of this type of disorder Is granuloma gangracnescent,
& report of which was made by Pardo-Castello Leon-Blanco, and
Rivera del Sol. The discase with necrotio ulcerations in
the nasal septum, and it ends fatally with destruction of the
central portion of the face, leaving a large cavity

The treatment of staphylococcal paromychia with
x rayy, and toplesl applications leaves much to be desfred. The
surest for relieving the patn and terminating a pyogenic
parcaychis s to cut with scissars @ mmall opening fn the base
of the nafl where suppuration is detected. The pain fs fnstantly
relleved when the pus is evacuated. A few drops of
solution are then Injocted into the area of incislon, and # small
drain Js inserted.

Impetigo, exfoliative dermatitis of the nowborn, ecthyma, co
taneous gangrene, pyogenio granulorne, hidradenltls supparativa,
and bacterial dermatitis are disorders of decreasing frequency
and geverity duo to the prcvﬂil;ﬁ]m of tho antfbtotics  Certain
features of fmpetigo b merit deration.

Afmmofbnps;gooccnﬂomﬂ met with in children consists
of irvegularly outlined patehes of lightly crusted elements sppear




Aty

with would probebly prevent most

Tropiaa tapetign, althorgh e 1o f e
quently encountered during a hot, humtd
Iatitodes It is marked by the presence of Yy

£

make P"“ﬂﬂ‘ﬂ{ distressing disease. oo o the
dothlnfé.atuwdx,and hmhmmm%
andlocllmcufﬂlelnﬂbloﬁcdmgngtmhm&

mfediun,butauhmgaufrasidmmamdry 6‘&,%

terminates it does miaria rubra, the
mmm‘;;l:ym@hmdnymhi@mw@y
ture.

theptocounn.mnbcc}mhnmscdbyfm]ty
flavia defictency hndiﬂlcultco-udlﬁnnmu..dim\'.
therapy in my experience, has been a faflare, Py QQT:E
bﬂdmceeuwﬂhthebmluppﬂmdmdlomtq\lh“
of tannic add o glycerine. N
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Intertrigo {3 urually cawsed by the streptococens, Occurring
behind the ears, it is often assoclated with matting together of
the scalp hairt and reddentng of the zkin, which makes it resembls
asbestoslike tnea.  Between the toes it mimfes fungous infection
in @ surprisingly large number of instances. The presence of
pain and & violaceous tint in an interdigital area should suggest
streptococcal infection. This observation was brought home to
me by the frequency with which intertriginous Infections are
found in patients with thromboangitls obliterans,

Acute attacks of lymphangihs usnally in the skin of the legs,
withm]u%ummtofthumgiomllymp nodes and dgns of sy
temic {nvolvement, are of common occwrence in troples.
The streptococcus enters throagh lesions caused by fungl, chigoss,
or any one of countless injuries that befall a barefooted
‘When repeated attacks of Iymphangitis occur each with thicken-
lngoftholhn,tharenﬂﬂngeondiunnhtmﬂyumfuxdwﬂh
filarial e

Pyogenic or bacterlal dermatitls or dermoepidermitis micro-
blnnnilnfmqlwnteomplicnﬁonoflnfededwnunds,mwdbﬂa.
furuncles, cellulitls, otitis media, and similar {nfecons It I
most common in persom with varicoss veins and
vascalitis, in whom it occurs as the result of scratching or a slight
lojery  The lesions are generally follicular pustules bat they
may astums such polymorphous forms as ing, crusted derms-
tits dry psorlatiform patches, or nleers, latter appearing

in debilitated persons. Erysipelas or cellulitis &5 &
frequent complication,

Dennatitis nodularis necrotica Is characterized by a
phous cruption consisting of papules, pustules, nod: and
ukeers many of which are hagie. The gummatons nodules
exude sbundant pus before they break dovn and ulcerate. The
entire procens be nnmgwiththeinmalledonnndendlngﬁﬂi
neesosls mksmgévtwoorlhmdnyx. Tho discaso does pot
offect the general fiealth.  Althaugh tho causative agent has not
been established, the histopathologic evidenco at hand secms b
Indlcate that the discase represents o vascular reaction of byper
sensitivity to {nfection, particulardy mf;nomcml or tubercu

lous.
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mhhtmmmlcchangmmppmtbkmuwmt They con-
st meinly of proliferative changes of the of the small
arterfes and arterjoles particularly of the intima, with gbstruc
tion of the lumen. In addition, one sees focal areas of red blgod

:E:fmmﬂbhﬂcdmgxgrmﬂymdncmdemmwhm
drugs are avuilable. 'I‘hd.rpmhﬂﬂtlwmmmyhh
American countries and thetr tnavailability in the fungles,
forests, and other areas of difficalt access tn thess lands
ndtuldonwithwhh:hphysidamwﬂ]hamtommmdfg;ma
time to come.

The nctdence of cdmdmwouhbegrnﬂ,redm
in countrles where eos‘tofthamtﬂjkxtlcdmgxhh%ﬁm
mpmnvnﬂabloniapﬂcnthntcvmwm “his
wouldpntanendtnineﬁocﬂvndeamingwm]wmdmm
alkaline fruit fuices.
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Miscellaneous Bacterial Diseases with
Cutaneous Manifestations

By
Frederick R Schmidt

Psendomuna: aeruginosa. This ix a slender gram-negative rod
like organism with a chamcteristic odor The species Pseudo-
mones pyocynea elaborates a deep blus pigment called pyocyanis,
while other species produce a yellowish green pigment termed
Buorescein, which is capable of fluorescence when exposed to fil-
tered ultraviolet radiation.

As n canse of infection of the externsl egr canal and suditory
meatns, Ps. aeruginosa {s presently conceded priorty over other
g:}ugemnndhm Its presenco ax a secondary invader in

nic ulcers of the skin and generalized bullous eruptions has
beon noted, and several instances of localized acrodermatitis con-
timua caused by this arganism have been reported.

The topical application of Polymyxin B or neomycin sulfate 15
good treatment in infections of the external ear canzl due to this

arganism
Brucella dermatitis, Wherover goat cheeso and milk from cows
or goats aro consumed fresh and raw the possibility of infection
with Brucella melitensls, varicty abortus, cxists. The tocidente
of brucellosis ts therefore high in Northern Mexlco and Chile, i
contrast with & low rate In troplcal countries where it s an old
custom to bofl the milk to prevent spoflage.
Varlmuhnd.sofcrupﬂomhambemmponcdmumdlltd
with this disease, such as urticarial, purpuric, scarlatintform, and
morbilliform varioties. When the lestons are thosa of dermatitis
they are characterized by discrete follicular papules and pustafes
tions of this nature ase infrequent manifestations of the
fofection In two instances of the disorder which I obscrved and

233
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in those reported fn the literature, the organinn could not be
dmnmtratad,whlchmggmlxlhypm.dﬂvﬂyfmmtbdr
uction.

The only com ¢ proof of brucellosis Is the isolation of the
causative organism, Other procedures, such as the aggiutination
test and blood culture are mexely conflrmatory

The use of chlortetracyclone in doses of £ gm. daily for 7 to 21
days Is uraally effective n scute brucellosis It bas littls effect on
the course of chronlc brucellosis.

Keratosls blennorrhagica, Relters disease, and anwti]it
arthropathy occatlonelly engage our sttention became
dhﬂulmghhmbghmmbhm\hnybeummsho&hm

Keratosis blermorthagica. The skin in this condition is widely
affected by an eruption of a bizarre nature, and almost the entire
surface of the body ts covered with numerous crusts placed at ir

intervals from each cther On close imspection, thets
crusts reveal themelves as bormy and small projections
when they are on the head, baing larger and derker when on the
foet. Many of the excrescences are surrotmded by & zone of red
ness. The palmar and plantar surfaces are often carapaced with
masses of horny elements that peel off layer after luyer the right
hand being most heavily affected. The crusts may so heavily
cover the that they teem to pry the nails from thelr beds,

The letions oply rarely yteld the gonococcus.

In milder instances of the disorder the inftial papules and
pustules are genenally conflued to the palms and soles, where they
slowly fuss during a period of several weeks to furm masses of
harny elevatigns.

Relter s disease. Thix disorder is charvcterized by an urethral
d.bcbargo,lrﬁniﬁ;,coufuncdvitil,andbytbnocmdonnlprﬂmm
an the skin of sterfle vericles late {n the course of the infection,
This combination of symp clossly resembles that in kers
tosis blenporrhagice, where vesicles rather es are some
times the fiest signs of the disorder  Although gonococe! have
been d d on rare stony fn the cutantous elements
of gonorrheal keratosls, the causative agent of Relters diseass is
unknown. Treatment with antihiotics has no effect.

The distinction of these two affections from esch other and
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from psoresis with arthropathy is sometimes diffieult.  Nelther
the history nar the clinleal or histologic picture of any one of thess
diseases is sufficiently defined always to permit its differentiation.

The foints are involved in oll three conditions, but here again
a clear separation on a basis of articuler symptoms cannot atways
be made.  Experience indicates that gonorrheal infection shows a
predilection for large joints, such as those of the kuces and ankles,
whils paoriasis affects the small ones of the hands and feet, espe-
clally those of the distal interphnlangenl articnlations. This pat
tern, however cannot be relled upan ax a basis for differentiation
because the findings on x ray examination of the foints are nsu-
ally quite similor in corresponding phases of these diseases.

Focal tofection is considered by many as a precipitating factor
in the production of psortasis with arthropathy My experience,
howevor does not bear out this contention, s the removal of toa-
sils and infected teeth as well as the making of windows b sioases
caused no improvement other than

Tularemts. The cousative agent of tularemis is Postourella
tularensts, which s carried from one rodent to another by ticks
and varfous Insects, the fack rabbit being the chief source of -
fection in the United States. The deer fly and Argusid tick are
the principal transmitters of the organism from the rabbit to man.

uleer which forms at the site of Inoculation has a
out appearance. The reglonal lymph nodes become enlarged,
and nodules form along the lymphatics. The nodules usually
soften and form ulcers  The rach appears somo 14 days later and
consists of crythems, nrticopapules and pustules,

The dlagrosis is extablished by the outeome of tho agglotins-
ﬁontmw?lkh,\vhmpoﬂﬂve.bcwmeawmthomumlhkd
week.

Anthrax or carbunco, This i3 & disease chiefly of herhiverows
animals, especially cattle. The Spanish word “antrax” ks easlly
confused with the English word “enthrax.” 'Ihesizubh“‘ﬂ'd
designates o corbuncle or a smadl group of whereas
the Englith word i3 used for the infection caused by the bacills
of anthrax

‘The initin! Iesion 5 o red pule roon developing into
n vesicle at tmes becoming b gic, and psually terminat
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ing in a malignent appearing carbuncle. Lloyd showed that ani-
ma! products such as wool, hair hides, and skins have become
increasingly fmportant a3 an industrial harard and that

wool, used o the meking of carpets, alane is respansible for the
mafority of cases of industrial anthrax in the United States. In
egricoltural anthrax, an immediate and strict quarantine should
bephcadabmﬂthemfededmanmxymmmmpa-
vent the dissemination of anthrex spores, which are capabls of
turviving in the soll for yeary.

Stroptomycin end neomycin are the drogs of choles in the treat
ment of anthrax.

Behcet s syndrome. This condition does not ly belong
in this saction, tince its bacterial arlgin s doub owever,
in genitul lestons associeted with this disesse, B crasyus has oc
caxiomally been irolated. This occuwrred in of mine, o
woman sged 24, who had tero painful uleers of e vulve, aphthons
bdmsofdnmwthinﬂnmmtmyhdﬂmuftheeyu,mdgy
thema nodosumlike elements on the legs. In some cases, there
are coexistent symp ferablo to the gestratntestinel tract,
centrul nervous system, and joints, md.hmmhvmmlym
?—lbmndtuhypmmuvﬂyurtovh’ul. Treatment is unyotty-
actory

REFERENCE

Liow, R 3. Occwrreoce of entbrex bactlil I the cxrpet wodl et
Uuted States. Arch. Tndest. Hrg. & Ocoup. Lo, 81631, 1o & tho
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Treatment of Syphilis

By
Miguel Angel Marxinf

Tmmunmuflyphlﬂ:hmndluonedbythochmnlcmd
erratic nature of ity course

The ure of modern therapeutic agents is effective in curing 100
pet cent of patients with primary syphilis. In advanced stages,
with frreversible structural changes, it is usually possible to retard
the process and thersby greatly prolong the patients life Ps-
tHents having neurosyphills can usnally Ee returned to their nor
mal activities.

The effectiveness of modern therapy particularly in the pri
mary stage, is attested by the frequency of reinfection, fnfre-
quency of tertiary lesions, scarcity of central nervous system in-
volvement, and rarity of congenital syphilis.

The management of primary syphilis in young subfects Is a rela-
tively simple matter for they are not as a rule burdoned with
other disesses capablo of lowering the threshald of tolerance to
antisvphilitic agents. The presence of other coexistent orgunic
discase ar Irreversible structurnl changes due to the syphilitic
process makes the treatment of visceral svphilis more difficult,
since fojudicions therapy ean lead to serjous damage.

The following treatment plan should bo modified or altered
whenever this becomes advisable in tho judgment of the attend-
ing phvsiclan

PRIMARY ACQUIRED SYPIILIS
The combination of penicillin and bismuth is the best available
treatment for scronegative and seropositive primary syphilis.
Penicillin acts by immobilizing treponcma pallidum through
242
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neutralization of the enzymes participating in the cataboliem of
deoxyribose nuclele acid. It also interferes In the catalytic sys
tems of respirtory enxymes and of thote concerned with the
transport of hydrogen.

Bismmath exerts its influence on the peresite by intecfering &
the regulation of succinic and pyrovats oxidase. Furthermore,

by blocking out the -SH it inhibits the formation of cys-
tedn and glutemio acid are essential to cellular respiration
of the parssite.

The following treatment plan will scronogrtivity in
saromegative primary ryphﬂhnndmplfﬁymdnccthaﬂtutomo
in seroposittve primary In order to avaid visceral in-
volvement, treatment be etic, and the total dosage
should be given within a short of time,

The treatment consisty of two series of penieillin and bismuth,
punctuated by a rest period of four weeks between seres. The
duration of this treatment plan fs 24 weeks

Penicillin # employed in the form of procsine penicillin in
aqueons suspension (PP) or in the form of procaine fo
uﬂfmﬁﬂedwitthaenntulmninmnmonmtmtnEPAM) It
PP i used, 500000 units are administered ntr lardy each
day for 15 days, with a total dose of 7,500,000 unfts If PAM 13
ased, 600 000 unity are given every 48 hours untl 4,500 000 unity
have been administered. Liposaluble bismuth is concom-
ftantly every three days in doses of 007 gm. of metallic blsmuth

until a total dosage of 1.4 gm. is reached. The duration of this
series is 10 weeka.

If the patient gives a history of an allergio back it is
advisable for him to take an antihdstuminic tablet esch tn-
jection of

Arutpu’iodoffmwcebhnmvmtﬂrpmad,duﬂngwhich
time oral vitumin C and infectable liver extract are given in arder
to prevent the occrrrence of such sids-effects of bismuth as gingf-

vitls asthenia, and rheumatic A blood test and rinalysis
lhouldbemxdeudnendofﬁm

The second series of infections consists entirely of liposolubl

bismuth in doses stmilar to those employed in the first serles until
14 gm of metallic bismuth have been gtven.
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This treatment almost always brings about {nvolation of lesions
and seronegativity in subjects initfally having a positive blood test.
Ifthe b test is negative at this time, further treatment s sus-
pended. Clinieal and serologic examinations are then made every
six months for two years, and a lumbar puncture is performed two
years after the last series of bimmuth injections.

The serologic Hter providesmn accurate index of the eficacy of
treatment, and should be determined at frequent intervals,

SUMMARY OF TREATMENT OF PRIMARY SYPHILIS

Mo T Pl oes
Sokoble hirmmath 14 gm. of metallic hiwrrsth
Rest period of £ weda
Second series Soloble biammth 14 pm. of motalli blemath
(10 wecka}

SECONDARY ACQUIRED SYPHILIS

The treatment depends on whether we are dealing with early
ar late secondary syphilis. Thapmgnmbﬁgiwlymdn:{
syphilis is good tn respect to dlinfcal and serologic symptoms
though elimination of all foc! of spirochetes can not always bs ac-
complished.

The cutanecus and mucosal lesfons such s roseola and evosivo
syphilid, ususlly disappear in a few days the papular leslons
usually taking a longer time. Tho blood test genernlly becomes
negative after the first series of infections.

SUMMARY OF TREATMENT FLAN OF FARLY SECONDARY STPIILIS

T, B
Solable biscsath 14 g of metallic bt
Rest period of 4 weeks
) gl e e
Thid serien Soluble bixnath 1 12 gou ofmactallicbbsth
(8 weeks)

Duretion of Treatment-38 weels
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Late secondary syphiHs is characterized by solitary lesions of
the ekin and mucous membrenes which tend to form tncomplete
Tings or groups of lesons They arlse from 6 to 12 months or
more after the appearance of the chancre and are resistant to
treatment, The serologic symptoms disappear with difficulty

The treatment plan should be altered in the presencs of com-
plications or faflure of the patient to respond satisfactorily the
m—uloﬁlt:ta being an index of the greatest valus in this stage
of gyp! The suggested four series of injections may at the
discretion of the physidn, be raised to six

SUMMARY OF THEATMENT FLAN OF LATE SECONDARY SYPHILIS

e =i FAm oo d
Sotuble hisnath 14 gm. of montallio bismth
Pt period of 4 weeks
Second serex Gmilar to frst seces
(10 wooka) Pest period of 4 wedka
'l"lgd‘:dﬁf) %bﬂu‘hmoﬁ L1ggm afmetaltc hiamrth
Foxrrth series Tosainble bimth L2 gm. of metaltio blermth

(8 wwoks)
Duretion of Trestmeni 48 to 50 wesls

It will be noted that insaluble bismuth is used I the fourth
serles. The form employed in my practics is bitmuth subsalicyl-
ate, ono ampoule of which contains 0.075 gm. of metalltc birmnth.
Injections are given every throe dayx.

Two more series of insoluble bimuth injections should be
given if the results are not satisfactory after completfon of the
fourth series, interpesing a rest period of stx weeks between the
twvo additional serdes.

Following & satisfactary respomse to treatment, the patient
Mrelmfmobiﬂuﬁonﬂwymﬂmthsfmhm)’es; It
exsmination of the spinal fluld, ctrenlatory system, and ocular
ﬁmdus(aﬂstommllbmrmallﬂunmﬁmes,tbcpaﬂmt
may be pronounced clinienlly cured,
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In cases of clinical or serologic relapse, treatment should be
instituted at once  The type of treatment will depend on the
symptoms exhibited by the petient.

The prognosls depends on the presence or absence of visceral
fnvolvement  Since this fs not always ensy to determine, the
progurosls in late secondary syphilis should be guarded.

MUCOCUTANEOUS TERTIARY SYPHILIS

The prognosis of this form of acquired syphilis is dublous, the
best that can be hoped for from treatment being the clearing of
the lesions and the arrest of the infectious Seronegs-
tivity fs difficult to obtain, Perslstence of positivity in the pres
ence of clinicel cure and negative spinal fluid fudings does rot
tmply faflure of treatment. N ess it is difficnlt to con-
vince patients of this

A thorough phyical end lzboratory exemination should be
made before bogimning treatment In order to rule out coexistent
nonsyphilitic visceral dissase as well as asymptomatic syphilitic
involvement of the viscora. It is advisable to place the patfent an
oral potassium fodide therapy before instituting more active treat
ment. Thres grams dafly of potassium todide should be given for
10 days.

Four series of penicillln and blsmuth are then glven over &
perfod of 48 weeks. The first serfes consists of 800 000 units of
PAM every 48 hours until a total of 4,500 000 units are reached
and simultoneomsly 1 omn. of bismuth subsalicylate every three
days for nino weels making a total of 1.35 gm. of metallic bis-
muth. In patients with an alfergic background it is advisoble to
begin this serles with bismuth for two wecks beforo starting the

penleiflin,

A rest perfod of four weeks is interposed between cach of the
four series of Injections during which timo a blood test and urk
nalysis are made

The second serfes {s simflar to the first, axcept that solable bis-
muth is substituted for the Insoluble form  In the third serfes, &
retumn to Insolublo bismath Is made, penicillin being employed
in the same dosage as In the frst two serdes. The fourth series &s
similar to the third.
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The further conduct of the physician fn charge depends on the
outcame of the examination mads et the end of the 48 weeks of
a

tions totalling 27 gm. may bo given. Abnormal spinal fluld find

ings persisting after the termiation of additions] blmuth fn-
ons aro @ clear ndication that the patient should henceforth
treated for neurosyphilis.

Patfenty showing negative blood tests, ahaence of symptoms

two years of trimonthly examinations, and narmal
spinal fluid and ocular findings may be discharged as cured.

The prognosts depends on the smount of destruction caused by
the before the fnstiutlon of effective treatment and on
the age of the petient. Tloue depletion occasioned by age or by
Irregular habits of living t an mportant factor tn foretelling the
future course of the disease,

VISCERAL SYPHILIS

Cardiovascular syphilis represents the commonest form of late
syphilis Tt occws in subjects who bave either been insuffidently
treated or not treated at all  The aorte and its valves and the
large blood vessels are most cx ly affected, foval of
the myocardium being wsually secandary to that of the eorte.
The presence of cardiao invuffidency seriously complicates
treatment. Furthermare, thero is always a risk of harming
the patient, since overactive treatment can g on episodes of
ventricular fibrillatton and Jarisch-Henbelmer reactions

The treatment plan for cardiovascular is

sketchy in character mmmﬂw;‘wﬂm
With this ip mind I would like to presant the following schedule
L. Oral potanium jodide therapy for 10 to 15 days, g
on the degree of tolerance to fodides. The dose of the drug i 8

datly
2. Bismuth subsalicylate in doses previousl indicated or qui-

nmchdaﬂmu\hnmh&nadamm&mdlylfmdght
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Before beginning treatment, the patient should nndergo a thor
ough physical examination. Patients with paresis are generally
advanced in years and consequently thow enough degenerative
changes to put us on our guard agaimst the possibility of treat
ment recidents due to these senile changes.

The management of a patient wﬂhrinm:h 1s elways diffealt
and should only bo undertaken with the active asdstance of a
psychiatrist. His advice thould be taken In respect to the postible
use of artificial hyperthermia or shock therapy Regardless of
whether or not fever therapy Is employod, penicillin is given as
PAM in doses of 1,200 000 units every 45 or 72 hours until « total
dosage of 12,000 000 units has been admintstered.

In my experfence the results obtnined with the combination
of penicillin and fever therapy are fn no way supesior to thase
obtained with penicillin alone.

A rest period of three mouths is allowed the paticat, after which
a serles of Injections similar to the first serles is given. This is fol
lowed with ap interval of thres months, after which the further
conduct of the case depends on whether or not the paticnt has
shown clinfeal improvement. If improvemont hes taken place, an
examination of the spinal fluld is made, and in the event that the
findings indicats improvement, recourss to shock therapy b
highly cffective Further treatment of theso patients with penf
cillin’and shock therapy generally brings ebout sufficient ments]
improvement to allow them to return to normal life.

If howover the results of treatment up to this poiot are uz-
favorable it is best to consign the patient to a prychiatrist, sinc
further treatment along the lines indicated is ineffective.

Tabes dorsalis should be treated in general like T
prognosts Is more favorable than In paresls providing that the
disease is not of excessive durstion. Tt will be recalled that treat
ment usually does not abolish the pupllary reficxes or the ?tt
uximofguﬁicaisb.nmdoaltmﬂmmuu!m!cnc} and
sensation of d essure.

A fn\mbloecpprogno&'lpr s may bo entertalned fn patients showing
a reduction in the cell count of the splaal fluld after ono yrar
treatment. The disease becomes mdﬂra’chng"‘;d
cbnnoodutt}wﬂghmlngpahuundgnm-{caidswﬂ]bogfﬂ“
alleviated.
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Primary optio atrophy i1 best treated with penicillin and fever
The

therapy tjections of penicillin are given according to the
rehodule for general Hyperthermia is induced by elght
av 10 tnjections of blood of the benign tertiary type.

Thnpmgcmhhunﬁmbkbemma.mwlthh’mtmom,
blindness may occur

TREATMENT OF CONGENITAL SYPHILIS

Bocauss of the efficacy of penicllin in the treatment of the
nant syphilitic woman, congenital syphills can almost en! be
prevented by prenatsl therspy It Is suggested that the treatment
consist of 500 000 units of penicillin for 20 dayx, with & total
dosage of 10,000 000 nnits, this to be given in confunction with
biweekly injections of 007 gm, of liposohuble birmuth untl 20 fn
foctions have been given.

1f the mother has not recedved treatment during her pregnaney
the tnfection will usually assume one of the following forms

1 Early congenital syphills (from birth to the third month)
It s suggested thet the child presenting signs or symptoms of
early congenital syphilis be given 400 000 units of penicillin per
kilogram of weight dafly this groount to be divided over 15 days.
1 have found it advantagecus to use solvents capable of slowing
the absarption of the penicillin ar N N dibenzylethylenediamine
dipeniciltin G This treatment is combined with 15 biweelly in-

fectiony of either liposaluble bismrth ar bismuth subsalicylate,
ench to contain 3 mg of metrllic btzmuth per kilogram
of welght.

A test period of four weeks is now allowed, after which a sec-
ond sertes of bismuth tnjections is given, similar to the first series.
1f the attending physician findy it advisable a third serles of bis
muth Injections s glven after a rest perfod of four weeks.

If the blood test is negative after the first serles, serologle con-
trol should be mads every dix months for two years. If the lahore-
tory and clinical examinations prove normal at the end of two
years, the child may be considered cured.

2. Lato congenital syphills (after the second year of life) The
meﬂtx&mm for childrem with this form of congenital

s stmilar

to for adults with terttary acquired syphilis.
The results tn children, bowever n.\'ermwl:}«muuxil,ct:;rr‘yyP In-
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terstitial keratitis is the mast recalcitrant symptom and requires
the following specialized form of treatment

2) Penicillin G in serfes totalling 10,000,000 units.

b) Cartitons in the form of a collyrium and teblets for oral
administration, providing that the Infection is in an eardy
congestive phase.

¢) Fever therapy

d) Vitamin B

If there i a coexistent tuberculous infectian, use should be

made of fsoniazid, para amivossbcylle cld, streptomycla, and
vitamin Dy

REFERENCE
Darrn, B, and Tmmger, & W The menagemest of nemrosypbilie.  As. /
Syph, Conar & Ven. D, 89131, 1IMZ.
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Yaws (Framboesia Tropica)

By
Tancredo A. Furtado

D(:ﬁ.nitlun. Yaws is & contagions, infectious, and nonvenereal
treponematosis of tropical and subtropical regions which pro-
duces specifio cutaneous and osseous manifestations. It is not
hereditary- it rarely affects the mucous membranes and never pro-
duces visceral, ocular ar nervous symptoms stmilar to thoss of

Etiology Ths causatlve ageat, Treponema pertenus, ir mor
phologically indistinguithabls from T pallidom. to
Yasuyema, T pertenne survives cutsids the organism for enly 30
minutes tn physialogic saline solution and two bours in human
serum.  This low vitaltty contrasts with that of T pallidum which,
according to Harrsan, survives for B0 to 84 days and maintains
ibviinl]tyfcrrdxdaynﬁtfﬂ C. Inoculstion of monkeys eod
rabbits with the tero spirochetes always caures clinically and histo-

cally different lesions. According to Twmer Tumner and

Fenls and Turmer and Macleod and Tumer this
should be atiributed to the inherent bicloglc characteristics of
each of these

Epldemiology  Occurring exclusively in tropical &od sub-
tro-pim!lowlnd:whuuthugnmhﬂhged.thanﬂdamp,ﬁn
vegetation abundant, and conditons and clothing are primi-
tive, yaws occurs tn endemic in contrast with the unfversal
occurrence of syphills. A large mumber of arthropods may act us
md:aﬂmlmm-mgwblchmﬂlppdntupuﬂjpa(tha
commonest) Motcudunaﬂ.cn,Ornfﬂ)oduru:

ense, and some bloodsuekd

Srmplom-lu!ogy Thamumofynmm:ylppmp‘htnl be
divided tnto early and late stages, edding a lﬂtunttugatg'tn-

53
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clude asymptomatic forms of the infection. Any attempt to
cla.nifyyuwzhpwnlym-biat;airyth:mm because of frequent
overlapping of the prim secondary manHestations, al-
thou]gfpmhppmgofs?}'yhsfommﬁnthmeoﬂbohhmgg
has never been convincingly demonstrated. Furthermore,
prhmrylaianmxyouﬂa.rtt{ewcunduryladom It is also pos-
sibla for a primary lesion which is caused by an infury and which
Is axtociated with infection to ulcerate and became progresyively
transformed fn situ into an ulesration of the Jate stage, particularly
in persons in whom the absence of a generalized eruption pre-
vented the development of immmity

The causative agent penstrates the ergantsm through & solu-
ton of continuity of the skin which at times is not visible but more
frequently is representod by cuts, wounds, abraslons, or pre-
existing dermatoses. The primary lesion appears as s large, round,
crust-covered, fungating papale measuring from 2 to 6 cm. in di-
ameter after an Incubation period which varies between ten days
and six weeks. When the crust is removed, a moist, whitish, or
pinkish, memmfllated surfaco resembling a raspberry 15 expased.
In rare instances, the primary lesion is & small papule, a scaling
maculs, or an ulceration. Such lestons are usually single and fn
sbout 80 per cent of cases are situated on the lower leg below the
knes. Multiple lesions result from the simultaneous inoculation of
the infection in several different arcas.

The durstion of the primary lesion fs extremoly varable. It
may tnvolute before the stage of ton, or it may pertist
and coexist with the secondary leslons, ar it may even outlast
them. Thatypeofmphuoaﬂhosldn.d:onumbcrmdvﬁ-ul@w

of th to the Io-
of the cansstive agent, the reaction i;;:u—gm.l.::ruan!”wm‘_‘

fection and pre-existing or superimpased
capable of influencing the and evolutlon of the pr-

mﬁ:e:ipgdofthemfccﬁmtotholympbammkuplamn!@
early stage which explains the occurrence of satellite lesion. The
regjonal mphnodamwel]udl.rﬂnctnodabccamc Pyl
and some contain treponemss. T pertenuo also invades the "
meamverywlyinthomlmofthcdummmhxhawnhzy
paﬂﬂvnmlog{ormc&onuwlyu!holhkdwcekoﬂhe ec-
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Hom. Thos the infection spreads by both the blood and lym-
phatic chanmels.

Secandary framboesiform lexlons may eppear at any thme be-
twoen the first week and fourth month of the infection. These
framboesomas ars vegetnting, crust-covered mors ar less aloer
ating leslons which are produced by the hematog; s tpread of
the infection, they are marphologically stuflar to but emaller
than the prdmery

Occurring singly or in combination with these framboesomas
munnvegatadnglaﬂomcaﬂedﬁ-tmboeddxwh!uhmgmﬂy
regarded as resulting from the hematogenous spread of the trep-
onemas n g parson previonsly sensttized by thet antigen. Fram-
bouidslppmrmldﬂrwrlou’mpecb,umongwhhbmm:muy
papul roseolalike Jes, lich "’lndlm'[uifﬂrml)laqu.m,
and circinate Jetlons.

Frumboesomay and framboesids may be distributed over the

entire skin or confined to tho following areas n arder of frequency-
faco, cxtromitles, thorax, external genitalia
neck, back, and sbdomen. The scalp is rarely affected. Looali-
zation on the palms and soles produces vary inflermma
lesions which Incepacitate the for work. Rz
bello stresses that thess losiona are al different from the
pelmar and plantar Jesions of the late perlod.

Participation of the skeletal times ocours in tho early stage of
the disense but to a Jesser degree, it being unusual to fied serfous
bony deformities in thiy early

The recurrence of vegetating b and getating
framboesids at varicas iutervals daring the first two or thres years
of the infection is by no means unnsual  Since Schoell showed
that thers is 0o letent infection of the podes which might
act as a reservoir of trepanamay, it must be assumed that thess
recarrent lestons are doe to tuperinfection or refnfection.

All forms of framboestform Jesons are rich in treponemas widls
framboesids have few of them. The phase of generalizxtion of
the nfection 13 eccompanted by positive seralogio reactions tn 100
per cent of casex,

In about B0 per cent of petionts, the tnfection Is efther com
pletely dominated by the 1 ing forces developed in the
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evolution of the diseass, o it enters & latent phaso which s enly
recognbahlabythepmlm'emlogicmcuonmdbymwmat
able anamnestic and epidemiologic data.

Ths remainin wp«mtafpaﬁmdmbplomkmdluim
of the skin and with marked destructive tendencies. Asa
gsnemlmln.thsmoreembormtthnaﬂymanifamﬂom the less
intomse will bo the Jate ones and vics versa. How can thess late
lesions be explained? Chambers believes that treponemas and
ﬁmhpodudxaﬂ:tnginlatmt{odmfmnaﬂanﬂrmhﬂcm
u‘eataattatsofa!tcredmc&vityornﬂcgyintmmpzmﬁy
mﬁtbedbythatmﬁgm,thcmwiymvndfngmpmﬂnmpv-
ducmgdeshucﬁmladombcmumofthﬂlkacdmcﬂvﬂyof
these tissues.

’Ihelatecntmaomleﬁomcf)mapparuwwﬂkemdnlﬂ
or ulcerations. Somstimes the uloery ble those found in
so-called tropleal ulcer and st other times they mimic thoso
associated with deep mycotic disease.

Itixofmdlﬂlmlttodkungtﬂsh!hcluiomnfﬂmhmmge
of yaws from tertiary syphilis. “As a rule, however the Jats Jesions
oiyrmmmmmnd\e,momxprmdlng.undmadamm
the resoltant deformities and scars often interfering with the
lymphatic circulation and thus producing elephantiosis and coe-
ditlons anﬂogmmmonyfmtandhiadzm foot.

Hyperkesntotic lestons of tho soles and palms were present in
the late stage of 256 per cent of my patients. Theso lesions &
called “crab yaws” and ususlly cause thickening of
the skin with fissuring and ulceration. Feratoderma of this
hofmt}wonlymmwmeﬂdcnmcftheinfwﬁmnndmm
{:Ezbnwithtpoﬂﬁw logic test and

le.

1 have never been able to fod T peﬂcnuelnthchtowtamﬂ“’
bbmo{yamdthﬂbydhwmmﬂﬂnwmm
sections, although the serologio resctiony aro positive in over
90 cent of patients.

Tpi:mmml:f sheletal tissues produces osteftis and pﬂ'*“ﬂf Q}mm
Ieading to bony deformities and mutilations, particularly o
thia (ssbre shin) Goundou i the name given to the deformity
muscdbyhypcrlmphicoﬁdmohhammlbanamdwﬂd‘ﬂg
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branch of the upper maxille. This may set In early in the
course of the disease, but it is a Iato manifestation.” There
ta no kngwn explanation of the fact that goundou fs very fre-
quent on the French West African Coast and very rare in conn-
tries such as Indoching and Brazfl where yaws is endemic.

Ihawoharwdthefoﬂawmmnémmdbbgicmdiﬂmuom clreum-
seribed areas of osseous (osteolysis) ostegporosis,
perlostic deposits, thickening of the cortical layers, and ostooscls-
rosis, Yaws can give rise to all the cssecos lesions of syphilis ox
cept ¢ ‘hondritls, but fnvel t of the joints is much more
frequent and extensive in yaws than in

Gangoss and juxta-grticular nodes should be regarded as & syn
drome produced by many diseases of which yaws is merely one.
Gangoza s characterized by a progressively destructive ulceration
of the soft titrues and banes of the nose, tho hard palats, pharynx,

the hard palate or pherymx.
Juxta-artericular nodes are generally symmetrically

around the joints and bony meu,ﬁ}_rﬁcuhﬂydn oo,
elbows, hips, and ankles. must bo differentlated from the
subcutaneous nodules of rheumatodd arthritis and rheumatio
fever fibroma, the tophi of gout, the cysts of filariasls, onchocerct
asls, and fhrotic growths of trammatic ordgin. The great varis-
ton in the incidenco of gangosa and fuxto-articular podes in

different endemio foct of yaws may possibly be due to ecologic,
rocial, and distetic factars.

Mistopathology In both the initial Josion and generalized
framboesomas, there are marked epithelial hyperplasia end dermal

inflammatery infiltrates, with a predominance of lymphocytes
and plasmocytes showing a tend: to perivascul.
The fund 1ch the

Y ar
1

2 fr ds are stmilar to those
just desertbed, except for a difference tn the cxtent and detalls
of the individual losion.

In advanced lesions, there fs a granolomatous infiltrate,
thellold and glont cells being rarely present. Necrosis ofﬂg;
knd met with in syphilis #1 exceptional. I regularly observed
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evolution of ths disease, or it enters a latent phase which is only
recognizable by the positive seralogic reaction and by freontest
able snamnestic and epid c date.

The remaining 50 per cent of patfents develop localized lestans
of the skin and bones with marked destructive tendencies Asa
general rule, the more exuberant the early menifestations, the less
intense will be the late ones and vico versa. How can these late
lesions be explained? Chambers beli that trep and
their products arsing i Iatent focd or from external retnoculations
create a stato of eltered reactivity or allergy in tissues previowly
sensitized by that antigen, the newl trepanemas pro-
ducing destractive lesfons because of the altered reactivity of
these Hssues.

The late cutansons lestons of yaws appesr as wartlike nodules
or ulcerations. Sametimes the ulcers resemble those found in
so-called tropical ulcer snd at other times they mimle those
associated with deep mycotic disease,

It is often dificult to distinguish the lestons of the late stage
of yaws from tertiary syphilis. As a rule, however the Inte lesions
of yaws are more extensive, more spreading, and more destructive,
the resultant deformities and scars often hnterfering with the
Jymphatic circulation and thus producing elephantissis and coo-
ditions analogons to mossy foot and Madura fool.

Hyperkeratotic lestons of the sales and palms were preseat in
the late stago of 25.6 per cent of my patients. These Jesions arc
called "u-alg:)-n.m' and usually cause extensive thickening of
the skin with furing and ulceration. Keratoderma of this kind
is often the only cutaneous evidence of the infection and tn con-
junction with & positive serologfo test and snamnestic date is
what males the diagnosis possible.

1 have never been able to find T pertenue in the lato cutancous
Jestons of yaws efther by direct ination or in histologic
sections, although the serologic reactions aro positive fn over
80 cent of patfents.

Emmgo;shkmumwwodmmdmwdwﬁm
feading to bomy deformities and mutilations, particalarhy of the
tibla (sabre shin) Goundou Is the name given to the deformity
cmuscdb&hvpcrtmph!coﬂciﬁsofﬂacnnn]bmﬁmdumdfﬂﬂ
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Pinta

By
Franchco Margquez snd Chardes R, Heln

MALmrmompmh,abokmwnbycummuoqnhlmmu.
is & nonvenereal, endemic treponematosis. It is characterized by
:.;:nr of ¥ lestons awsoclated with marked color

ges, which ulthnately develop partial or complets deplg-
mentation. Thess color changes, which are typical, bave given
the disease the nome.

GEOGHAPHIC DISTRIBUTION AND INCIDENCE

Pinta {3 a prim{tive, tropical diseasa, essentially In the
Western Hcmhpham,h:gidl probnbl;m for many years
before the Spanish Conquest.  The diseate prevails fn Mexico,
Caolombia, Ecuador Venezuels, and Bolivia, whers large reglons
are offected. Smaller fsolated areas have been destribed in
Cuba, Brazil, the Gudanss, Guatemala, Honduras, Haiti, Domint-
can Republic, Argenting, Africa, and Asin.

EFPIDEAMIOLOGY
Distribution. Piuta has no special geographic distribution s
previously believed. It can oceur fn arens of high as well &8
relathyely low altitudes and is abo found in bsolated, small zones
such as Cuba, where tho tncidence s low
Climate, Pinta i3 more prevalent in tropical zones althongh it
#s not confined entirely to them.  Dry weather {s usnally move
favorable than molst for the occurrence of tho dlsease. Mot
Mexieans with the disease lva in inland arcas,
Mode of life. Pinta is prevalent ammg thoss of poor socko-
econcmis levels, usnally In small villages with Insdequate and
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unsatisfactary sanitary conditions. Thess people n;:;lltléljve
closely crowded together in tmall huts, the entire fre-
quently sloeping i & singlo bed. In most lnstances the dircase
occurs in thoss who are undernoudsbed, fllcled, barefooted, and
unclean,

Sex and age. In ouw original study of pinte in Mexico, it was
noted that the fnfection was dightly higher amang females than
males. This may be duo to the fact that women wsually remain
at home and are i closer contact with the affectsd members of
their families. Piuta {s essentlally o disease of infancy sud child
hood. In our group of 133 pinta pationts, the disesses occarred
betwoen the eges of 1 to 15 years in 1.6 per cent of the cases.

Rsce. Pinta hasno predilection for any race, although tt occurs
move frequently fn Mexican Indisns. In Cuba, Brazil, aod other
coumtries, Negroes are mare affected than others,

TRANSMISSION
Contact. Pinte is contracted by cesual contect. Since the
organtom camnot penetrats wiinjured akin, the wwal pect of
entry is a minute cutaneous abresion on the exposed partions of
the body Wo have soen two tnfunts infected by their mothers

not produce prenstal infections. It is only on rare occasons that
tnstances of pinta infections have been noted in infants wnder
six months of age.

Inscets. Leon y Blanco was able to transmit the disesse to 2
volunteer by exposing hi excorlated skin to Lasects rocently fed
vrith material contaning T carateum. It has not, how-
ever been established that intects serve as true vectors tn
transmitting the {nfection. In fact, Hippelates naturally tnfected
with Treponema cargtenm never have found. As has been
conclusively demonstrated tn yaws, the do not in-
vado the sslivary glands of the nasct, a cycls is not de-
veloped, therefore the only way by which the disease can be
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transmittad is by the regurgitated material or excrets deposited
ontbnsﬂnaﬂuthemmhufcduponmeﬂomof?gnd
lesions  As in yaws occasional transmission of pinta by this
hanism can not be excloded, although open lesions are not
t fn pinta, therefore mechanieal passive t fsston thoald
exceedingly rare under the usual existing conditions.

ETIOLOGY

Bacterfology Tho disease {5 caused by Treposema coratewm.
Under dark fleld examination, the electron microscope, and the
phase microseope, T caratenm sppesrs marphol ly tdeati
cal with the treponema of syphilis, yaws and bejel

Animal inoculation stodies have been of special interest.
Tumer Hollander and Shasffer have shown that the
strains, including those from Bosnls, in general produce
indurated lesions, whother inoculations are made into the testes
or the skin. The yaws strain, however buamthur}onglfnmbﬂ—
tion with the ent of ledons which are less ex
lanxivep“::»dd much lmmledthanthmopmduccdby(he
syphilis strain  The bejel strain appears to lio somewhere be
tween tho other two groups, in terms of pathogenieity AkbouEi!
Leon y Blanco and Oteiza have reported on the successful

tion of pinta treponemas into the scrotum of rabbits this obsenva-
tion has not been corroborated by others

Transmission experiments, In 1938, Leos y Blanco noculated
himself and other subjects with material containiog T carateum
and successfully produced the fnitial Jeston on the skin, which
appeared 7 to 10 dayy after the {noculation Recent studies of
our group, carried out fn Iguala, Mexico have shown that it vas
ot possible to tranxmit pinta by blood transfusfon, Such find
Ings sre in sgreement with the fact that no ease of sccidental
ummhﬂmofpmmbvbbodmuﬁmbubxnnpmtcd.

DMINOLOGY
Although it is generally agreed thaot pinta in its late stage con-
fers fmmunity against reinfection and superinfectian, there has
been some contraversy regardiog crosvimmunity between pinta
aod syphilis Leon v Blanco hay shown that pinta can bo success:
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inoculated in patients with syphills, and more recent reports
gﬁmmthltplnhp‘gomnotcunfu'hnmmuﬁywlyphﬂh In
puhofVmala,whmynw:hcommn,BdmoRmﬂand
Iriarts reparted an the lack of cross-immunity between pinta and
yaws They have observed the development of pinta lesions
in twenty persons who had yaws and epproximately the same

number of pinta patients who tly developed yaws

lesions, All theso studies teem to that the different

strains of treponemas do not confer fommunity against each other
SEROLOGY

According to previous surveys, the routine serologic tests for
syphilis are negative in the primary stage of pints, whereas thoy
are tive in the secondary stage in 60 per cent of the patients.
In the tertlary stage, positive reactions have been reported in
from 70 to 100 per cent of cases. According to recent serologic
data obtatned in the exeminations of sera from a of 157
pinta patients of the State of Guerrero, we noted the sero-
logic tests for syphills were frequently positive fn tho primary
stage. Moreover & higher incidence of potitivity was found in
the secondary stage.

The results obtatned in this survey clearly indicated that sero-
logio tests began to give positive reactions from two to four
months after the onset of the disesse and independently of the
stago of the disease, As s0an ay thess tests became positive, they
continued to show a progreatve increase of serologlo titer  The
highest titers were obtained fn the intermediate type of late
cases, where ft was not uncommon to find 1024 dils or more. In
the primary stage 81.8 per cent of our patients gave positive
reactions, and §7.2 par cent positive reections wers obtained tn
our patients in the secondary stage. With the advance of the
more purified antigens utiliring cardioliptn, it was hoped that ft
would be possthls to differentiats pints from syphilis. It was
soon formd that all of the treponemal infections, including piuts,
produced pasitive reactions, In fact, a higher acidence of posi-
tivity was obtained with cardiolipin entigens than with the

cruder lipoldal antigens, becanss of the increased sensitivity of
the former
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Varfous special laboratory procedures bave been devised, with
tho hops of differentleting syphills from the other treponemst
infections Among theso are the Khan “verification tests © Char
gin end Rein subjected the sera of 268 patients with pinta to one
of the Khan verification tests  All geve strungly positive renctions
with the routine serodiagnostic tests varying from 4 to 160 units
with the Khan guantitative test. OF these, 225 (83.0 per cent)
pave the sy © type of reaction, 17 (6.3 per cent) gave the
genesal biologfe (nonsyphilitie) type, and the remaining 26
{87 per mﬁﬁ;m the inconclosive results.

The Euglo Inhibition Procedars devised by Neursth has
been found to bo of valus iu differentiating from non-
syphilitic diseases and conditionr. 1t has not, however been of
myhalgindﬁﬁ'ummﬁnggmmmyxwtﬁmtypbﬂhfnm
sm-iu es of sera exswnined in the serologio laboratory at New Yok

niversity

More recently Nelton and his associates have developed &
serologic procedire for the detection of w specific antibody In
trepontmal infections  This specific test has proved to be of
tremendous value in differentiating trus from false positive
renctions. Khan aud bis swsoclates tested various strains of T
pallidom, T pertenae and T canalicull with “standerd” pools of
seru from antmals infected with each of the strains. These studies
indicoted & significant Immunogenic difference between the
syphilis and yaws straios on the one hand and canalicult strains
on tha other but not substantial difference between the
aod yaws straing tested. However tho studies were lmited to 8
few strains which had been separsted from their naturs! bosts
for 10 to 15 years. Similasly it hes not been possible to differen-
tiate the svphilis from the pinta strins by this spectfic procedare

Durin, Mexioan Pinta Study {t was noted that tho Khan
Standard, the Rein Bossok, and Marquez Refn-Hozay tests gave
many rone renctf This 1 ph has been ob-
sceved by other investigators with most of the macro- and micro-
focculation tests.  Although tuch zono reactions are occationally
observed with high titered syphilis sern and somewhat more
frequently with sers from yaws potients in our expesicnce it o0
curred moce frequently with pinta sers.
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STMPTOMATOLOGY

Lesdons of pinta are so variad and 5o intermingled in the coarze
ofdndimthud;niﬁmuunmmxharplyddmdmgu,
ax |3 the case of other trep 1 dt is ahmost fmposyibl
The clanification employed in our studies is as follows
Prmary stage. The At mantfestation of the diseass s the
tnttlal ledion. In our experlence with the naturally ecquired in-
fection, the development of the peimary lesion is dmilar to that
described in experimentally indoced infections. We have ob-
served that primary lesions of approcimately 15 or 30 days appear
as small Jenticolar alightly scaly papules, approximately ons
centimeter In dismeter  In about ane to two months thess leslons
reach a diameter of two to three centimeters, and their appear
ance chenges. The lexigns at this stage are usually of three types:
erythematous, circinate, or proriasiform, with the last type cccar
ring predominantly in older lesions. The erythematons, scaly
lesions sre alightly elevated plagues of oval or frregular shape.
Tbcd:dnneludmmlﬂgiﬂymlymderythanawm,wﬂh
sn snoular outline and slightly clovated borders. The psorest-
form plaque is a scaly reddish salmon ar reddish white, sharply

ted leslon.

Inaﬂtypu,butchi:ﬂymthahst,thupdmyladmmymn-
tinue to increase slowly in size and reach sometimes & diameter of
10 ceptimeters of more in sbout one to two years. Frequently
MQﬁm:mf::iodbymﬂmntﬂmlaﬂomwh!&
may wi amnd = largo configurate pattern. Thess
oldes primary lesions develop varylng shades of pigmentation
which coexist frequently with hypochramic and achromio areas.
When the primary lesion heah, there s urually a lenkodermtc
area at the original site.

The distribution of the primary leston, n order of fs
as follows lower extremtties hw.nack.uppauhmm:hyat,
buttocks, and abdamen. Lestons of the lower extremities sppear
&?Klegx.amuaufd]ﬂ;fmt,mlh,mdhm Lestons of

] oceur on cheela, and Pri-
mary lesions of the genitalls and htwmtmggaved
in gur series of patients.

Secondary stage. Secondary lesions develop from one month

T
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to one year or more after the appenrance of the initil lesion.
Sometimes they are scarce, only two ar threo occurring, but they
may be numercos Extensive dissemination as in syphiils, is
a rare occurrence. Primary or secondary lesions may have a
simflar appearance (circnate, psoriesiform, or erythematous-
'ml{dphqum) Occasionally tho lesions become secondarily in-
fected and show fmpetiginization with crusting. In analogy to
syphilis, Latapf and Leon y Blanco suggested the term “pintides”
far thets secondary disseminated lesions which appear en the
same sites as the primary lesions. The genitalln, groins fossa
axillaris, and are wually not 1uvulw:<§

Initially pintides are erythematous with some scellng but
later they become pigmented, first appearing copper colared, then
lead-gray and after some time slate-blue. Although some lestors
und pigmentation only after several montbs, others chinge
colm'mgo the first month. It depends a great deal on the Joce
Hon of the Those on the covered parts of the body plg
ment very slowly ar not at all, whereas lesions located on uncos
ered parts become pi, ted quite rapidly From three months
to one year most of the pintides show gradations of depigmenta
tion, either centrally peripherally or irregularly in small areas.
Often pintides have a mottled appearance caused by altemnating
patches of erythema, pigmentation, and keuhoderma. ” Finally the
regressing pintides may become complotely depigmented Al
though this echramia oceurs more frequently six months to oze
year after the appearance of the pintides, it may occur earlier
It is not rare to see leukoderma develop tn soms patients within
three months after the appearance of the secondary Jesion (early
leukoderma)

Phatides may recur either carly (1 to & years) or Iate (10 ycars
or more In the course of the disease) Recurrent pintides ma)
appear on the same sito as the origingl lesions but they aro
usually less numerous and frequently larger sometimes reaching
a diameter of 10 centimeters or more  Although they may be
psoriasiform or circinate, they usually occur as erythematout
scaly plaques sith fll-defined borders. This type sometimes
b keratotic, espectally swhen located on the legs koees,
ankles, wrists elbows and loin. In some instances, new erythe
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matous, recurrent plaques ftermingle with the pigmentsd and
Isukodarmic areas resulting from the ariginal pintides, so that
extensive, are sumetimes

diffuse, polychromic sreas
arranged on the extremitios in sleevelike fashion. It is difficult
to classify snch patients sincs they have secandary sod Jate pints

lesions st the same time (intermodiate type) Recurrent pintides
undergo the same regresstve achromio 2y moted oo the
odginal lexious.

Tertisry (lato) stage. Leukoderma rep B tarminal

phaso of the disease. Classification, however of ths staze, fs
also extremely diffoult since it does not necessefly reflect the
duration of the diseaso bt rather the rate of regression to the
achromic phase. This may occur 83 early as thres months follow
ing the onset, yet wo have observed many patfents with this
ar_gtum!cphue. This may occur 3 carly as thres months follow
pintides for many years. " Therefore, some patients may present
the late stage with achromic lestons in a few mon! n:{un.ﬁ,,
patlents may continue to develop recwrent secondary lesfons for
my years. The lato changes proceed fn wn fregular fashion
allowing en Intermingling of all varfeties of dyschrumi,,

chromta, and echromia. Thdyﬂnmblmwcb’hﬂypa

the

plote of long duration, pofkilodermalike

mumﬂymthefmmmmdba&qu&.:lk;’y
Leukoderma or “white pinta” represents the termy, 1 of

the diseese, either as & remult of edequats therapy rage

of old cases
or Lo thaso ts who, Without treatment, becore
umlyuuedlnﬁlftﬂ:;mmy}m spontane
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Primary and secondary leslons show similar histopathologie
pletures. At first, there are moderate acanthosis and slight
sponglosls with 2 moderate inflammatory infiltrate fu the upper
portian of the dermis. The infllirate, which is chiefly located
around the dilated blood vessels, consists primarily of lympho-
cytes with some histiocytes, plasma cells and polymorphonuclear
leukocytes. The pigmentary changes are minimal and as the
lesions became older there s some of mild hyporkera
tosis and parakeratosis, especially in the psoriasiform type. Other
lesions are characterized bg' the of lichen plonuslike
changes, which consist of hyperkeratosls, granulosis, and somo
liquefaction degeneration of the basal-cell layer Keratotic follic-
ular plagging may also be t, as well as vacuolization of the
priclle-cell leyer The plenuslile changes ars mare fre-
quent in cases of long duration or in recurrent secondary leslons.

Pigmentary changes are characteristic of tho older primary
and secondary lesions and consist of a decreass of melanin in the
basalcell layer with a deposit of the pigment in the dermls.
Hasselmann also described the decrease or ebsence of pigment
in the deeper strata of the rets Malpightf with a deposition of
pigment in the dermis, efther in chmmps or around the blood
vessels. In a fow istances, however inuusaofpigmentk
found, both in the basal and the denddtic cells, with inter
mingled areas of decreased and incrensed melanin,

Late {ntermediate or dischromic lestons show changes stmiler
to those described above. The leukodermlc areas aro charac-
terized by the disapp of the pigment in the cpiderms and
by few infommatory dnnfm. In cases of very long duration
poikflodermalike atrophic lestons may be found, consisting of
atrophy of the epidermis with thinning of the rcte pegy, dilatation
of the superBeial vessels n the dermis, liquefaction degeneration
of the basal-cell layer degencration of the collagen, and destruc-
tion of the clastlc fibers.  Halr follicles and sebaccous glands are
absent.

TREATMENT
Pinta, like other ematoses, has been treated for manv
years with heavy m with Indifferent results.
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PITA
lnﬂnﬂr:tMaﬂmnmanttudyufsh:h,m mm&.m
of 665 patients and possibility of a
fwtmy%mdmbghmpmbymﬂmd‘mghdm
of 1,200,000 units of procain-penicilltn G in ofl with 2 per cent
aliminum monostearats (PAM)  Since thattﬁne.thhﬁ

cofliin as well a3 the broad spectrum antibiotics
E%mmmyﬂllmddm Although the broed
tpoctrumnnﬂbioﬁc:hawbermuﬁwﬂvn.ﬂxmtpunmudam
mdthodnkﬂaldd.!ﬂp&mrmmﬂmeofmpmemmﬁmnthe
lesions #s langer than with penicfllin. Recently nnswE::.ldan
salt (N N dibenzylethylenediamine dipenicillin G) been
fntroduced for the treatment of Due to its extremely
Towr solubility in water penicllita blood levels can be prolonged
over longer periods of time than with PAM.

Myancdntumdlrmﬂyrxmdunﬁmﬂmnflnw
combimetion of three penicillin (Papbiotic Bristol Labora-
torles) in the treatment of treponemal diseases. A tingls dose of
2 ml in aguecus suspension 800 000 unity of
penicillin G 800 000 umits of procaine cfflin G and 600,000
mits of N N dibenrylethylenediamine G This com-
bination was concetved by Buckwaltar and Dickinson on the basts
that the solubility variations of eech penicillin salt when ad
ministered a3 a gngle mtramuscular h]]edi‘mlhou}dpmvida
on {nitial high blood concentration within an hour an intermedi
atubloodmumntntﬂmfnrutu%haun,mdnpmhngedblmd
concentretion for at least 15 days or longer in the mafarity of
patients.

‘We bave troated a sedes of 665 pinta patients with PAM snd
63 patients with Panbiotic. All patients were subjected to sero-
logic examinations immediately prior to therapy and at
mtauhfoﬂowhgwn:fpkﬂonafumbnmfurpabdxnpmm
years. Tho mafarity af patients treated with PAM reccfyed 1.9
mﬂ]!onuniulnuﬂngloln}odiun,whm'aasnﬂoﬂhemum
the Panblotio series recsived a single infection of 24 unfts, Of
dmalapﬁmb%mmﬂ(lmww)m,m
Of the 186 patlents with secondary lesions, 138 (742 per cent)
mcuxed,mdtherumhﬂngﬁ(ﬂﬁpurm)mw
Oftheilﬂpn&mbwﬂhhtnplnm(mydqunmm
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fled in the intermediate type) 87 (45.8 per cent) wera cured, 83
(46 0 per cent) were fmproved, and 18 (8.4 per cent) showed no

t at the timo of their last examinstion. The pig
mented and hypochromic lesions disappeared in two to four
mouths whereas the early leukodermio aress repign d in
thres to five months. The lats leukodermic losions of five years
duratfon or longer required one year or more far partfal repfg-
mentation,

The serologio improvement was much slower In that approx
tmately only 20 per cent attained serologic cure (seronegativity)
50 per cent showed serologic improvement, 20 per cent showed
no serologic improvement (serol fastners) and 10 per cent
developed a serologic relapse (elther treatment faflure or rein-
fection)

From these studies we fesl that a single Injection of repository
penicillin is highly effective in the treatment of pints. The re-
sults obtained with Panbiotic (£4 million units) appeared to be
better than those obtatned with PAM (1.2 million units)
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Viral Diseases of Interest to the Dermatologist
By
Qrlamdo Canfrares

Tmmdkmmafﬁms}iuoﬂeranwcuﬂb]eandmﬂmt
HBeld for experimentation snd study In which even human inocu-
lation is possible. Unfortunately especially trained personnel
and well equipped lebaratorles are essentlal for investigative
studies. In this brief presentation of our present knowledge oo
the subfect, I shall Iimit myself mainly to & dlscussion of the
natural history of dermatologio condltions camted by vinues,
stressing the problems of pathogenesis and immunity and adding
a fev words about treatment. Only the highlights of this rapldh
changing chapter of medicine are presented here.

MOLLUSCUM CONTAGIOSUM

Molluscum contagiosum is a y human discase; all attempts
to inocalate antmals have f; It is most common In chikdren
but may be seen ot oll ages I anco observed a patient 81 years
of age in whom the Infection could be traced to his

In typical cases the rounded, semiglobular wary w to or pink,
semitranslucent, firm growths with a depressed center are easy
to diagnose. Howover ocenstonally secondary infection Dfrp}’o-
enlc origin occurs masking somewhat tho characteristics of the
gbtnw. Somettmes the Jesions aro minute pofated papules only
visible through a magulfving glass, The lncubation period varies
between two and six weeks.

Although the virus of molluscum contaglosum Is one of the
earliest known as the causo of disease In humans its study has
been hampered because it can not be Inoculated into antmals of
cultured in chick embryos.

72
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As early a3 1907 Lipschutz studied this diseass and foumd mi
nute, pink-staming bodies which he proved to be elementary
bodfes, the ectual causs of the dissase. Later these were called
“Lipschutz bodics. Under the electron microscope the elemen-
tary bodies are rectangular with a tendency for paims to joln at
corners and to cluster together giving a mosalo sppearance.

Histopathalogy The leston is dosely packed with pea-shaped
Tobules, the epidermal cells undergoing a pecallar degeneration.
Ebest and Otsuks have shown that the molluscum is really
an overgrown cytoplasmic inclusdon dae to the action of the virus,
thathhmuhmkamy&mrmmnnbufthadﬁtmnﬂﬂnl
it houses myriads of elementary bodles, the viros,
Blank and Rake recommend referring to the readily extended
ceater of the molluscum lesion as the core rather than the "mal-

The virus of molluscum contagiosum together with thoso of the
lymphogmnnlmnn?od&gwupmpomﬂmhrgwm
that nfect human gL

Pathogenesls, & logy aod epidemial The virus s
strietly epidermotrople, sffecting only the skin snd rarely the
nmmmmemhrm(caimdjw.gmihh) The viscera are not
known to participate in the fnfection. In mmny cases apparently
po tmmuually is cbtatned, hence the danger of satoinoculation
the patient. The virus is constanfly being extruded from the
lestons to the surface of the in but prol an abrasion or &
solotion of continuity on the skin is necessary for its d ent.
The disease may be transmitted by direct contact among children
through infected hands and towels as well as in salons,

ted beanty

mental lesions tn adalts by {nocalation of

Bhnkmdnaknmcnﬂunthumnlnttg:f‘hmmdumnpu#
d virsl
produced oo clinieal lestons but an inmmume reaction

sexrvation corrobarates the theary of tmmunity without clinfeal

diseaso betng due to a previons inapparent infectfon.
Laborstory dlagnosis, A thin spread of the contents of ome

]ubnunderdmiﬁcldﬂ]mnlmﬂouwﬂldmwthouhnmtnygn
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Heles if a of an isotonic solution is added, the hrownian
movement of the elementary bodtes will be noticed. Wet prepa
rations of Lugols solution or stained preparations of Manns
method will show the inclosion bodies.

Treatment. The discase rarely disappears spontaneomly and
does not seem to respond to the power of suggestion. I have
found simple curettage of the lesions followed by the application
of slver nitrate stick most effective. Recently I had success
with applications of podophyllin, 25 per ceot In tincture of ben-
zoin, Multiple punctures of the lesion with a clean needle ar
pressing out contents through the central opening fs also usually
effective. Syrtunictruhnﬁtmthtbemlfummk?es,amwmydn,
or chloromycetin has been advocated but in my experfence has
been discouraging

HERPES SIMFLEX

It is now generally accopted that the clinical of the
lesions caused by the virus of herpes simplex in homans depends
on the affected tissue and the immunalogic situation of the host.

The discase follows a definite pattern characterized by a pri
mary infection and & latent stage during which the virus is sub-
ject to reactivation through the precipitating action of & trigger
mechanim. Recent studies have shown that the primary fnfec-
ton {n most individunhua:ympmmaﬁc;thhpmbnblyoccunh
carly childhood. In sbout I per cent of the population, the firt
contact by the virus with virgin sofl, usvally a child, results in 2
violent reaction of the host tissue against the fnvading virus with
systemic changes.

The mucous membranes seem highly and the dis-
ease manifests {tself in the form of acute herpetic gingivostoma
titls or vulvovaginitis. Intact skin fs more resistent, bat when im-
planted on eczematous skin, the virus produces an extensive ve-
sicular eruption. In the cass of eczema, the clinical picture Is re-
ferred to as Kaposf's varicelliform eruption, although the name
eczema herpetiom (Lynch) is more appropriate as the same
clinjcal plcture can bo produced by the vires of vaccinfa.

Neutralizing antfbodies apper in the blood following the pr
mary infection.



VIRAL, DIFCAKFS OF INTEEDST TO THE UERMATGLOGIST T8

After the virus has penetrated the body it may remain Istent
for years, in fact it may never be reactivated, but under the pre-
dpittdngacﬁunoflbigermodnnlrmmchuafubdladm
axpoﬂmtocu]d.lnuma,memtmnﬁcn,urmuﬂmeswﬂbuutap-
pamntmam.thaluiomrmppw This time however the
eruption i milder and is asually limited to the lips or the pents or
any other part of the body  This thne no systemic changes ocour
The condition Is notorious for its tendency to relapse on the samo
ared. 'The observation that patients with circulating antibodies
are subject to relapses when the antibodies in vitro rapidly nen

The virus of herpes simplex mearures 176 milimicrons in
statned preparations and is somewhat smeller when studled
throththcdod:mnmbu‘mmpe. The ecxinophilic nclusions

Lipschutz bodles occupy almost the whole nucleus of the

cell. In humsns, the leslons appesr on the skin,

mucous membranes, the eyes, and ths nervous system, indicating
that the virm is ectodermatropic

The assistance of the laboratory is seldam needed fn the diag
nosds of the aversge cate. When unusual eruptions are under
study different methods of tuvestigation are possible. Blank and
his associates, ustng & technique simflar to the one used tn the
Tm&mhnvelhownmatﬂlucymluglcdhgmﬂ:ufmm:
is helpful.  Althongh the features encountered in herpes
simplex, herpes zoster varicells ere the same, end the differ
entlztion among these disesses, especially between herpes stmplax
and h roster requires other tests, cytologic stadies are help-
ful in out all other vesiculobullous diseases

Practically all commonly used laboratory antmals are suscop-
tible to fnoculation with the viras of simplex.  The most
popular technique is inocolation of the rabbits cornes by scarifi-
cation, which causes keratoconfumctivitis {n from 12 hours to ane
week. Inmmnulmmmu!umwphallthwhld:hh-
variably fatal The ¢ membrans of embryonated
egg:hmwepﬂhlatoﬂ:aﬂm:,nndﬂ]hmdhodhmpid]ymp‘
planting antmal inoculation.

ngluhﬂdﬂlmdalhntnttuﬂngmmﬁgmmﬁm
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amniotic flold of moculated yolk sac. Intradermnl injection of
this antigen produced an inflanmatory papale at the aite of in-
after 48 hours. This test parallals the of antl-
in the serum and is poxitive in most adults, showing thot at
sametims these persons have been invaded by the virus. Sero-
logic tests help to demonstrato primary infections, sinco they show
a rise in the satibody-titer durlag convalescence.
Microscople examinations of tssue of either primary or recur
rent herpes simplex shows intraepldermal vesicles with ballooning
Intranuclear toclusions are sk "

in moultl
balloon cafls,

Treatment. The antiblotics have becn disappointing,
posxibly aureomyetn in eczema herpeticum.  In ono case, I fel
that aureomycin was helpful. For relapsing cases, repeated vac-
cinattons with smaltpax vaccine is tonally of value,

HERPES ZOSTER

Becutss of its typleal bandlike appearanco following the dis-
ﬁbﬂﬁanoflnmtygh«pamwumﬁmndmywﬁym
medica] Hteratare #a zons by the Greeks the name still being used
by the French aud Spanish.

As early as 1888, Von Bokay mggested the ponthility of a re-
lationship to varicells, mentioning in support of his that
children who heve been in contset with a patient with
xoster commonly develop varicelle.  Both diseases scem to pro-
dwenhsﬂnglmaazmltytomdrmv{mm Wk;‘:nivéysz
berger su ed that b zoster is possibly a
mmhﬁm@&wmmmmﬂwmh“
been specifically changed in thelr capacity to react,
v&mucqm!nmnmw%\h\hemmnm Thbmyhvcug
glace n a clinfeal disease (varicellz) or have been sabclinieal

Stokes, Jr believes that varicella viru affects the general popo
Iation at an early age and that in some fustances the vins may ¢
main in the nerve cells, In these individuals later 1n life, a pre
cipltating factor such as cxpossre to cold, trauma, or pressure
wmpodfmtcnbmﬂmdvimncum{ along the posterioe root
fibers with subsequent development of herpes roster Blank end
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Rake believe that thers Is now suficlent evidence to consider
chicken pax and herpes roster different clinical manifestations

the relation of chicken pox to herpes roster {8 analogous in many
ways to that of the primary and recurrent mapifestations of herpes
simplex.

The zoster virns tnder the electron microscope is

y 210 millimicrons in diameter brick shaped, and

has a diwple in the center  Rake has shown that the morphology

of the viral particles is the same in chicken pox and herpes roster

N and Rake have shown that it is suficlently distinctive

to tate thess d from sroallpox o vaccinle, Good-

mmdhdmhnwmweedadmmuaﬂnﬂngthavirmon

skin grafted ou the chorloallantofo membrane of the em-
bryanated egg.

Two types of herpes zoster have been described the “primary”
which appears without any apparent precipitating cause and the
“socondary” which appears efther in the course of febrilo diseases
or following trauma ar the administration of greentc, bismmuth, eta,,
ar in patients with melignancies and lymphoblastamas. The dif
ferentiation is not always easy and many cases thonght to be “pri-
mary at first are later shown to be secondary to & hitherto unrec
ognized disease such as levkamin. In ceses of primary infection,
the virus presumably reaches the ganglia throngh the skin or
through the blood stream after implantaton on the pharynt. In
secondary infections, the virug is possibly activated by the pre-
cipitating factor after a latency in the body In lymphoblastoms
tous disenss, pressure or actual tnflltration of the nerve roots may
be the activator

The pain of harpes zoster i most freguler in severdty and char
acter Tt {3 usually said that the older the patient, the more sovere
the pain. It may precede, accompany or follrw the eruption.
Every clinfcian knows that postherpetic patns are most resistant
to therapy After Combes and 1 poblithed our article on the
g:ahnmtofhib:;pumﬂarwamcdvedmyhﬂmﬁmnﬂm

country ts with Some of thess
peophhadhndg:hndhmmfmwmlympﬂh?ndhndm
every conceivable method of therapy to no avail.
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Treatment. Locsal treatment of mild cases is not necessary
other than to cover the lesions with a simple lotion. Protection
from exposure to alr and friction seems beneficlal. When I was
an assistant to the late Dr Howard Fax, we often found the spray-
ing of the lesions with paraffin quite effective.

Internal treatment varies from the use of acetylsalicylic acid
to that of cortisone. Autnhemotherapy thiamine hydrochloride,
posterior pltuftary extract, cobra venam, vasodilators, and other
methods have been found to be effective by different investigatars.
My experience with ACTH and cortisone has been dissppotuting

Combes and I have made a study of dek
(Sandoz, DHE45) and protamide. The former is a derivative of
ergot and is often used in the treatment of migraine Protamide
{s a denatured proteclytic enzyme obteined from the mucosal
layer of the hog stomach. Both medications are given fntramus-
cularly In both, the results wero satisfactory in ebout 75 per
cent of cases. The best rasults were obtalned in cases of “pri-
mary” herpes roster In cases of postherpetic pains, thero was
little or no improvement. It was noticed that none of the patients
who received protamide later developed postherpetio pains.

VERRUCAE

Most investigators belleve that a single ctiologic agent is re-
spansible for all forms of verruca.  Thero is experimental evidenco
in favor of this concept, sinco inoculations of fltrates of different
types of warts have produced only verruca vulgaris in susceptible
Iﬂd“’fwdmk f a leston cansed by the

It that the clinical plcture of a
verruca virus depends on different factors, one of them being its
location on the body The back of the hands fingers, snd fore-
arms are most commonly affected by verruca valgarls and verroe
plnm.whﬂnthuthlnncnld.uofﬁooyuﬂd:uwcﬂutboddud
the neck and axillee are more often affected by verruca digitats
and fliformis the molst genital and perianal areas are more prone
to develop condyloma ncuminata.  The thickened skin af the
soles ustally at the sites of pressure dovelop verruca plantaris.

The influence of pregnancy is an interesting factor It ls known
that verruca fliform acd condyloma acuminata are prone to de-
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d and often after
o A e W g e
ﬁcnbmmpmmt.posﬂﬂybeamthevkmhdmdyprmnt
on the skin, and pregnancy acts es & “trigger mechanfim for the
a of the lextons, a mechantym stmflar to that occurrng

stmplex,

logy Every der Jogist has had opportunity to sec
mdlﬂdmhwithhwmuimkhnmtnthcv!msofm These
patients wually prosent two or threo types of verruca, and thefr
treatment Ix often wnruccessful. It fs possible thet some indi-
viduals are trmune to infection with the verruca virm.  The fact
that verruca {3 uncommon after the age of 40 may indicate that
some degres of fmmmmity has been developed, It is not tmeom
mom to soe brothers or sisters of patients with verruca vulgaris en
tirely free of lesions n spite of the fact that they are in constant
intimate contact with the pattent. Findlay after three successful
inoculations on himsel, became to further lations.

Etology There i no genena! agreement smong
as to which structures represents the virus {n Huus. Straus,
Bunting, and Meknick described eostnophilic bodies in lergs vac

maclel of epidermal cells, Blank, Boerk, and Weidman
mgudthmltrucuﬂuumm:podﬁc,bmuxthnyhﬂtoglvn
hll—&—‘. Toal ‘mﬂdm

With the use of the Feulgen stan to demonstrats tho
of desoxyribonucleio acid (DNA) in inclnsdon materlal, BE:
his aoctates detected ronmd basophilic intreauclear inclusions
the prickle and layers of warts, Thmelndudumnmmr
munded by & mons of balloontog degeneration producing
“bird'seye cells. It is interesting to note that these changes wers
foundbythumom]yinhlfoftbdrammdbysmmdhh
associstes tn an even smaller per
munluttzmiumobmvodun]ylnlaﬂumlcnthmnlm
months old.

Logieally the correlation between the cHnical types of wart and
the presence of Inclusion bodies would yleld interesting taforma-
ton. Based on their clinical and laboratary study of 102 warts,
Lyefl end Mfles divided their material into two ane which
they conridered a separate clinical entity fn irclusion bodies
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Treatment. Local treatment of mild cases is not necestary
other than to cover the lesions with a simple lotlon. Protection
from exposure to air and friction seems beneficlal  When I was
an assistant to the late Dr Howard For, we often found the spray
ing of the lesions with paraffin quite effective.

Internal treatment varies from the use of acetylsalicylic acid
to that of cortisone. Autohemotherapy thiamine hydrochloride,
posteriar pituitary extract, cobra venom, vasodilators, and other
methods have been found to bo effective by different {nvestigators.
My experience with ACTH and cortisono has been diseppolnting

Combes and I have made a study of deh,

(Sandoz, DHE-45) and protamide. The former is a derivative of
ergot and Is often used in the treatment of migraine Protamide
is a denatured proteolytic enzyme obtainsd fram the mucosal
layer of the hog stomach. Both medications are given {ntramus-
cularly In both, the results were satisfactory in about 75 per
cent of cases. The best results wers obtained in cases of “pri-
mary” berpes zoster In cases of postherpotic pains thero was
little or no improvement. It was noticed that nane of the patients
who recelved protamide later developed postherpetic pains.

VERRUCAE

Most fnvestigators believe that a single etiologic agent is re-
sponsible for all forms of verruca. Tha-ehupa'lmmtalm'idmcc
in favor of this concept, since inoculations of fltrates of different
types of warts have produced anly verruca vulgaris in
individuoals,

1t appears that the clinical picture of a lesion caused by the
verruea virus d on different factors, one of them being ity
location on the body The back of the hands, fingers, and
arms are most commonly affected by verruca vulgaris and vernec

whilo the thiner skin of the eyelids as well as the sides of

the neck and axilleo are moro often affected by vemnica digitata
and filiformts tho motst genital and perianal areas are more prooe
to develop condyloma scuminata. The thickened skin of the
soles, usually at the sites of pressure develop verruca plantaris.

The influence of preguancy is an interesting factor It {s known
thnt\tmmﬁﬂfarmmdcondyluumncmnlunmmpfmmd‘*
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Althongh this is a systemio disease, the main pathologio changes
occur in the reglon of lymphatic dratnage of the primary leston
This 15 ususlly on the genftals or in the rectum, thus cansing the
twomamdlnlmlp}ctmoftbodhaasa tho primary lesion-
inguinal adenitls type and the ancrectal-genital syndrome. Sys-
temlcdnngumchufevar maldna.hcadndm.uthnlgia,m&
toxle eruptions are common. The

nteumummdnndthmhlhypaglnmlmﬁawnhmmml
of the A/G ratio

Theo lzboratory diagnosis generally is made by the Frel test.
Tbamplanmtﬂmdunmthalwohn]pful Podﬁwtutlam
not diagnostic In the absence of a clinjeal m

indicate that the patient iy or has been byt.helymp]m—

oma venereum virus.

The viros of lymph \ toﬁngmup
oflargevhmes. Theynmoftandudﬂndu

which are related to the rickettsize. chhidohlmdmﬂad
small bodies within monocytes in material obtained from a bubo
of lymphogrmmuloma venereum. The virus can be cultivated in
tirsue cultore and chick embeyo.
Thcc:mplm:mtﬁmﬁunmtlhmthtthemh%
between this virus and the viruses of psittacoss and cat
disease. Meyer has strested that the sers of patienty with acute

infections occaionally ylelds signtficantly high

psittacosis infection tn which the titer rises during convalescence
and pertists for many months,
Imnranology Lftﬂahlmownnboutthehnmma]oglcdmujon

of pstients with lymph ton of

paﬁentwithml!mhﬁfmmhkownbuboa}w!ylpmduen:m

{ndignificant inflammstory reacts lmtno‘ pathy Tt i
le that patients develop t:mmmfty 1 do not recall
‘im-patthwuhnlgwcd

It should oot be fargotten

ucmmnonmmnfhhhglcﬁlmpodﬂvahshfur
Treatment. It 5 frrportant to remermber that the response of
tho discase varies greatly in the different clinical typer. The fo-
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guinal adenitis-type responds readily to mast treatments and may
subside spontaneswsly  The anorectal-genital syndrome fs moce
resistant, and even the best management may fail to eredicate the
disease. In my experfence, the blalogic treatment with repeated
intradermal or intravenous injections of Frel antgen have fn-
variably failed. The intravenons fnjections of Fref antigen and the
intravenous infections of typhotd vaccine huve produced smilar
results in my experience- both acted probably by eliciting & non-
speciflo febrile reaction.
Excellent results are obtalned in the inguinal edeni

with any of the sulfonamide preparations, and I still er
them the drugs of chofes. The broad spectrum antiblotics are
effective but more expensive and many mask a concomitant sypht-
Iitfic mfection. In the anorectal syndrome theso medfeations
should be used in long courses, possibly alternating and com-
bintng them. Other methods of therapy such as rectal dilatations
and surgery may be required, since chemotherapy msy be in-
effective.

VIRAL (DERMATOLOGIC) DISEASES
CONTRACTED FROM ANIMALS

The following four diseases of viral etiology have In common
the fact that they are usually contracted from animals,

1 Milkers nodules, This disorder is due to a virus which fs
different from that of vaccinia attempts to demonstrate fnclusion
bodies have falled. The diseaso Is apparently comod by contact
with “natural” cowpox on the teats or udders of cows. The fneu-
bation period {s approximately ono week. The lesions are reddish-
blae firm, raised, single or multiple nodules. They may resemble
pyogenic granaloma.  Occasfonally thers are lymphangiitls and
regional lymphadenitis. Histologically the lesdons resemblo
verruca vul, although these are moro infiltrates and loss
epidermal ges. No treatment is necessary umless secondary

infection fs present.

2, Ecthyma contaglosum (Orf) In sheep orf Is manifested
by pustular and ulcerative lesions of the skin and mucous mem
branes. The condition may be contracted by persons in contact

writh cither living or dead, infected animals  The saliva seems to
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canteglous, xinco even dry saltva crust has boen
fou.udtufecﬂomfur-cvamlmonzhx.

After a shart incabation period of possibly & few days, & lasion
appears on the hands end ocoasionally the face. At ity anset, the
lesion 11 a dusky red, firm, painless papule. Itpawlrnpid]yanﬂ

roach several centimeters in dizmeter  Its summit is ulcer
atod, the depressed center being covered with & white membrane
which may exude a serous material when broken. It msy re-
-mnhhalargemoﬂumneontnglmurupﬂmaryvncdn;ﬂun
'tnha. Secondary infection may predocs lymphangtits and

gv{rwhﬂ:bﬁuﬂmjﬂvﬂﬂdmcﬁi&m}myﬁu humans and
animals have been experimentally tnoculated. The disesso is
usaally occapational, as o Hodgson-Jones serles of eight cases
ofwhankaa'm ers in a meat market, ane & butcher and
ane & housewife. hed handled sheep heads and often scratched
thetr skin with the teeth of the dead animals. Agglutinins were
detected in the serum of Goldsmith s patient ay late as 182 days
after infection. The diseass is self limited, losting approximately
five to elght weeks. No treatment i3 oyuslly necessary unless
recondary infection

3. Foot and Mouth Disease. This is an extramely infectivns
dhanwh!d:aﬁecﬁﬁumﬂym:ﬂnhﬂdmguu,t and
plgs. Tho virus is of tufecﬁvitytonnnnndhn.cz?ir;dby
ingestion of contaminated food or by handling affected snimals.
At present the disease {s the ect of en intenstve campal

in Mexico, whers umll:‘andmnlo. 'l"hanmttuﬁed:%;n'n
method of control is the ruthless slaughter of the susceptiblo hast.

In man, after an incubation period of two to ten days, the

tientduvulo-pa symptoms with burning of the mouth

es which breek to form eroslons and uleera
tlcrnx. Simﬂ.ar]edumnppearouthepahnx,nﬂ:s,mdlnthahm
digital spaces. There is no treatment.

4 Catscratch disesse (Benign inoculation lymphoretico-
losits) This self limited disease is urually benign and fnvolves a
group of lymph nodes ding on the site of fnocalation. Fre-
quently but not the diseass fs acquired by the scratch
of a cat  Within & few days, the scratch site becomes influmed,
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and a papule or ulceration appears, after which adenopathy usually
develops within two to four weeks. As the site of inoculation is
usunlly the hands the axillary nodes most often become involved.
‘The nodes are usuzlly tender and the overlying skin is inflemmed.
They may be freely moveble or fixed by the perinodal infection.
The nodules may suppurate and form a discharging fistula. When
adenopathy is fully developed, there are same systemic symptams,
and an erythematous maculopapular eruption may oceur

An intradermal test prepared in the same mammer as that of
the human Frel test is specific. Sectlons of the node prepared
with special stains reveal the presence of intranuclear and itra-
cytoplasmic inclusion bodies. The virns is assumed to belong to
the psittacosis-lymphogranuloma venereum group. Complement
fixation tests with chick embryo Frei antigen have been foond
positive in a variable number of cases.

In the differentinl diagnosis, tularemin, tuberculous adenitis,
pyogenic infections, and lymphogranuloma venerenm should bo
considered. The Frei test is usually negative, & finding helpful
in the differentiation from the Iatter disease. The fact that
veterinarjans have not seen this condition in cats would indicato
that thess anfmals are only carders of the diseaso. It has been
mgi;mtcdthuthcvinuhpmbably widely distributed in vege-
table life,

Tho disense responds to treatment with aureomycin or chloro-

DISEASES OF POSSIBLE VIRAL ETIOLOGY

In recent years, many other discases of the skin have been
attributed to a virus. T shall limit myzelf to a discussion of
pityriasis rosea and loukemia,

There are soms fmportant factors in favor of a viral etiology of
pityriasis rosea. Brocq Is credited with haviag produced one or
several primary lestons by Inoculations in severnl areas. These
were followed after a second Incubation period by a generalized
eroption. The scasopal incidence In spring and fall and the ap-
pareat {mmunity which develops aro also ents n favor of
the Infectious nature of tho eruption It s Jrrown that mild
constitutional dlsturbances mav accompany widespread erup-
tlons.
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The eticlogy of leakemia has long been a source of concem to
all fvestigators. Gmuhumeunﬂypmsantadlwmkinghy
potbesis of the “vertical” t kel
mmyopmiun,dmvummfulmmidanﬂon. Hobellevaantbe
basds of his experiments on mouss leukemia that there may be a
group of submicroscopic oncogenic agents {ndividually distinet,
some causing leukemla and others, maki nsoplasda, which
are transmitted directly ususlly through the genic colls from ons

to another Thess agents may exist in an inacttve form,
frugal end moderate in their requirements and cansing no appar
ent harm to their carrier host,

Oceaslonally however prompted by as yet obscure but pre-
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The Eruptive Fevers

By
Edward 8. Peterven and Harlan M. Levin

Tmmduhwﬂhﬂmcmmmﬂplmmpﬁvafm
boﬁ:bmwdmdmmﬁaqumﬂymcmmmmlugn
areqs of the Amerfcas. The otherd that may be considered

tnbekmgtothhgmup,mcbmlyphﬂil.ﬁwdchﬂlhlfm
dengue fover puﬁtuwd:,andutmdadlmemprumted
elsewhero (so0 pertinent chapters)

No attempt iy made to give & comprehensive clinical descrip-
tion of eech disease excopt wheroe it is relatively new and not well
docmented. The dermatologic aspects as well as the fmmuno-
loglo and allerglc phenomena of eech disesse are emphesized.

Scarlet fever Thero ix at last exseatial agreement thet scarlet
fwuhnotndhmemﬂtybuthnmmjfumﬁonnfthosythm-
genic exotoxin produced usually by several strains of beta hemo-
Iytic streptococe! and occastonally by hemalytic staphylococcus
aureas. The locus of the infection prodecing this exotoxin may

vary though wsually It 1s on the or tonsll. Horsters and
Ioddantodt.huwcvurtﬂ] er the rols of the streptococcas
to be secondary to that of a virns. In some 90 per cent of cases,
the erythrogento toxtn-producing stroptococens belangs to Group
4, identified by means of a group-spectfic called
“C Substance” in turn, the Group A streptococr] are divided into
same 49 stratns by type-specific proteins called “M Snbstances.”

no difference whatever ar regards infectivity course, and compli-

cations between streptococeal rah, Le., searist fever and strepto-

coceal diseass without 1t, except that in the latter instance the

patient has efther already developed antibodies against the
287



288 COMTRIIUTIONS TO DERMATULOCY AND AYOOLOCY

erythrogenio exotoxin, ov the infecting organism does not happen
to be producing any The oppearance of tho rash and of the
pharyngitis with exadate, i bination with an el 1 tew-

ture, prominent, tender cervical lvmph nodes, and & white
lood count of at least 12,000 usunlly provides the bedsids
diagnosis.

When the dingnosis is in doubt, the fajection of convalescent
sermm into the resh, with reroltant g Is helpful Thi
feding 1 known as the Schulix-Charlton reaction, It Is negative
in Infections m feoxde, & disorder simulating scardet fever in
every other respect. Haorsters and Lodderstedt clafm that the
'DoehlaBody'ablue—ﬂﬂnmixmmmn-ahxped body is helpful
in establishing the tmmediste diagnosls if more than one-third of
the pol gmmclwx

ymortp. contain ft.

Succosful culture of the bata hemolyte streptococe! fafls
froquently selective inhibition of the alpha streptocoedd
tend ta overgrow the beta streptococel and the ue of anaerobie
cultures may be helpfol Contrariwise, a falsely positive throat
culture may aften bo obtained because the betn hemolytic strepto-
coeed are frequently found in the corrier state. In such cases
they do not wually develop a profuse growth on cultivation.
However a definits disgnosis ean not be made until & determira-
tion of the nntistreptolysin or autistreptococeal hyalnrenidase
titers Is made- thess are found to increats fn slmost afl cases of
trus beta hemalytio streptococesl diseass and to remaln we-
changed fo carrier states,

In their epidemiclogic studies of bete hemolytic strephococeal
infections, Dingle and his axsociates found no patural host other
than man. The mode of spread wmay be direet ar through inhola
Hom of droplet nuclef or dust. A carder state mu!uwbtn,dg;
fng convalescence, the organizm loser its specific protein,
nguhrt.mu:. This may be restored by antmal passage. Rbew
matic fever as & complication of xcarlet fover follows Group A4
streptococcal infection of any struln with o unform incidence
of around 3 per cent.  Clomeralonephsitis, however follows In-
foction with type 12, Jeading to & great variation in Incidence

tog om the stratn favolved in a given cutbreak.

Penlefllin 15 the drug of chafce whes therapy #s continued for
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ut least seven to ten days, there is a definite decrease in the Ind-
dence of the early septicemic, and of the late complications, theu-
matic fever and

Meningococcemia. Recent (nterest in this disease hag centered
an epidemio] and therapeutic studfes, Type I meningococcas
wuaﬂypn}.?g,{ durng epidemics and types I sod IA
during endemnics  According to Hedrick, the neropharyngesl
carrior rate during epidemics in confived populetions may reach
a level of 50 per cent.  The death rate, despite the avaflability of
effecttve therspy remains smrpritngly high, aound 08 per
100 000 populetion, which is about one tenth of the Incidence of
the pretreatment era. This may be dne in part to great varia
tions n the clfnical picture, from a chronlc recurrent septicemia
to fubminating death within a few hours, The disesss {s carrently
the most frequent cause of sudden desath fn infunts

The diagnosis is made on the appearance of the petechial or
hemorthagic rash end on culttvation of the organism. Sulfon-
midmrumainthathanpmﬂclgmhafc.hulco. The use of
t hyd {sone fnation with ACTH has made
pontible the survival of a small number of fulminating cases with
adrenal mvolvement.

Leptospirosis. This is a varety of infectious hepatitis caused
by the orgenfmm Leptospira icteroheemorrhagise. The term
should also include diseases of a similar type caused by Lepto-
spira canicola and I pira p The course of lepto-
spirosls may be di into three the first ar septicemle
stage lasts for about a woek and sety in with chills, fever and
marked prostration, the second stage is marked by the occurrence
af hepatic and renal 13 showm by fcterns and the presenco
of albumin, casts, and red cells in the urine assoclated with
cutaneous mamifestations and the third stage, in which the lepto-
’Ph‘gﬂd“‘nydl"PP“’fmm“)ﬂbloodmdlppwlntheurma.

Cuteneons manifestations are t in only about 10 per cent
of cases 'bcymmnymmm morbilitform, or wt
taﬂ_r;lblntvpem‘ldmlhmtedtnthommk.

immmmalogle stuation i ch ized by the
u!:pcdﬁclgghﬂnhrnmilyﬂmtnﬂmblood?mhgzﬁsgmd
stage. A titer of 1:400 fs diagnostic. In the third stage, Iysis of
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the temperaturs, drop i the feterus index, incroass of the urinary
output with disappearance of abnormal urinary signs, and reduc
tion of hemorthagic manifestations take place. In the third stage
and theroafter the patient s serum will agglutinate virulsat strains
of leptospira in dilutions of 1:10,000 to 1 1,000 000,

The diffecential diagnosis includes idiopathic infections bepa-
titis, acute yollow a y of the liver yellow fever infectious
mononucleosis, rat bite fever and other eruptive fevers.

The most elfective treatment is the wse of hyperimmune seram
obtained fram horses whote blood has been hyperimmunized to
an agglutinating titer of at Jeast 1 100000 The antihiotics have
been relatively ineffectual

Variola. The disgnosis of the isolated early care of smallpax
;L;:gnnpmhntlnpmvmtingunopldunh;ltmnmsﬂ be

because of the relative Infrequency of the disease,
and his assoclates reported sn outbresk occurring in the lower
Rio Grande valley in which eight cases developed. There was
one fatality Thedlagno:hofthuemmmmﬂxmodmcum
vation of the virus on the chorfoallantofe membrano of the em-

bryonated egg Examlnation with the el microscope of
hloodfreavmicleﬂtudnwdcdmdhlﬂkdwntcrlhawedibﬂ
diff between smallpar and chicken pax, the virus of small-

wbm;hrga@mémnpﬂu&mhtofdﬂMM
Labontorypmoedmnowbetngmedindiagmdslndndethﬂ
g D ination for ¢} tary bodtes, ph t fxa-
tion tests, and peutralization techniques which employ pock
counting on the chorjoallantoic membrano of chick embryos.
The chasacter of the msh is influenced by the resistance of the

reduces the severity of the eruption and the sccondary toremis.
Scarring iy also reduced. In retistant persons, the lesions are
move superficially situated, and the from stage 10 StAE®
fs more rapid. In fact, some of the lestons progress from

to crust so raptdly that lexions are present in different phases of
dmrlﬁ::utmddudopmaap:.thmmmgu

to chi poc

Treatment is symptomatic. ln view of the severity of the
dmenndlunlnu‘vwacfpmmuou,!thwcﬂnmbWhﬂﬂ
malntaining the cffort to make vaccination wniversa! The only
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shonld bo children with eczema, partculardy In an

ndivephmc.dmuthuymllahlgtoduvn}apgmmtﬂmdednh,
a cond{tion distinet from Kaposf's varicellform eruption.

Varicella. The surface complications of this disease are mani-

Three ceses of severe primary varicells pneumonia have been
reparted n yoong adults. They were characterized by nodular
pulmonary infiltrate, pancity of physical findings in contrast with
the x-ry findingy, clearing of the mg fields concomitanily with
the disuppesrance of the rash, a negative blood culture, and the
absence of leukocytosts. The occarional coexistence of herpes
zoster ophthalmicus and chicken pox has Jong been known.

The typical microscopic changes found in oytaloglo smears of
materlal obtained from patients with herpes simplex, barpes
zoster and varicella are not sufficiently distinct to distinguish
them Theze are large giant epithelial cells with
one to eight nuclel present in the vesicles, the muclel apparently

being formed by amitotic dividon, The nuclel contain purplish
Fi material with

grunnles end green

pigment.  Thess findings serve to varicella from other
vedeulobullons diseaves.

Treatment s exsentiall In e

Y postvaricells
however the steroids been wred with striking fm-
provement. 'The danger of using sterolds it nevertheless always
present, as was shown fn o patient in whom reectivation of the
vulceﬂavhm‘mokphnel&aemmunalhmzpy Ancther pa-
H.mtdﬂvdopodvﬁceﬂntwyeanlfmmcpmdm
wticaria brought on by pentcfliin therapy Ten days after the
onset of varicella, he af developed giant urticarta followin
the application of olntment. Ha was then treated with

eurﬂ.mo,wbmponntyp&ealdﬂchnpmn;hw
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should be taken only from those who are known to be con-
valsecent rubella patisnts,

Erythema infectosum. This diseass which occurs predomi-
nantly in children six years of age or younger begins with red
cheek, varying from a diffuse exythema to closely grouped tiny
papules on an erythematous base, flaring out from the nose, most
intense beneath the eyes and feding toward the ears. After ans
or two days, an eruption appenrs on the arms thighs, forearms,
buttocks, trunk, and shoulders which varles from a diffuse

mottled to an eruption resembling erythema multiforme.
Scarlatiniform, morbilliform, spotted p c, urticarial, and in
one Instanco bullous lesions have been After sevenl

days, the redness fades, often leaving an erythematous Lace-
work with & faintly cynpotic hue espedally on the thighs. Sys-
temic manifestations are absent or mild.

Insect bites have been observed in about 20 per cent of the
cases, and a resemblance to “chiclen mits® dermatitls has been
noted. As a possible vector the starling is tmplicated, and it is

bls that a mite-transmitted virus fs of etiologle significance.
Of greatest Importance ore the diseases which must be differen-
tiated scaret fever meoasles, purpure, urticaria, Iupas erythema-
tosus and erythema multifarme.

Antibiotic and sulfonamide drugs are ineffective.

Exanthem subitum  This disease is said to be the most common
diseass of childhood, 85 per cent of cases occurring between the
ages of six months and three years. The incubation period varics
between 10 and 15 days. There is then an abrupt fever of 33 G
or 40 C. which lasts for threo to six days  As the fever sub-
sides, the rash males its appoarance in the form of pinkish, dis-
crete macules which fado on premsure  The individnal lesions
menstre from 2 to 3 mm across and appear first on the trunk. A
palatal cnanthem of red specks is often noted.  Lymphadenop-

athy 1s t but not marked

The élagnoﬂs can not be mado until the rash appears, it being
espectally difficult beeause there may bo an inftial leukocytosis of
around 15000 after which leakopenia with relative l)mpl;oc}'zfdﬁ'

sets in by tho third day  The epldemiology fs pot well
cases tending to occur sp ly somewhat in the manner
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exceptions should be children with eczema, particulirly tn an

wﬂvuphm,dncetbsynmllab}etodwchpgununﬂmdvncdrm,

» condition distinct from Kapost's verdcelliform eruption.
Varicella. The nurface complications of this diseass are mani-

lesions of varicells, gengrenosa, and can
crum oris nd poma in children.
Thres cases of severe vericella preumonia have been

them tndtvid There are glant epithelial cells with
ome to eight muclel presemt in the vesicles, the nucled apparen
betng formed by amitotic dividon. The muclel contatn
Fealgen-positive matertal with binestainn, gramules snd green
pigment. There findings terve to varicalle from other
vesiculobullons diseases.

Treatment is essentially symptomatic. In postvaricella en-
etplllliﬂ.l.hawemrﬂ:e:terold:hlwbemmdwiﬂutxﬁinghn.
provement. The danger of uring sterolds is nevertheless alom
present, ay wes thown {n g patient in whom reactivation of the
varicella virns took place after cortisone therapy Ancther pa-
uentdwalugqlvnicd].ltwnymnlﬁurmeplndeofgmt
urticaria broaght on by penicillin therepy Ten days after the
onset of varicella, he agatn developed giant urticaria fol

ﬂ10!11:1:\]}cnﬂcmufpeu‘)!t:ﬂlh:nui‘ntmcnt. He was then treated

coxtisons, atyplaldﬂehnpoxnthppmed,
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Rubeols. Ons of the most sericns complications of measles is
encephalitis which is most likely to occnr during epldemics. Tts
incidence is 1 1000 cases in hospital admissions. complica-
tion can be classified with the postinfectious typs of encephalitis
which appears unexpectedly when the rash has subsided, on
sbout the third posteruptive day The mortality rate Is from 10
to 30 per cent. The pathologic changes at first involve the blood
vessels, with lymphocytic infiltration of the vessel walls. These
changes are soon followed by pertvascular demyelintzation. The
two theorfes concerning the pathogenesls of this complication
sro that it represents an inflammatory reaction end that it &5 2
Iocalized allergic response to the virus.

Considerabls social and individusl reedjustments mav be re-
quired following e complicating encephalitis  Abnormalities of
mental function can be demonttrated in a high proportion of
cases after EEG and newlogic evidences of diseme have
disappeared.

Great advances have been made with the electron microscope
in {dentifying the virus of measles The virus is from 80 to 100
millimicrons tn diameter grosly resembling that of infl

Tt has 1o effect on those who have been prophylactically Infected
with tmmuns serum globulin. It lives and multiplies for at Jeast
a week in the fertfls hens where it s most easily grown.
It passes tho Seitz E K. disc under negative pressuro and remalns
active after exposure to CO: ice at a temperature of —35 C. for
four weeks. Tt is relatively sensitive to ultraviolet radiation which
should provide a meant of reducing alr transmitted infectlons
in schools.

Most effective in the treatment has been the modification with
immune serum globulin. This is particularly desirable fn children
with siblings. 002 cc. of tmmune serum globultn per pound of
body wet thmcdmsomuupo:mnhubccndetmnlned‘
this xmount being Increased in very young or sickly children. It
should not be given to chiliren with an indefinito history of e

sinco the risk of developing homologous serum hepatitis

posure,
fs considerable.
OF 10 reciplents of the smme batch of plasma for mesiles

prophylais, seven developed severe jaundice and three died.
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Ous of the patients who died hag
cut fundics. Gemme. ghobolin nuié:“dmpbakmwdh

ml"mﬂ fn every
According to Watson, the ue of th
some children mmwmhﬁmuem

Rubella. Tho rash fn German megges “TEH0n3 0f measles,

preguancy mtrmeted
foundly affected. A seron of 18 o Unbpg e 4070
dense nuclesr io nfanty was

A
hnmgh.dmbemc}urm“,ug?m wiralia, the
Forty four of this sume growp sl

lsdﬂlmhhnb?dngm’mm“
ofy

The causative agent Is presont in o “"Dga;lm_]w
in blood from patients obtatnad d

Tnoculation of this material Into ﬁ"j“f“’%h%‘?dﬁhﬁl&’hﬂ
fndividuals prodoces typieal rubella ey Ve b
mine o 16 dars. tal rubells 4 o ™sheticn pertod of

L

Expertmen
Present optnion & that in spite of the

caser of ebnarmalities, it g b"h:n

mothers be subjected 1o therapeutic M%Sw
ofﬂzeammtofpmtccﬂongbwnxﬂ'\ gy
tion of a known potent dose of homune , E o
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should be taken only from those who are known to bo con-
valsocent rubella pationts

Erythems infectiosum, This dissase which occurs predomi-
nantly in children six years of age or younger beginy with red
cheeks verying from a diffuss erythema to closely grouped tiny
papules on an erythematous base, flaring out from the nose, most
intense beneath the eyes and fading toward the ears  After one
or two days, an eruption on the arms thighs, forearms,
butocks egxmk,andmmwhlebmﬁmndlﬁm
maottied erythema to an eroption resembling erythema multiforme.
Scarlatiniform, morbillifarm, spotted purpurie, urticarial, sod in
one instance bollous lesions have been observed. After savers!
days the redmems fades, often leaving an erythematous lace-
work with a faintly cyanotfo hue especially on the thighs. Sy
temic manifestations are absent or mild.

Tnsect bites have been observed in about 20 per cent of the
cases und & resemblance to “chicken-mite” dermatitis has been
noted.  As 2 possthls vectar the starling ir implicated, and it bs
possible that 8 mite-transmitted virus s of etiologic i
Of greatest {mportance are the diseases which must be differen-
tated scarlet fover measles purpura, urtiearis, lupus exythema-
tosus and erythema multiforme.

Antibictic and sulfonamids drugs are ineffective

Exanthem subitum, This disease Is said to bo the most common
diseass of childhood, 65 per cent of cases occurring betwesn the
ages of six months and thres years  The incubation perdod varies
between 10 and 15 days  There s then an abrupt fover of 39 C.
or 40 C. which lasts for three to six duys  Aa the fever sub-
sides the rash males its appearance in the form of pinkish, dis-
crete macules which fade on presture  The individual lesions
meanure from 2 to 3 mm acvoss and appenr fivst on the trunk. A
palatal enanthem of red specks is often noted.  Lymphadeoop-
athy is present but not marked.

The dlagposis cas not be made untl] the rash appears it being
especially difficult beeause there may be an initlal Jeukocytosis of
arvond 15000 after which leubopenia with relative Jymphocytosis
setsinby thothirdday  The epidemiology is not well understood,

eases tending to oocur spont Ty hat fn the manner
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of infections mononucleods. The highest tocdence occurs in

spring and fall. A viral etiology s hypothestzed.

No therapy 1 available,

The Coxsackie viruses and skin direases. The Coxmsackis virus

group has recently been found to bo tho cause of a number of
ingly unrelated di among them herpangina, pleuro-

dynig, and tic meningftls, Because herpangtna is associated

Mﬂ]mn;s,“gom”mmlmdplh”mm it may be con-

fused with

gitls or fnfectious manonucleosis,
Furthermore, the ceusative agent of the 1851 Massacharetty
epidemic exanthem might well be included in tho Coxsackie

grovp.

These are small viruges around 15 to £5 microgamms in diam-
eter- they can be idemtified by on into infant mice and
through the development of peu antibodies.

H hes an incubation of two to nine days after
which a high fever sots in Gray papulovesicular

wvula, and tongue, These number from two to 14, becum-
ng and forming shallow ulcers up to 5 mm. in diameter
The fever docs not last more than two days and the lestons
not more than Coxsackie viras Type A has been isclated
ﬁmntbeﬂnoatehl;gnperomtufcammdfrmnthnsmdmﬁo
per cent, an of type specific antibody sppears in 70
per cant.  Children between six months and edght years are those
most affected, the highest incidence i3 from July to
September Ithqultndiﬂlmltmduﬁngmld:hapangmngnm
herpudcmdgmgivmmmﬁth,-}thau@thehﬁahunlmahupt
onsst more lesions on the gums.

Thero is no specifio therapy

Neva, Feemster and Gorbech have recently described & new
epidemic exanthem. Their report includes cuses from which
Caxsackio virus and a new cytopathogenic agent were frolated.
The rash ap, ebout a day after the fever subsided and con-
sisted of or salmon colored, discrete, slightly ratred macalo-
papules the most common sito was the face and upper chast.
ﬁmlﬁ:m:dmﬂummmoofhapmgtmmmhnfm



264 COMTRMAUTIONG TO DEMIATOLOGY AND ATCOLOGY

should be taken only from those who are known to be coo-
valsecent rubells petients

Erythems infectiosum, This dissase which ocours predomd-
nantly in children six years of age or younger begins with red
cheeks, varying from = diffuse erythema to closely grouped tiny
papules on a exythematous base, flaring out from the pase, most
intense bensath the oyes and fading toward the ears.  After coo
or two days, an eruption on the arms thighs forexrms,
buttocks trunk, and ders which varies from s diffuse
moﬁbdﬂrmmnmmﬁu{)dcnrmbnngﬁythﬁnnmulﬁfaxm
Scarlatiniform, morbilliform, spotted purpuric, urticarisl, and i
one instance bullons lesions have been observed. After several
days the redness fades often leaving an erythematous lsce-
work with a faintly cyanotic hue, especially on the thighs. Sys-
temic manifestations aro absent or mild,

Insect bites have besn observed in about 20 per cent of the
coses and a resemblance to “chicken mite” dermatitis has been
noted.  As @ possibls vector the sarling is implicated, and it i
porsible that a mite-transmitted virus is of etiologic signtficance.
Of greatest are the dissases which must be differen-
tinted gearlet fever measles purpura, urticeria, lupus
tosus, and erythems multiforme

Antibiotic and sulfonamide drugs sro ineffective.

Exanthem subitinn, This disease is said to be the most commen
diseass of childhood, §5 per cent of cases ocowrring between the
ages of six months and three years. The incubation period varics
between 10 and 15 days  Thore is then an abrupt fever of 39 &
or 40 C. which lasts for three to six days As the fever sub-
sides, the rush makes its appearance in the form of pinkish, dis-
crete macules which fads on pressure. The individual Jesions
mentare from 2 to 3 rum across and appear first on the trank. A
palatal enanthem of red specks f5 often noted,  Lymphadenop-
athy {8 present but not marked.

The diagnovis can not be made until the rash appears, it being
especially difficult becauso there rany be an Initial Jeokocytosts of
around 15000 after which leukopenia with relative Jymphocytosis

setsinby the thirdday  The cpidemiology & not well und
cases & "‘,,mochxr';"'" 1y somewhat in the mannes
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of infectiows mononucleosls The highest incidence occurs in
spring and fall A viral etiology i hypothesized.
No therapy is available.
The Coxseckde viruses and skin diseeses, The Comackle virus
group has recently boen foand to bo the cause of & number of
gly unrelated dt among them berpangina, pleuro-
dynls, and aseptic meningitis. Becamse herpangina is assoclated
ﬁthfmmdm?mllndpalamlhdom.ltmybom
anucsoss.

fused with pharyngitis or infectious mon
Furthermore, the capsative egent of the 1851 Massachusetts
epldemic exanthemn might be included in the Coxsackis

group.

These gre small virntes around 15 to 25 microgianma in diem-
eter they can be identified by injection into infant mice and
through the development of ns antibodies.

by

uvala, palate, and tongue, These number from two to 14, becom-
ing yellowish and forming shallow ulcers up to 5 mm. in digmeter
Tho fever does not lust more than two days and the lestous
not more than Caxackie virar Typs A has besn isolated

moost frequently affected, the highest fncidencs ir from to
September It s quito diffealt to distinguish J"Z.,m
wwmmmmg:mmmamw
onset more lesious on the gums.

These i3 0o specific therapy

Neva, Feemster and Gorbach have recently described
ptdumic smanthers " Thety repatt oelodes oy from wrhich,
mmw.m.&y.ﬁammmmdm
ststed of pink aor salmon colored discrets, slightly raired macul
%‘r!;lﬂ&.thbmtmmﬂmmmhum 3
patients. o those of berpanging were preseat ta ¢ few
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Caoxsackie virus was isolated from the stool snd throat wash-
ingy of & few patients but no increase f antibody titer developed.
A different cytopathogenic agemt, doubtless a virus was isolated
from the stool of seven patients and grown oo humun kidney
tissus culture- an increased entibody titer developed against this
agent in ofl instances. 'This is probably the responxible organtsm,
nvim:xtuﬂ&rwh:tdﬂmtlg:omeryupwu&mnmcw

gml:?-ediom leosis. It is impoudble to t a com-
plete pleture or satisfactory classification of this sinee it
can paint almast any picture whase colors include fover adenop-
athy pharyngitis headache rash, jeundics, abnormal leako-
cytes, and splenomegaly  Varfants and complications of meny
Lindy have been reported, of which massdve sp ly oces~
sionally leads to splanic rupture, the only reported death from fo-
fections mononucleosis being due to this complication.

The etiology remains undetermined, although recent studfss
point toward o viral origin.  The studies of Wiring conclosively
demonstrate that Listerella manocytoganes, was ab ong
time thought to be the cause Is in no way associated with the
diteate  Wising was able to producs » similar finess after fo-
jecting infected lymph nodes into monkeys and ance in fivo #!
tempts in human volunteess  He also carried out estensive patho-
logic studies of biopsied nodes and found Intracytoplasmic cclio-
1ar changes similar to those foand in virnl diseases

The highest incidence of the disesso is around 20 years of age
In college infirmaries, it accounts for some £ per cent of ad
missions.

Sore throat, retroorbital headache, and fover are tho most
presenting complaints and generaltred lymphadenopathy
and spl paly the most ¢ findings ~ Tho fnenbation
period Is believed to range from four to 20 days and possfbly up o
sy weeks  The onsct is nsuallv gradonl, often with few ph
findingy but with soch marked ssthenta and hrritability that &
pavehotic disturbance may be constdered.
Recent rurveva show that a rash occurs in from 5 to 10 per ocnt
of cases  Varlous eraptions have been described, such asm
papulsr urticartal morbMliform erythematons, nodular and ety
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thema multiformeltke rashes. Even thou admpin%ljtﬁlit;:
pot usnally found, petechial and lesions have
noted. Apalmld'mamhﬁﬂ consisting of aboat 15 pinhead-sized
rod spots has also been noted, the spots darkening fn two days and
disxppearing in foar Kallos reported @ case tn which the disease
started as a patnfal nkcer of the
The most common complication is hepatitls, [amdics and hepato
megaly being found fn up to 20 per cent of cases
Tho diagnosis always requires laboratory confirmation.  Ab-
nmmdmummimccﬂxnlmysng:ulnthapeﬂphaa]blood
at some time during the coms of the disease, and a rise in the
e antibody titer elso occurs, as demonstrated by the Panl

Bunnell test. Initially there may be leukopenia or increese in the
polymarphomuclear loukocytes, but eventually the abnormal
mancnociear cells which have g besophilic, foamy cytoplasm and
an eccentrically placed nucleus appear in greatly increased num-
bery, They may constituts almost 100 per cent of & total leakncyte
count of 50000 Ths wse of supravital stafuing has greatly facili-
tated the identification of the many different forms of mononuclsar
cells,

Thnmbnnfthahdauphﬂetwt.whﬂnmnﬂshcfﬂmnggiu-
tination of sheep red blood celly by beterophils sntthody in the
serum, has recently been much clerified by the wark of Davidsolm.
He considers it to be diagnostic If ths titer is 1/224 ar higher- 1
lower and there ts any doubt ey to the disgnosts, his differential
test should be done. A partion of the serum is absorbed with
guinea pig kidney If at Joast 1/8 of the tter remains, the disg
nosis is confirmed, since heterophile antibody due to other causes
such as horse seram Injections is completely removed.
Next, another of the serum is absorbed with beef red hlood
celly hctaumﬁyhdw to infectious monanucleosts {3

etoly removed, eterophile antfbod peosists,

mx‘?&uhmrpedﬂctbmpy Bcdru:forthyadmtkmaﬂho
fever is fmportant to prevent recurrences and hepatitis

Upon surveying the eruptive fevers a1 & group it i noteworthy
that therapy it availablo for each of mortal uences, save
smallpos, chfrmnthedhgnosucpointofﬂmmghubm
added to ausist the physiclan at 1he bedsida, True, current viral
studies have elocidated the etiology of several of these diseasd”
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and may be expected to clarify more. But these diagnoses are
usually established by complex laboratory procedures several
weeks after the recovery of the patient. From a practical stand-
point, therapeutic activity can rarely be delayed even for the
relatively quick growth of a bacterial colture  Study to bring new
and fmmediate diagnostic #id for the early identification of the
eruptive fevers would save many a ton of useless medication and
obviate many a drog reaction.
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Rhinoscleroma
(RHINOPHARYNGEAL LARYNGEAL SCLEROMA)

By

Rﬂmuwmkicmm,nmna

ppropriate
duignaﬁonwhlchNubluumdlpmiarmxﬁnmdmmhn
chronie, grenulamatous dlssase of the respiratory tract, occurring
from the nose to the bronchi with frequent involvement of the
Tha?heanhdmmdmimdbyllcwlydwnlcpiﬂguﬂamﬁuf
tho tissues of the respirutory tract, frequently resulting in exten-
sive mutilation and unsightly disfigarement. 1t is hered!
establishad,
In the Americas, the disarder is endemio in El Salvador and
Guatemala end sporsdic fn the United Stotes, West Indies, and

South America, where it appears almost exclurively in foredgn
bm-nm ‘Women are mare tly affected than men.
The has its onset the Bfteenth and

twenty fifth years of life, being rarely met with before the fif
teenth or after the fiftieth year of lifa. It occurs tn persons with
a background of mmcleanlinesy,
Thedbmundnnmtmdbythrm:mguufdovnlopmmt
Tho onset is insddtons with symp of coryzs, headeche of
the frontel-ethmoldal type, end a scanty malodorous nasal secre-
cretion. The patient usually complains of & dry throat. On
examination, the nasl and pharyngeal mucous membranes appear
injected and swollen.

209
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The second stage is marked by the grodunl disappearance of
coryza. On the septum and the turbinate bopes one sees small,
hard, rubmucotal nodules  Oceasionally ane also sces them oo
the foor of the nasal fossee.  The nodules at this thme are 50t
sdherent to the underlying tissue. They do not bleed easily
Later they fuse to form a largs granufomatons mass that eo
cronches upan the alr passages  This mass of Hssue has become
adherent to the underlying tissue  Interforence with breathing
is then partial or camplete, depending on whether the tumor masy
gsunombothﬂduufthamm The pharyngeal refiex i

sent,

In the third stage, the granulomatous tisme enlarges and the
pmmeacqmﬁ' ca of o thinooeros. Later ar the
lip becomes involved, he resembles ¢ hippopotamur  Extensive
mutilating ulcerations usually occur in the late stages of the dis-
order with the tesult that the palata becomes perforated and the
bridge of the vase destroyed.  Tha destructive process
terminates with solerosis of the tissues of the affecied arez,
oeclusion of the natel fossae strictures of the pharynx, and with
Involvemtent of the larvnx and trachee.

The microscopic exsmination of materia! obtaived from the
affected areas reveals a dense infiltrate composed of thres typey
of cells plasma cells v Mickuliez cells and Russell bodfes. The
amount snd character of the cellular mfiltmte vares with the
age of the leslon,

In the eardy stage of the disorder the plama cells aro abun-
dantly present in the dermis particularly about the blood vessels.
The plasma cells ace separnted from the epidermis by « thin zone
consistiag of Wmphocytes malaly with oocasional polymorphor
nuclear neutrophils and histiocytes A few reticulam Bbers ma)
be visualized «ith sultable staining mothods.

1n more advanced lesions one sees moderats numbers of round,
pale cells seattered throughout the plasma cefl infitrate. Thewe
ase the v Mickuliez cells. They are approximately 50 microns i
dizmeter and possess o foamy sketchy eytoplann with a deeply

ining cecentric nuel « ruitable staln i3 employed, many
of them sre scen ta contain the Frisch bacill The mafority of
the v Mickulicz cefis undergo hydrople degeneration as o sesult
of the extreme fmgiity of thelr cytoplann.
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In still more advanced lexions, the v Mickuller cells ocorr in

grest profusion The Ruseell bodies, on the other hand, tend to

disappoar entirely although thefr number is not large at any time.

These homog; calloidlike el ts without a mrclens ere

generally regarded as plasma cells which have mdergone hyaline

degmurzticm. The other cells of the granulomatous infiltrate
along with the Russell bodies.

In the lato stages of the disorder the histologie pletare fs one
of filwoxrts  The walls of most of the blood versels have became
sclerotlo, resulting in marked nwrowing of the lunina of these

o oxcasiealy ‘s o, s,
Bbrillary substance takes
the end stage of the scleromatons proces tiog

My asmoclates and I in the dermatological department of the
Rosales Hospitsl are of the opinton that the diseass is dne to o
fltrahle virus and mot to the Frisch bacilles (Klshslella chinn.
scleromatis)  The Frisch bacillus is fornd not only tn the nasal
socretions and histologio seotions of material obtatned from
ﬁuwlthdmdbordarbutnhamﬁmnmlmm,é

thy persons This is especially 50 in those n whom the
complement fixation test is negative. mdmhﬂmbm
reproduced fn laboratory antmals.

pleturs. Becauso of the grancl d,%mhlfmbgc
the disorder should be distinguished from syphils, Letons,
azenn, sarcoms, carelnoms, rhinosporidiosts, Mhbm”b”-‘-
blastomycosts, and yaws with it complications of Ameri.:;




a2 CONTRIBUIIONS TO IATOLOCY ARD MYODOLOOT

Each treatment consists of the following factars 200 Kilovolts.
Fiiter 0.5 ram. copper and 1 mm. alumbmmm. Distence 50 e
(80 n.} Dosage 200 r dafly for seven comsecutive days re-
g:::ngﬁﬁzmrmevcrythmmnthsmtﬂfmn‘miahmw

The use of sulfonamides during the intervals between x-ray
me:;remmmdcd. They should be administered intra
m Y

Effective treatment with streptomycin has been reported by
North American authors.
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Amencan Mucocutancous Leishmaniasis

By
Antonfo Pens-Chavarria

Tmmnwmeuntribuﬁmhbuedunmyupajmwﬂh

catly predilec
ﬁqnufthadhurderforthneuntnlmdthufnmnﬂ:w
that the mosquito was cancarned in i3 production.

chxmd;uﬂmdbyinvu}vsmmluithgmmm

hmmofthenmamdmomh,uh.whid:dguﬁﬂumthdr}m_
Thnm%u;; Phlebotomus {s generally

sand fly or us accepted ay
madhry}nttmdvectorofthnmunﬁvolgm.tofmhdlhml
ﬂﬂ:mghothmmsed.lmdcurumph.utxpmbablyphy
tha tranmmission of the {nfection. 'I‘hnnndﬂy.hmmhh
hndxltmlvmganhvnﬁmofmfmtlbawmw
is the area {n which leishmaniasts occurs with the hich
quency Sand flies are smaller than North
quitoes and can easlly pass throngh the mesh of ordigy,
Omgoodthmgubomﬂ)mhthatﬁ)eymmtﬂyhygm’-

a3

é-
B
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The diseass is endemic in slmost all Latin American countrles,
oceurring at any tims during the yesr but reaching its highest o
cidence with ths onvet of the heavy rains, which coincides with
the season for plantinf and trea-felling  Men engoged fn such
woek, ay weil as fn col g chicle, ere cu!m?mmpﬂbk,
a1 they have the habit of taking off thefr shirts whils working,
thuy presenting the sand fly with & large target for attack.

The disorder es it appears in the Americas is coused by two
species of the genus Leithmania. L. tropies and L. braxiliensit

tion of letshmanin (reaction of Montenogro) produces equally
strong renctions, no matter from which organism it is made. L.
braziliensts, bowever has agglutinating properties differing from
those of L. tropics, and methods of artificial immunkzation have
not proved successful against infoctions with this specles oy they
have aguinst those caused by L. tropiea,

The organisra encountered in my experionce in Costa Rica it
marphologieally tdentical with the csusative sgent of Orfental
Sore and malipnant mucocatancous letshmentosfs occurring fa
Suath America. The te Is present tn great numbers at the
edge of crust uleers.  After semoving the oot and
swabbing the pus which covers tho base of the ulcer
frccdn(iof the area with ethy] chloride permits & painless serap-
ing of the tisrue directly under the edge of the uleer  This opens
a way to the outer border of the encircling mfammatory xone
in which one finds the greatest numbes of parasites. It Is best
to discard the frst two specimens beeawse of unavoldable con-
tamination with pus  The third will usually be sati-
factory providing it is not clouded with too much blood.

When tinted with Clemsas stain, ths leithmanis color a0
intense red.

Both species appear intracellularly in tisnue smears and staleed
histologic preparations, cight or more parasites being wsualh

cked fnto & single histiocyte They appear as round or oval

e2, 2 1o 4 microns in dlametes cach body having a nuclewt
and & tangentially placed kinetonucleas the sitastion of the
latter serving to distinguish the various geners of try o5
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from each other The nuclens and kinetamuclens stain bright
red and the cytoplasm, pale bine. The kinetonucleus produces
the flagellum, when the parasite dmniu into the second phase
of its life cycls I culture and in the digestive tract of the sand

Fxtracellular paresites are occasionzlly found, attaining the
size of 5 microns.

The incubation period was determined with a fatr degreo of
accurecy in several residents of the city of San Joss, who spent
three days hunting and ﬂthm endemic arcas. Initial
letlons appeared in these men 18 and 63 days after their
vacation in the conntry However the possibility of a much
longer fncubation period ghould not be discarded.

A perusal of the pertinent literature reveals a certain degreo
of chaow fn the clasyification of clinical types of the disorder The
following classification i based on my experienco with 350
patients with mucocutaneous leishmaniaxis

1 Uleerating type ( and aneows )
2 Vegetating or verrucous type.
8 Nodualar type.

Thess three baslc types are what I lfke to regard as evolu-
tionary sand clinfcal phases of the disarder The involvement of
the mucous membranes of the noso and mouth as well as the
distemination of the ulcerating type the lymph and blood
vesels should be regarded as variants of localtration occurring
tn patients with one or another of the three basic

Tha tnitinl ledan {s a vesicle or acuminate papule. Ths vexicle

hlister which contains & clear fintd. This ts soon changed into
Tho blister breaks within a few days, disclosing a super
bord:lmrwiﬂ]nrui,gmnulaﬁngbaxnndmeluvued hard

The ulear which forms at the tip of the acuminate papule occnrs
spontaneously ar as a result of scratching It has the appesrance
of & cruterdike furuncle and, like the ulcer following the vesicle,
enlarges at the periphery

Ulcers developing from vesicles grow faster than those
s papules attaining a xize of 3 or 4 cm. in dlameter withtn one or
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two months. The elevated, red, fuflamed border observed fn
fresh uleers bocomes lavender after 2 month. The inflammatery
halo sorrounding many of these ulcers disappears after two
monthy  The thicl, serossnguinous secretion from the bese of
the ulcer forms a crust which resembles the crust of pyogenic
lesions occurring in patients with ecthyma.

Some of the ulcers erears in size to form lesions characteris-
tic of the crasting, ulcerating type of the disorder while others
dry up after two months or so and form pale red, papillomatoos
vegetations which later bacome vesracous.

In occasional instances, the papuls does not nleerate  Instesd,

it increases in size and amumes the sppenrance of a raspberry
Frambesold lexions of this type are called figueria tn Brazil and
aro fo 1}, y "by 1,“‘ T noduler
along:ﬁammeofthelymphvmls,minspommdmmbd
differing from them in not usually suppurating, At other times,
the initial lesion is & rovmded nodule with & smooth, shining sur
face of pormal epidermis without an encircling zone of hyper
emia.
The fnitial lesion may occur on any part of the body the most
frequent sites being the arms face and tip of the ear lobe. Un-
urunl loealations inmytn;g{:'hznce were ths scalp of one pa-
dent, the palmar surface of the hand of o six year ofd ¢hfid, and
the back of several farmers.

It is oceastonally difficult to distinguish leishmanial uleers of
the Itgfmm so-called tropical ulcers.

63 ulcers are not treated, more and more of the surrounding
skin becomes fnvolved. At the same time the ulcers deepen.
‘They may remain limited to the ikin, whero they hoal in time.
Howover many persons having these ulcers develop ulcerating
and mutilatin !ﬁlm\scflhamont}\.phnrym,nosc,undcxtﬁnﬂ
ear  When the hard palate becomes fnvolved, its destruction
along with that of the septum gives the noss a taplrlike aspect.

Ia three patients 1 saw perforation of the septum take place
without subsequent motilation. In two of these the soft palate
was fovolved, with the formation of & livid patch dotted with

yellow and red specks
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In seven other patients, thers was oentripetal involvement of
ﬂm]ymphchannall,diuamimﬁﬂnufﬁmlnfediwappumﬂy
not taking place in the reverse direction. In most instances of

mghxﬂomvulvmnent,noduhformnkmgﬂmmdthahmd,
orm lymph vessels. The nodules soften in time and suppu

ate, En'ﬁmnmtufthamgmnallymphnodmmmdtnﬂnm
petients this

typo of dissernination.
Inlpauantwﬂhulcennm'amdnd a wide rone of edema,
numemmpq)ﬂlumnh)u‘}eﬂo:m broks out all over ths

body five months after the onset of the diseass. The generalixed
charucter of ths eruption with its acute enset made one think of
in scnte dissemtnation by the blood stream. However there
was neither fever nor enlargement of the sploen.
Thevegetaﬂngotvmmwulfmnddmdlsordmdoumttmd
to spread to the mucous membrenes or through the

rmtnmvm‘ndwiﬂ:nmml—appeﬂrlg%;ﬂn.wimhw
ence of some telangiectatic vessels £YPo ocouns very rarely
and liks the vegetating type does not become diseminated.
Ing.tkmbrocatvhlgtmﬂﬁnmt.lheu]cunnpid}ydrynpmd
lose thetr hard, fuflamrmatory border m'waeiﬂm
starts at the edge of the wleer and proceeds to the center,

& tmooth, depi ted scar which remains deprexssd bal tbng
nuface of the In patients In whom the subeutaneoyy fyp
comnective tissue have becoms fnvolved. The infeetion and
deetroy underlylng tendons and thus bring ebout « may
tractions of the scar e

edgo of the ulcer where the epidermis f stil intay. from the

In the vegotating type, there f also @ marked
hﬂnmﬂocmtugngmdcwnhmncytu.mhlhg&?“’fﬂm
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formations found In keratotic basal-cell epithelioma and squs
mous-cell careinoma.  Canfusion with neoplastic disease how-
ever ix fmpossible due to the absence in leishmantasly of mitotic
figures and anaplastic cells

The organism s present both within and without the cells of
the inflltrate. It is not encapsulated, which helps to distinguish it
from other organisms found in simflar types of fnfltrate.
Pathogenesds, The occurrence of the relatively benign vegetat
ing of the disorder chiefly fn well nourished leads
me to belisve that nutrition plays an tmpartant part fn determin-
ing the course and type of infection. In patients showing signs
of dietary deflciency particularly of protein, the disenss is wont
to run & malignant course with involvement of the muncous mem
branes of the mouth and nose leading to ulthmate destruction of
tissue.

On the other hand, persons in a good state of nutritjon becomo
only mildly effected, often throwing off the diseaso spontanecusly

I ! The M gro reaction s tho mast spocific
reaction of sensitization that I have encountered among the varl
ous protozal and fimpous diseases of the skin occurring in tropk
cal America. It is mare specific than the tubereulin reaction
The high degree of specificity of this reaction to Intradermal lelsh
manin is displayed toward all species of Leishmanis. The reac-
tion has been positive in 96 per cent of the patients with leish-
maniasis whom I have obscrved. It is of great diagnostic valut
in porsons with long standing lestons suspected of being caused
by Letshmania, but in which the organism cannot be found.

Treatment. The intravenous infection of tartar emetic comsti-
tutes the most effective and economlcal treatment of the disorder
that I have found In over 25 years of experience. Treatment
should be fnstituted as carly as possible in tho course of the db-
ease using Jarge doses for a long period of time. Recurrences ar?
common when small doses are given at trregular Intervals. For
the same reason, the Injections should not be stopped when the
lesions have apparently healed.

The recammended goﬂgohOOS Gm of tartar cmetic In the
form of dafly intravenous injections. Taising the dose to 01 Gon.
1s liable to bring on eptsodes of nausea, vomitfag, folnt palns sd
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neuralgla.  The tnjections should be continued until & total of 2
Gm. have been given. This amount is wsually sufficient, although
{t {3 occasianally necessary to give as much v 4 Gm  In genaral,
it i1 better to give too much than too little

If for some reason the patent cannot be given intravenous in-
jections, the drug may be taken by mouth. In children, Fuadin
is rocommended, as {t is given intramuscularly

As adjuvant trestment, the Jocal spplication of 5 per cent tar
tar emetic in en ointment containing rino oxide and cod liver ofl
is highly indicatad. In very early lesions, the solo use of this
ointment hes proved curetive in many instances.
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The Cutaneous Manifestations of Amebiass,
Chagas’ Disease, and Toxoplasmosis

By
Frederick R. Schmidt

Cuummlmcbhsk. The purasite reaches the skin elther by
contiguity autoinoculation, or through the blood stream. The
infestation of the skin manifests ftself as o punched-out, irmegu-
larly spreading uicer with raised and undermined edges. The
baso of the nlcer 1s composed of exquisitely painful gramulation
tsyue covered over with pecrotic debris and pus Theso ulesrs
have been reported occusring on the trun, buttocks, legs, and
around the anus. In a patient with proved emebic ulecr of tho
skin of the sbdominal wall, the infestation wna carried from the
amebio focus in the intestine ta the skin after an operation estab-
lishing an artificial anos.

The dingnosis rests an finding Endomeba histolytica in the
ulcer which, when positive, separates it especially from pyo-
derms gangrenasum.

What shall we say about patients with intestinal pmebiasts who
have pruritas or urticaria at the same time?  Is the amebio fnfesta
tion a factor in the persistence of the cutancous symptoms?

Borda and Casala answer this question in tho aflirmative  They
maintain that a wide vasicty of skin Jexlons are not infrequently
due to toxins liberated by amebae living in the gastrointestinal
tract and that they should therefore be reganted as allergic man!
festations. While visiting Bordas elinfc 1 had the privilege of
examining & number of patients with intestinal emeblasts who had
concomitant dermatoses usually assoctated with itching  Effce
thve ts  of the Intestinal infestation led to cessation of itch-
mgandinwlu.\ionoﬁhccmpﬂoulnmn) of the patients.

310
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The following plan of treetment for ameblasls was submitted
by Dr Gonzalez Lujan.

The varions symptoms caused by Endomebe bistolyten infes-
tation consdst, amonyg others, of dlarrhes, shdominal colic or dis-
tress, malalse, weakness, pain in the lower extremdties, hypachi-
drotis, headache, backache, joint pains, dysmencarrhea, cutaneous
lesions, insommnia, gnd nervoumess. It should be remembered,
howover that there is almost always 8 concomitant bacteris] in-
fection of the colon in patients with amebiasis and thet thiy fn.
fection usually brings on it own train of symptoms. Considers

since it appears that the amebas aro wore vulnerabls when

bacteris snd amebae ere cambated. both
An acuts attack may be elther the menifestation of g recent

infection or merely an exacerbation of an old one. In the scnte

attack, the symptoms are diarhes with or without
tenesmus, patn,llghthcadodnen,ormfahﬂugh
severn cases.

The dlarrhea should be controlled a1 s0am as ponible
we of knolin preparations, such as mmﬁ_tyn'd;
doses of ana tabl cverylSmhmtmfurnem‘]mm

of ons or two teaspoanfuls every two to four hour,

m the severity of the symptoms. Sm’mndimhmnfdg?dmg
arrociated mmmdvnm!ﬂngnmquu&um%typ
The loss of electrolytes, water vitlmhn,mw
proteins must be d as soon as possible, Ehﬂmlmd
o the sbdomen affords comfart and relfef of heat
In Dr Connluupeﬂmee.ﬂmmteﬁncuwﬁm

lgmtmpaﬂmhmmdtbummwchmicwb

myctn (oxytstracycline) n.dmlnhtumdh:mgnw terra
'I'lndmohgmmg.fcrurumadnﬂy&xdghttolsd.y' tablets,
If the stools continoe podtive.  After this course of ¢
mmolunmmsumnxhouldbenmdewnryﬂwmmw
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three consecutive negative examinations are obtained. The pa
tient may then be considered cured.

The sulfonamides are useful in combating essociated bacteriat
infection, one of the most effective being Formo-Cibazo! (Ciba)
which Is given n the form of two to four tablets three or four
times daily before meals for three to six days. After the bacterial
infection has subsided, terramyein should be given in combination
with Plewin (Winthrop)

In amebic hepatitis, abscess, ar granuloma of the coloo, terra-
mycin has proved effective in doses begiming with two tablets
four times daily for three days and then reducing the dosage to
two tablets thres times dafly for three days, finally giving only one
tablet four times dally for 15 days more. Improvement may be
ganged by the decrease in size and tenderness of the liver as de-
termined by the physical and x ray examinations as well es by the
patient 3 general condition.

REFERENCES

Boana, J M. Tratemients de le Amebioats Chronice, Bucaoe Atres, Avicetd
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Chagas diseaso or American trypanosominsis, This disense s

caused by Trypanosome or Schizotrypanum cruri and fs carrled
dpaﬂyﬁmndogx.bah,armadﬂ]m,andoppomnmtohuman
g8 by the reduviid bug Triatoma.

Triatomas have substances in thefr saliva capable of producing
sensitization phenomena in persons who have become sonsitized
by previous bites. Zeledon cites the Instancs of a woman devel-
oping widespread eruption of the body associated with headache,
loss of appetite, nausen, and vomiting following the bite of T
dimidiata. The patient ocaupled a house from which buglm
collected, and she gave o history of having had previous bites.

The confunctiva and skin about the eye are common ports of
entry for pumsitclnlnfuntlnndchﬂdrc-u,thoderdcrbdng
more serions the younger the child ch]l].ngofonelldusmﬂy
sets In early although both lids are occasionally affected, while
ths conjunctiva becomes Infected and edematous. The preauric-

and cervical lymph nodes on the affected side

gmﬂybewmepamfulmdpn]pabb.ud!hchdnymddnd



and ocular mutcles may becoms fnvalved as well. The edema of
the 1id and surrounding skin may last anly a fow days, but when
it Insts for several woeks, it is replaced by & violaceous discolors-
tion and & branny scaling

Verlous types of eruptions called chagatids may occur during
the febdle stage, all of which tend to leave residual zones of
brownish plgmentaton. Chagasids are generally regarded as

faco and legs It occurs especially in patents not showing evi
dence of a part of entry

The chronlo stage may be amoclated with edema sround the
lnlludnntomyomrdftu.,fan crurd s cardiotroplc, and symp-
toms of cardiao involvement are sametimes the first and anly evi-
dence of chagusic diseass.

T cruxi in fresh smears of parasitized human hlood sppeers as
4 C or U-shaped trypanosoms with an averngo length of 20 mi-
arons and has the characteristic morphology of all trypanosomes,
including & centrally placed muclsus, a posteriorly located kineto-
plast, and @ flagellum. This form is present in the blood stream
untl toward the end of the febrle period when the parusite In-
vades the tirues, tn which it assumes & leshmanial stroctore.

Cystlike nests of theso Lelshmanla are frequently found in the
myocardium, tn which they are surrounded by moderate tnflam-
matory reactions. The nests break down from time to tme snd
the round lefstrmanta] bodies enter the blood stream to become
again elongated trypanosames.

T crud develops in Tristomes fntestinal canal, in which #t
finally atsumes  trypanosemal stroctre and is expelled o enor
mous numbery in the fecal materisl during the act of feeding. It
gains entrance to the kuman body through the mucous membrame
dloemftmcﬁvn,ubrmllnﬂweonﬂnuityofﬂm:hn,ord]mgh
the fntact skin,

A definite of early Chagas diseass Is made by the
d ration of the tryp 1 stage of T cruzl in the hlood
or by the inocnlation of a into animals. For anfma]

imﬂnllon,ldedonfaundrﬂ:o ea pig and white mouse mest
weful and for coltivation of o organitm from the blood, the
Novy McNeal-Nicolls medfum.
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Xenodiagnosis sy pructiced in Costa Rics, is carried out by al-
lowing clean, minfected laboratory-bred, reduviid bugs to feed
on the suspected patient. Two weeks later ths contents of ths
hind-gut are expressed on 2 cover slip and examined for the pres-
ence of erithidia and particularly metacyclic trypanosomes.

Both Johnson and Zeledon found the complement fixation re-
action made with an aleoholic antigen prepared from cultures of
T cruzi highly specific.

‘The gained from the observation of patieots in
Costa Rica fx that there it po cure for Chagas disesse.

A child trented with aureomycin responded favorably at first
with the dirappsarance of symptoms. A short time later after

’udﬂmw-nh in hod been discontinued, the chiid
reacted positively to tests demonstrating the presence of pars
sites in the body Thilobtava&misinnimrdwﬂhthlofoﬂm
and indicates that aureomyein not only fails to cure the disease
but actually lates the production of parasites.

REFERENCES
}mm C. M., Amedcen trypusosaniesiz  Med. Clin, North Amerks, 37 822,
1
Ziwxoow, A B E3 Problems ds la Tripenosonbetis Americana o Esfermeded de
chwncmmﬂn £x0 Josw, Costa Hicw, Mixiaterio do Salabodad Feblics,
Impreota Naciogal, 1052
-t » 1a plosds de triastamar, Rer Bl
Teop, 1 17 10058,
Toxoplasmosis, The oc of thiy disease in sdults conr
coms us because occasionally ity onset iy marked by an erythems
tons rush stmulating that of Rocky Mountain spotted fever from
which it differs however by spariag the palms, feet, and sealp.
The intraceTular naturo of the causative organism T good), I
the reticulocndothelial system s somewhat simélar to that of the
etiologic sgents of leish s and histopl ol
lnbﬂotmplnmnmmhﬁngantﬂndmammcmpfﬂ‘
ent in the blood, but Ivsiny, precipiting and agglutinins have pot
been demonstrated In the sera of infected persons.
No satisfactory treatment has been developed, although the
sulfonamides cxert a suppressive effect on T gondL
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The Pigmentary Dermatoses

By
Lol E. Plexinl

Pmmdmnmwnxﬁhﬂnulugegmupufdbmdm
charncterized matnly by mneven distibution of pigment. The
plgment may bo nozmal, like melanin or hemosidertn, ebnormal,
Hke bilirnbin or carotene; or artificial, like heavy metals or hydro-

PRIMARY MFLANQDERMA
Adult foraat of primary lyperpigmenisiion rouking from;

Cryptogenic factory Ochronosh, hemoohramatosts
Matal

palsoctog .Amddlryiﬂ. bwngthis,  chrondc
Endocrine distarbances ~Addean  discase, scanthosks nigricens
Dedclency dissass V;bmd‘ divense, soaflo cacherie, polle-
Amnits hemasideross
Systemio  fnfections, Syphitis, maleris, eto,
Occupatiooa! factoey Lichenold melenodamatith, engyrts
Dstarbunces of tho Hver
Nevold growthe

Infontily forms of primary melowodersa:

L

— Leooioems, ballous &
Xowcitzry dermects whth Bood coetoophdis =d pg-

4. s}

The pig y der d in this articls may be
dividadmvmkndymmgnnmﬂhmdmddzmmﬂrﬂndmno-
318
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derma, the latter being better designated as melanosts, I shall
not discuss nevi, tattoos, and similar small, localizad pigmented
Difhue melanoderma may be clasified as primary and sec-
ondary depending on whether hyperpigmentation is the finst
evidence af cutansous involvement, or wi it follows » skin
disease such os papular urticaria or dermatitls herpetiformis.

PRIMARY MELANODERMA

Ochronosis is & rare disorder ch erized by @ generalized
blutsh-black pigmentation of cortatn areas of the skin, dark-calored
urine, and often ostecarthritis. It affects the middle-aged snd
oy be hereditary

The skin of the nose, knuckles, thenar and hypothenar emi
nences fs most hoavily fnvolved, although the cheeks, lips confone-
tivas, bucenl mucoss, ear neck, chest, and extremities appesr
various shades of gray-brown aod black. Nodules may occur oo
the ears. There aro pigmentation and hardening of almost s
carulaﬁe. The viscera are usually fnvolved, with the cxeeption
of the liver  Pigmentation of the cornea and sclera may stimulate
malignant melanoms,

Oﬂecm;xhandsdmh,mgethumthmldﬁmtjmoﬂbem
tervertebrn! discs and tendons may bo cxtensive.  Osteoarthritis
of thix type may bring about spontaneous fracture and fsation of

ts
m’l‘hmchmgaforcetb«puﬂcuttowﬂ;bﬂy tn o stiff homp-
backed manner with his head forward, his fect wide apart, and
his arms honging stifity st his sides.

The urine appears normal swhen voided, but it quickly grows
dark due to the pr of a reducing substance, hemogentisic
scid  Of dingnostic value therefore mduxﬂ)-mcd under
drawers.  Ochronosis however may also occur wi the pres-
ence of hemogentisic #cid in the urine

In histologic sections, the cpidermis a, normal. The pig
ment i1 Jocated in the dermis whese it displaces the noraal com
poctive tissue. It appears as round or oval conglomerates o dif
fosely scattered throughout the dermis. It does not color with

soutine stainy for melanin.
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Ochmm:hhulmodbythetnmpletedcgmdnﬂnnoftymth:e,
whase oxidation stops with the formation of hemogentisic add,

dus to lack of the enxyme required for ity further degradation,
The reason for the predilsction of the disorder for cartilage is un-
Inown.

Hemoch sz, or brume diabetes, is & raro disorder affect
ing mainly middle-aged men, particolarly alcoholics. Tts familial
and bereditary odgin is based on & cangenital defect of fron
metabolism.

The discase i3 & syndrome conslsting of disturbances of the
liver aud gull bladder tract, together with ebnormalities of bemo-
siderin distribution and ghicoss metabolism. The skin of the face,
back of the farearms and arms, external genitalia, nipples, and
knuckdes s most deeply pigmented.

There may be symptoma of Infantilism, associated with loss of

bogdymdn.hypotmnon.nndwdhchmrﬂiduncy

Inhhtologlcmdom.ﬂ:e dermis and dermis

except for the uofh;gimidurm. %aﬂn
are found thonna]lbloodvanel:mdwi&hxmehno—
phores in the upper dermis as well as in the membranas proprise
afthalweatgand.l. The epidermis occasionally contains hemo-
siderin.  With suitsble stains ane soes evidence of fncreased
melanin pigmentation in the basal cells and dermal melanophores.
Oecuhm]]ythoirunplgmmtdmppeanﬁumthalhn.mdonly

prl:;ﬁmb in patients with hemochromatosis i unfavarable,
although the process can be held in check with the use of supra
renal extract or ascorhic acld.

Argyria and blemuthia are rapidly becoming medical rarities,
due to the decline in medical use of silver and bhmuth salty,
Middle-aged women d argyria alightly more
than men, melanoderma appearing two years after the pa
Heat started taking o preparation com lﬂvnro:mﬁdo{
mmm:ﬁﬂmgpmurgulm tnto the vagina or
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Although routine stuins may be used, the best method for the
demonstration of silver n histologic sections is by dark field {n-
mination. The deposits of silver granules are densest in the bate-
ment membranes surrounding the sweat glands and the papiflary
portion of the dermis. Lesser numbers of granules are found in
the homog b ¥ of the small blood vesseks,
sehaceous glands and hair follicles,

Chrysiasis may occur following the parentera] use of gold salts.
The skin of exposed areas appears grayish-blus or yellowish-
brown, particularly when associated with exposure to
sunﬂghtoru!mv!oletl‘!vﬁ:hmmvemdpmuof the skin ebo
gmngold depoaita can bo demonstrated spectroscopt

Y

Women with Yght compledons who are eround 35 years dz:‘
age are especially to this of tetion,
pending on the ty-papmmy of g;}&dminmpl%

In histologio sections, the epidermis oppess nomal  Gold
micvoincineration.  The granules usually He within histiocytes
andcndothdialcelhufthampﬂludamdlymphvmk,nndm-
castonally they are scattered throughout the dermis. The gold
deposits disappear from the skin in time.

Hypﬂ,’é,f ton occurs in p with chronfe arsentesl
polsoning dus either to inorganio arsenical preparations or water
with a high ersenicol content. Water containing moro than 0 0005
mg, per of disodium arsenite is tdered unsafe. O
pational arsenical pigmentation i not infreq

Middle aged whits men wre move frequently aflected than
women. The pigmentation usually follows a succession of gas-
trointestinal ond nervous symptoms. Keratoses then develop, fob-
lowed by arcas of erythema and later hyperpigmentation. The
pigmentation starts as tiny spots on covered areas of the skin #nd
spreads by coal Itis inted with scaling, keratoses,
and in somo cases, dilated blood vessels end atrophy

The lesions tend to develop into squamous-cell carcinoma after
passing throngh phascs of dyskeratosis in which the cclls mav
thow changes observed in Bowen s and Pagets diseases.

Addisons disease is characterized mainly by weakness, Jow
blood pressure and partial or generalized pigmentation of the
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skin, The pigmentation first appears an the knuckles, fram which
it spreads to areas of the skin narmally darker in color as the flex
ural surfaces n the axillae, groin, and about the nipples. The
skin feels soft. The mmcous membranes of ths moath, anus va-
gina, and the skin of the hands and face ultimately become pig
mented. The skin about the eyes, mouth, and patly is the last to
bo tnvolved. The hatr uymally turns grey end falls out. Hyper
hidrosis may be

In histologio sections of the tkin, there is no evidence of atrophy
or degeneration. The melanin is deposited in the basel cells of
the epidermis snd in the tps of the interpapdllary where 1t
appears in the form of caps shove the nucleus, silver stains,
ane sees & few dendritic cells and a moderate mumber of melano-

emotional stress.  The assoclated depletion of adrenal corticolds
canber died by the ad rution of advenal cortical extract,
the cortisones, and re-establishment of sodium and potasstum
equiltbriom.

Acanthosis nigricans #s charactarired by verrucons,
mented patches occurring most commonly fn the and
genital rogions, buttocks, on the neck, tuner eypects of the thighs,
and about the mouth. The disarder may start with itching and
pigmentation, together with a dry tongue. The affected skin ap-
pears dirty-gry or brown, the colar merging gradually with that
surrounding skin.

of the

is exp d clintoally by a dry smooth, thick
ened, and furrowed skin, fram which the wrinkles do not disap-
mbmﬁxnﬁnhmmd. Wherover the tkin s dry the

asrociated with viscers! caneer particularly of the stomach, end
the other benign because ft occurs without this assoclation. The
cutaneous changes usuelly appesr from ons to five years bafore
the development of internal cancer ultbwghoccukmﬂ]yﬂ)aop.
posits occurs, as fn a patient of mine in whom

patches appeared years after surgleal removal of the cancer  The
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occurrencs of lymphotarcoma with metostases to the skin and

The benign form appears to be familinl, afiecting short, stoot
g&bcforupubeﬂy They usually present g large pumber of soft

onthemkmdmderd:om:.

The histologic examination reveals the cells of the basal layers
laden with melanin, particles of which can often be scen as far
outward as the bomy fayer  The papillze are greatly increased
in mammber and size, projecting as covered with &
moderately thickened reto malpighii and sk thickened gran-
ular Iayer  Horny material fills in the gaps betwoen the
matous pegy. A moderats amount of edema and Inflammatory in-

Gltrats, er with melanin-laden mel ,Lnaan,dm(tu
ingr of m ars vsually found in the dermis

Vagabond's di clated with hy gmentation oconrs
malnly in old men for o Jong time with

body lics. miﬂﬂmumrm]ppu]amnkulbythom
site localize whersver the clothes press or the skdn, a3 ou the
upper buck, stomach, fumbar region, and front of the thighs
Scratching results in the formation of linear excoriations aod
crusty, Jeading altimately to patches of lichenificntion and thicken-
ing of the skin of the entire body

The skin in these patches becomes dry rough, senle-covered,
and deeply pigmented, and often shaws evidence of mfection
Scattered thronghout these areas of pigmentation are nm:( whits
scors resulting from seratching  Itching ir not periodic,
it is Jess at night because the bed linen ix leas infested than
clothing wom during the daytime.

Systemic reactions may occur fn rare fnstancer. Whether they
aro csused by endotoring excreted by the lowse by awociated
vitamin defiefencies or hepatle distusbances or some other factor
fsunkoown, The accurrence of pigmentation of the lips speaks i
{favor of an etiologle factor other than seratching

The skin tends to whiten in time providing the patient docs
not seturn to his former Wie of vagabondage.

The pigmentation veeurting ia sculle cachectic persons &
evidence of genern) fl health,

TIn pellagra, sfter 8 prodromal petiod durlngw}dcbtbzp:!kn!
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m‘phkuufweahlm.dimnm,dimth,undutha?'mptom:,
cutuneous lesfons appear on exposed erews, such as the face, back
of the hands, wrists, V arez of the chest. The skin fint becames

red and later dirty-gray thickened, and sceling. Hyperpigments-

Pellagrn affects chiefly men between 30 and 60 years of age
who are habitual drinkers of quantities of dematured alcohol
and who eat very little nourishing food. The disease ix a mani-
festation of multiple vitamin deficiency particalarly of nicotinic
acid The combination of heavy drinking and exposure to sun-
light Is definitely & precipitating factor

If the specimen for biopsy is taken from an advanced lesion,

melantn in the cells of the Inyer Later there is degeners-
tinnofthacoﬂagmwsandduﬂcﬂben.nndthenmﬁﬂbm
bocome thickened and show beadlike constrictions.

Trutmentwﬂhthaamideufnicoﬂnlcndd,po}yvitnmlnm
rations, and Hver extracts together with 1
and ws of sun-screening ointments has proved rapidly effective tn
myu’i’w

Acute hemosiderosls is the provisional designation of the dis-
order described independently by me and others. The disorder
affects adults over 20 years of ago at any time of the yeer and
withont evidence of virceral involverment.

Acute hemotiderosis starts on the legs and spreads rapidly to
!hobuttoch,back,md;hmldm possesting all the features
which we assoclate with y dermatosls. An
additional feature observed in acute hemogiderosls is the
to rapid t layed by lestons oceirring an the
MWmdmbehmdmdmgﬁmzof
ampits. Arear of erythroderma may occur amoclated with
fntenso ftching. In the avernge case, however ﬂfﬂﬂamybe
present only in the early stages of the disarder

The inftial lesions coosist of tiny darl red,
punctate ammnbunggram:ofuyemgmwmdl

upon invo) leave patches of pigmentation persisting
year or more. mhhwbglowcﬁomlhqwmmmb:h:
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number of capillaries in the upper dermis the walls of which show
changer. Deposits of hemodderin are present in
the dermis. The epidermis is normal in appearancs.
The use of vitaminy C and K by mouth and rutin by injection
proved effective in patients under my care
Syphills is anly rarely asrociated with plgmentation, the csuse
of the pigmentation being attributed to syphilitic fnvolvement
of the adremal glands. Although this involvement is generclly
regarded as taking place during the secondnry stage of acguired
syphilis, I have soen ths development of genernlized pigments-
ﬂmmaﬁﬁmtwhohadbnggnmdthnmxdmymgm This
patient aortitis, b ension, and a positive Khan reaction
of the Hood. Vpert post
Malarial patfents in advanced stages of the ditease havo &
sshgray discoloration of the face dus to the deposition of hemo-
siderin and the specific pigment elaborated by the parasite.
Lichenoid melaspodermstitis, which is called tar melanosis in
the United States, occurs particularly in wurkers handling pitch
or tar of varions types and favolves the skin of the face, rides of
the neck, forearms, and hands. Avitsminosly and sunlight mo
Mmﬂyrcgnrdednpredpsuungfac!mmma production of this
ex
The pigmented areas a dirty violet or blach and oecur
as solid or reticulated pat often decply plgmented along the
course of the veins.  In additian to hyperpigmentation, follicular
pustules may form on the xrms associated with inflammation sod
itching The occurrence of bullas on the knuckles is not -
frequent.  Arear of lichentfication may result from scoatche
ing.
The pigmentation may persist for a Jong time after the div
appearance of lichenification and folliculitie. Tho patient must
quit his fob fn order to get well
Disturbances of the liver undoubtedly play an fmportant part
fn the production of hyperpigmentation ‘although csperimentat
evidenco in of thiy tion is pot Jostve, It I8
therefore advisahle to make tests for liver function #s patlents
ting pigmentation of tho skin before going on to search for

other possible etiologic factors
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w

melanoderma fs an amomaly of
Tero sisters wham 1 observed showed hm] “:;)'J

of plgmentution invalving the skin of the front of the legy, knees,
buttocks forearms, shoulders, snd back of the hands. The

melanin g sec-
tions showed greatly Increated o ~
of the basal layer of the epidermis and in a few e

with othey Sage.
plasiss of the skin and eya. It & congenital dys-
Paability of the basal cels 1o bold gy, tked by the
&m:ﬁghﬂyw!uhhmﬂ:eﬁmdmlwby‘hﬁm"
tru-phrranfnmmuft(l:;b.nluh vienolbmton and
Tu histologio sections, many of the
Hon. ﬁopyhoﬁcnuddmwhdh?u:mlhowwh
cell. ’I‘he-mocmtufmolminh:\t]:.c]m,lce htdgedﬂw
- mwmﬁim@aﬁd%w,” -
even
teles of melanin. Apilartey on tar par
ECONDARY MELANODERUA
Geomilsd exfulletive dermatits B %,wrm

RSl S
Prorigo “-W, .En-uwd
Lichen plaso, dermatite herpwti e prastge W
e B rtoanpocts, porLoic e, -
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Congenital melenoderma fs an enomaly of extreme rarity
Tro sisters whom 1 observed showed symmetrically placed sreas
of pigmentation fnvolving the skin of the front of the logy, knees,
buttocks, foresrms shoulders and back of the hands. The
affected areas appeared dark-chestnut, growing more yellow s
the plgment deepened and spread to other sreas  Spstemic
symptoms and blood changes were absent. The histologic sec.
tony showed greatly increased melanin-deposition in the cells
dthah-mlhymo{thacpidermismdmn{cwmdawphmu.

Immﬁnmﬂgp(gmcnﬂummbommomﬂychmdmimdby
h'lv:ﬂgl:ln}ynhnped,dmemmadpnrcha of plgmentation Hodted
fo the trunk. Tho carliest lesions appear in the first few days of
Bfemtbcfmmoflﬁmrvufdmonlreddentddm,nmnyu.
wociated with ftching  Months later linesr verrncoms lesions
resembling linear novas make thelr sppearance, after which
the skin becornes gmented o the form of bizzare whotls with
spidery fingers. dlyxdﬁnﬂ)ddaﬂmafcwmmmny

& normal skin,  Occastonally however the child fr Lefy

Wﬂharedducofmmdreﬁculntadarmofatmphy rm]ﬁng
from lesions cocurring in the initial inflammatory stage.

'Ihedburdurixumlllvuwdatadwithothctcmgnn{u]dy,_
plastes of the skin and eye. It fe npparently camsed by the
tnability of the basal cells to hold melantn, which becomes more
than slightly soluble tn the flutd produced by veealization agg
subssquent rupture of zome of the basal cells.

lnhmn!ogicmcuongmmyofﬂwbﬂsalcensdnw%
tion. The pyknotic nuclel are pushed o the upper edge of the
el The amount of melantn in the basal cells {5 normal, Tn
the tpper dermis Lhcnmlampluuampaclcdwlthmehnm‘ud
even the perithelial cells surounding the capillaries contaty per
ticdes of melantn

SECONDARY MELANOCDERMA ASSOCIATED WITH

Aaecaredds troe R
Ficbee, Noomoytan oopsic. rotes of

Frongs \Mmmm_ﬂ

G L

}k‘!m_g‘lung, derraatig Wl@ﬂmfd&m%m
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Bullous kevatogenons and pigmentary dermatity with blsod
eosinophitis is closely nllied to incontiventis pigmentl Tbe
Hon occurs exclusively in newbarn girls a fow days after
birth in the form of papules, vericles bullae, and pustules Jocal-
zed mainly on the legy  Stripes of verrucous heratoses then form,
the disorder finally healing with scars and areas of pale brown
igmentation. Severe eosinophilix is rssociated with the vesicu-
phase. The outstanding leslon is the warty Leratosis, not
hyperpigmentation.

Generlized exfoliative dermatitis, regardless of whether it
occoury s an idiopathic diseare or as o complication of other
cutancous disorders, is with few exceptions associsted with hy
perpigmentation only in tho terminal stages of fatsl eases.

Ono of thexe exceptions is & form of exfoliative devmatitls
described by Baccaredda as benign hyperplastic cutaneous retie-
ulohistocytosis associated with hyperpigmentation. The diseass
affects over 50 years of age. It wsually starts with patches
ofcrymmdzﬁmnndtn{hcmofnfewwnehm\'ﬁ
the entire cutaneous surfsce  There are considernblo cdems 1nd
infiltration of the skin associated with scaling and ftching  Oc¢
cosjonally the diseass manifesty ftself with the appearsace of
kerntoses on the snd soles, upon which redness {mm
The lesions may o eczematized or purpuric, in onse
residual pigmentation may persist for mony months fnally
shading og without disappearing completely  The mucous mem-
branes ars not invalved. Ectroplon accurs fn most paticnts with
the disorder

The course of the discase s slowly downward, the patfent
growing progressively weaker and craaciated, until death oceurs
as o result of Intercurrent infeetion or complicating discase.

The hemogram shows s slight drop in the number of red blood
cells. At first, the Jeudocvtes are normal in number and appess
ance Later thero is leukocytosis with o great increase n the
number of large reticular and mononytic cells at the cxpenso of
neutrophils. The large cclls have nuclel of varying shape some
being round and others cither club o7 kidney shaped. Bath
spinal fluid and material obtaloed from lymph nodes show the
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same type of cell resembling the large, & reticulum cell
mmmyw;fungn{dm

Patients with scate prarigo, which ix called pepular urticaria
by English-speaking derma urually do not show plg
mentation of the skin. This is ﬂhmmpmﬂ;oml];
actintc prurigo, and neurodermatitts. The discoloration seen fa
pﬂﬁenhwiﬂlprm‘lgoofﬁdxl,urthegmlbdfmof
prurigp associated with lichentfioation, & cansed by elmost con.
stant scratching

There Is & type of prurigo, however of which tha most
feature is the pigmentation. mkmdmmm’
by Borda and me, which affects mainly women, The o
areas are limited at fint to the shoulders, back, deliggd
and under the breast, the leslons Symmetrically

They may fuse and become g Tictng 55 placed.
the affected areas. Sml]].rmmd.,bmwnm interae 1o

ocoasioned
stances. Chrrhosis of the liver camed
xnthomatons lesians of the skin In two pattmty. and
Hhmdmimlﬂud&mlhowthattheplmlhm
Treatment thould be directed agatnst the clantn,

insuffictency

The pigmentation seen In the healing phase

oceurs at the site of the initial leston. 'l‘hgmhu;%::’llhmn

lhto-@-ayanhadmufﬁny mm“m% areas iy
tdual

ve hy pig fons which Uptions “ﬂllﬂy
time. PR for 4 Jomg

in patients with thix disorder is so by seen
can be made on this feature alone. Thi i ﬁ’ﬂd:ﬁ,m
In the diagnosis of atyplcal vareties und ble
htbedhﬁncﬁm&umpunpbigmvu]gm-h_%l and
toclated with restdual pigmentation. Tever as-
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The color of the pigmentation is sooty-brown. 1 beliove that,
together with the occurrence of bullse, plgmentation constitutes
the salient feature of this disorder which unfostunately Is not

in the literature.

Patients having pemphigns follaceus may show intenso pig
mentation during the phase of generalized exfoliative dermatitis
following the earller eruptive phase of bullous formation. The
occusrence of pigmentation tn theso patients indicates a favorable

Impetigo herpetiformis is a rare diseass ocourring malnly dur
ing the recond balf of pregnancy Itmnynlmnéctmmmd
women showing symptoms of hypoparsthyroldism following
operations on the thyrold gland. The lesions encountered fn this
disorder are pustules set in groups on erythematous patches in
the genitocrural region and other intertriginous arens. The pus-
tules may fuse and give rise to widespread exfoliative dermatitis.
On removal of the sticky heavy crusts, one finds & moderato

of residual pig: ton which requires a long time to
fode out.

The pathogenesis is clear in patients with frank of
hypoparathyroidism, In pregnant women, it is believed that a
latent state of congenital hypothyroidism is activated by preg-
nancy

The treatment of cholen in cases duo to hypoparathyrotdism Is
the use of dikydrotachysterol

MELANOSES
Primary Secondary ter
Chicarna Infory Friction, rubbing, scratchiog

sical f; frowbitrs, altre-

Riebls melaoneds Py actors B-m,m e
Phenolic melinoses trractiation
Polkiloderma reticulare Chrnicals  Tolet woter faco cvezmt
Atroplie and degencrattve asclmoses e »
Neraid meliposcs yyreaklon, pheoolpbthalein, ete

Iefectious sgemts  Fungl, pyopess, ofc
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In scleroderma, der sitis, and poikilodermas, thers often
is coincident pigmentation during the earlier phases of the dis-
arder In scleroderma, pigmented patches may be large and
widely distributed, while in dermatomyositis they are reticolated
mdlhnﬂndmthankmufthemckﬁm,mﬂmmdhg
at times to become generalized.  Largs, reticulated patches with
telangiectases and areas of atrophy are features of

Thuplgmanmﬁmindﬂmmnhwmmonlylhmwdm;ym_
mhimlnrwuftbeﬁceoomnhgpa:ﬁwhﬂymmm
WOInen. Themlmofthoaﬂactedmvadmﬁmng:ljgm
staining of the skin to a deep yellow or yellowish-green. The
discalaration has well-defined marging. C.h}oumal.lanﬂnml:lle
of an umcomplicated dyschromia, since it is not associated with
scaling ar atrophy Diﬂarunttypuufdllmxmlmmm
d unﬂwlcxmﬂmtbﬂandwhmhmit.ﬁecum‘)r

There may be o familial tendency toward chloams, Pre
mdamﬂy%WMbmnd of
loea]imdgignmmtionun faces. Slrtnﬂmdlnui: were
equally atfected.

Seborrhes may act to fix the discaloration.

Carrection of coincident endocrine or uterine

indicated The Internal ass of vitamin C and other remedye, i
proved disappotnting in my experience, while the topical

g U
patient has repeatedly a hermful facia] the
commetic, the redners mﬂinggiwwuymm"aher
ton. Thﬂmbrnfﬂloplgmmmﬂanwdelﬁumnd&"

a shade between chocolate and old bronze. Ith gray to
lhnltcdmtheﬁwmdocmdamﬂyghommnﬁmmmﬂy
mplgmmbdpﬂhl‘lumduhsttnthoom@ﬁnaﬁ&?x



a8 CONTEBUTIONS TO DERMATCLOCY AND AYCOLOGY

color grows lighter toward the where the plgment
brmbnptofmmmnnkhndso};mum pame

The disorder often ccours in men and women employed in
varions occupations which do not oblige them to bo exposed to
numlight. It wwar formerly believed that persons showing this
type of pigmentation had become sensitizad 1o sunlight through
eating bread deficient in vitamins,

In a study of several hundred cuses, I was abls to show that the
glgmuﬁonkdmm&amofmcdumhmmgmmm
ertvatives  All patients with this condition were women with
durk complendons, the majority of whom were between 30 and 50
years of age. Often there wers colncidental menstrual frregular-
ties, An ellergic background was utually present.

The cautative agent was shown to be Orangs II, an aniline
staln obtained from the fractional distillation of crude coal tar
The dye was usually incorporated in factal powders.

In histologio sections, ona sees scattered areas of hyperkerntotls
surmounting a thin granular layer and rete malpighil. ‘The num-
ber of clear palls {5 incrensed.  The cells of the basal layer usually
contain an ¢ d of melantn. Some basal cells bow
ever wre vicoolated and do not contain melanin,  The uppes por
tion of the desmis shows large numbers of melanophores  Somo

f show & moderate infl y infiitrate surrounding
ti;ecspmnrles

Riehl's melanosis hes practically disappeared in the last fowv
years due to the superior quality of cosmeties

Erythrose pigmentaire peribuceals &8 on tmeommon form of
Riebl's melanosis in which the pigmentation occurs sbout the
mouth and extends over the chin and along the nasolabial folds.

Melavosis fs Wlewise produced by tho use of facil creams con
tatning sesorcin or lentgallol, both of which aro phenolic devfre
tives. Ths colos and configuration of the pigmentation prodused
by these substances vary greatly

Polkiloderma retlculare of Clvatte s a melanosts ocearring in
middle-aged women. The pigmentation has o reticnlar srrote-
ment and fs Jocalized on the neck and face. The patches of dis-
coloration are traversed with a network of telangioctases, There
it a certaln tendency to symmetrical distribution of the lesions 83
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well 1 a tondency to spare the ceuter of the face and medlan zone
of the nack
The pigmentation sppears blaish-brown
#t forms & solid band. On the neck, the mm‘m&“hﬁ:
pigmmiilxuunandthe :gdufﬂt:eblnd the duiky color of the
I
xtic tint to the Jesims. versels bmparts a character

The histiologic appearance of polldioder;

that of Rishl s maclanosts. retlenlure stulates
In my ophnfon, the disorder repeesents

semitization induced by menopemsal o ‘mm{fmuﬁo-nufllgﬁt
Thedlmrdcrpaﬂtb{mqmm.wmmb;dhmbam

B v oo degroceatvs foms

o egenen o
nnwdb!omufpa&ﬂodmmmd]?‘ mprmutf:g
lexlons of pdﬂodmmﬁuﬂmmhhnmm““mg o
oy s t, senflity and sudden Ly of varigus fac-

of the body other areas
from rubbing, scratching, bunu.fxmh&i;s% resulting
end ointments. metb"k‘nuywpﬁfmd.
ﬁnmthoaadmdpyugmmwwpdgmmhd
altraviolet light. Tbalocl]lnﬁanaf&,”dn:f%ndlmmm
of the casn nsnally point to the corract dg =0d the hist ,

REFERENCE
2 Bationk

A k crtanes
dermta, mm;mmml&"ﬂ-&%m
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Epithehal Nevi Exclusive of Melanoma

By
Mareial L Qulroga

Emmﬁuctmwotthnmﬁoacpldarmhmdahhc
epfdmd&pmdugaxmwhfchmvmceﬂ:myarmnywba
prosent. all nevl, eplithelial nevi originate during fetal life
s a result of & modification imposed embryenic coll by &
Atffusible substance having the upm;ofnﬂml This sub-
stence is transmitted from cell to cell and thus controls the devel
opment of a of cells com, a particular organ or
of it. This of ganuftbaanbr)mﬂccnﬁ]g
called induction, and it Ix acted upoan environmentally by mo-
chanieal, physical, toxic, and infections ageats during [ntra aterine
life and after birth by blalogic factors associated with paberty
menopause, and senflity

Aevi may therefare be spparent at bisth or develop at any sub-
sequent time. Inemmwtbthnﬂghrfodwmtmu,mm

cally induced, nevi are pot fam

It is diffeult to find an adult person without at Jeast one nevus.
In an analyxis of 741 cases of epithelial nevi, Becker found the
following localization

LOCALIZATION OF EPITHELIAL NEVI (BLCKER}

Locelization No of cenct LFercensags

15 ~00

Face 303 4000

Neck 77 1037

Treak 100 o g

Uppee  extremitien a3 445

Lomer estronities < gg}

sl practala 1
= [~ 234 -
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Epithelis] nov are charactertzed histiologically by hypoplasia
or hyperplasia of epithelin] cells limtted to cireumscribed areas of
the epidemmis. The hypoplastic or aplastic nevi persist as such
indefinitely and do not tend to grow or undergo malignant noo-
plasia, while tha hyperplastic nevi which may contain nevus cells
or “nevocytes maintain their growth-potentiality throughout Itfe,
not infrequently becoming mare differentiated as woll as malig
nan

t

Hbadudianhbnpmaimﬂgblydl&mﬂatedmﬂ;them—
sulting nevold growth will be monod, ie., it will, for ex
ample, be either & pigmented mole or a mole. Y, however
induction scts on immature, plarpotential cells the resulting
nevus will be polydysplasic, ie., it will, for exxmple, be a pig
mented and hatry mols or & hairy pigmented warty mole.

Depending on the part of the epidermis affected and the pres-
ence ar absence of nevocytes, nevl roremble the matrix from
cellular pigmented, deplgmented, and glandular nevi.

L Nevus verrucosus.  Synomymry nevus, linear nevus
wartlike mols, novus unins lateralls, keratotic nevns, epidermal
nevus, and {chthyosts hystrix.

The verrucous nevus is a circumseribed, round, warty growth of
browntsth or blackish calar oceurring singly fn groups, ar in con-
tinuous or broken-up streaks, bands or patches which often have
a bizarre pattern. The indtvidnal element varles in size from that
of a lentil to ereas tovolving a large part of the cutaneous surface.
The bathing-trank variety of systematized verrncons nevus is rep-
r {ve of this widespread tovolvement. g on the
surface y there are lich d chthyost-
form, and follicular varieties. This type of nevus does not tend
to bocome malignant,

Histologically there are hyperkeratosts and acanthotis of vary
ing degree. Hyperpigmentation of the basal cells is also present.
Alight perivascular inflammatary infiltrate Is found in the dermis,

Tbommomnmumybeduhuyedbythecledﬂcmtay
or fulgnration.

2 Nevms papillomatosos. The most representative nevus of
this type Is the senile wart or seborrheio keratosts. It begins as a
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The situation in leatigo maligna Is entirely different zod will
be discansed by Dr Becker

4. Nevus depigmentosus. This nevus appears in two formy,
As nevur anemicus, it Is maniestod ¢ a mitky white macule with
a smooth surface Tho benign nsture and slight cosmetic dis-
figarememt of this birthmark require nothing more than a pre-
seription for an efficlent sldn-colored crenm.

5. Perinevic vitilige or leukoderma nequisitum eentrifugum is
a condifon in which each of the small, roumd, clear patches has o
brown mole st the center The trunk and extremities are the
sites of predflection. Perinevio vitiligo nsually for a Joog
time. O lly bowever pigmentntion tales place follow
ing the spontaneous disappearsnco of the central brown mele
Tt is not clear whether this condition is a varicty of vitiligo ac 2
manifestation of inhibition of pigment formation coused by the
presence of the centrally located mole,

Treatroent consists in destroying the brown mole by the elec
tric cautery or fulguration or in excising it with the knffe, cither
procedixe sametimes being followed by pigmentation of the en-
cireling clear halo.

6. Nevus Pllosux. It was proviously pointed out that cellular
moles are sometimes covered by & few or more black, thick hairs-
In addition to this type of hairy mole cutancous arees of vasying
sizs and shape may bo covered with o hoiry growth which i rare
instances embraces the entire integument and, when associated
with pigmentation, gives the person the appeasancs of 2 mon
Ley

7 Nevus glandularis.  Among the glandolar nevi it & cus-
tovaary to include the sebacvous adenomas and the hidrdenomas.

Adenoma schaceum appears both symmetricafly and asvin~

metrically  The sv rical seb 4 may con
veniently bo divided Into the fallowing three types
1 The Pringle tvpe {fests ftsell ax reddish or

yellowish brown small soft papules occursing mainly on the
fave. On histologic cxamination one secs a eircumseribed growth
consisting mainly of horn cvsts numerous mature sebaceous

and conglomerates of Dasal cells  The minute blood
vessels of the upper dermis ore dilated. From this it s evident
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that it Iy exroneous to epply the term edenoma to the candition
described by Pringle, tince the sebaceous glands sre not adeno-
matous but merely present in large numbers.

£ Inthe Balzr type the lesions have the colar of narmal skin,
Histologieally there aro hyperplada of the ssbaceous structures,
degenerution of the hair fallicles, and large cell mames which
contain oystic spaces in the center  This type fs synouymons with

o Hallopeau Leredde-Darler type is a true adenoma.
It is characterized by small, slightly raised nodales having the
calar of normal skin, occurring matnly on the face and neck. In
contrast with those of the Pringls type, the pupules of this
varlety of sebaceous adenoma ere hard and flbrons  Histologi-
cally the papules reveal themselves as made up of fbrotic con-
Dcdiwﬁnuumdlubule’uflebamuca]ll,mthﬂthahhm-

logie picture closely n bles that of true seb
The trical sebacoons ad msay be d.lvided into
Lhefu]lmrm,gfurms

L Nevus follicolaris. This condition #5 confined to the neck
end upper part of the chest and srms and is characterized by the
presence of raised ar depressed, mm@dnﬂkaluﬂomqy
Pﬁfmxdnglywinmﬂpt The

mnaneﬂnd:epldamnlcysu,lb;cmm,urﬁ:tulm

Iitmladm:mn]]patnbanf te akin. Histologically there
are gmall localized dmmnlinvngimtiamgom decpmtoﬂm
dermis or lying or tangential to tbosm{%.ou

2. Senile scbaceons adenoma or nevas. 'Ihhctmd.ittonom
mpermpanmidd]ongemwborrhe{omnmhuthefam,
neck, scalp and back, as one or several small, fe]lawkh,

head-sized and larger nodules. The surface af the uxiomkugz
bbuhtcdunrmltufthecoaluscanmofcvenlfmhrgedmba—
ceous glands.  These growths are composed of large numbers of

may be destroyed by fulguration.

3. Fordyces discase. ’l"hkccmdiuuni:mnm_fmdbymo
Presence of solitery or g d tny y
lhe\mmmbnof!hnlrp:,!ﬁcmﬂmmmgi.mm
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and vulve. The presence of hypertruphic maturs sehaceous

ghndxkxﬁamwbaethaymumaﬂynhﬁmtp«mmwm
Fordyces disesse a3 a hamartoms. The spoty may be

remaved by halguration.

4 Uevos aebacous (Judassolin)  Synonymy progressive ses

Eg:c;mudmama {Darier} and nevas epitheliomatosus (Frio-

Sebaceous nevus appenrs ay a slitary ralsed, yellowish patch
with & warty lobulated surface and frregular shape. It mtses
during infancy on the scalp or face sod svhen Jocated om the
scalp it causes foss of hatr at the site of the lesion. Tho growth
is mada up of hypestrophic, mstwre sebaceows glands  Destruc-
?ﬂﬂb}’mﬁmccmtuyurfulgumuonhwpkwlymﬁb
actory

Hidradenoms., Synomymy  syring .,f?ﬂ lax.l
syringocystoms, and lymphangloms tubercsum myltip

These umall and benign nevold growths are vnly fmportast
from & cotmetic stondpotat. They ane not adencmal, since they
sre composed of minute cysts representing enlarged sweat ducts
filled with hyaline smaterial

The so-called eruptive hidrdenomas sre small, soft, skio-
colored or pinkish, rounded ar flat nodules with a smooth surface
ocowrTing {0 evops mataly In young women on the chest od upper
arms The are

Cuonfasion occasionally arises bctwe;:hhthaegrw(hjmdw
leatons of lichen us or papular 5y

nemmﬁimmufamqwawmﬂaﬂr
the lower lid and the sdjacent skin just beneath the cye s eldes
women with a tendency to & wrinkled skin, affers confusion w!

fthelioma. These of bital  hideads are
slightly smaller and more Sregulasly shaped than thoss ocaurTiog
elsewhers on the skin. "

Histologie ination of the hidred reveals o
sdi&mndsafapithchﬂmﬁ:mdmﬂ,qmcduwmwnm
part of the dermis  Tho ducts do not communicato wit: o
the epidermis o the sweat glands. ’I‘boducunmlincdb}'zm
sesembling thote of the bavalccll ayer and the hanina con
¢ byalinglike material.
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Destruction of these little trmocs by the elocirio cantery
satigfactory cosmetic revults. ghves

Qumoaa, M. I, Guior G F  Dermetologhn Comnetica, B-"""hh-
El Atwco, {in prom
Qumooa, M. L, end Cowneso, A Lot novas y m potenclal carcinograotion,
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Pigmented Nevus and Melanoma

By
S Willlam Becker

Mehnin pigmentation in man. In coptrast with the highly
colored coats of some lower animals and the geudily plumed birds,
man is a rather drab crenture. It has not been generally appeect-
ated that human beings carry in thelr skins a syncytim of po-
tentially pigment forming cells which play a role in phystologic
pigmentary processes such as occur in pregnancy and tannlog
and contribute by benign and malignant neoplasia, respectively
to the two most tmportent pigmented tumors namely pigmented
nevus and melanoma.

The stem cells of these tumars are called melavoblosts and the
mature pigment forming cells, melanocytes  Skin apparently
lacking in plg as in complete or Tbintsm and vitilige,
contains the samo sheet of cells, although they have been i
volved in depigmented abnormalittes because of lack of tyrost
nase. Nonplgmented novus and mel. may oceur fn such
areas, The pigrented cells of this sheet also participate in supphy
ing melanin to other tumors namely schbarrheic keratosls and
pigmented epidermal carcd VMany of the mismderstanding®
relative to abrormal plgmentan processes and tumars result
from a lack of knonledge of normal pigmentation.

The single-layered syncytium of special cells is located at the
Junction of the cpidermis and dermls. Because branches from
these cells cxtend Into the cpldermis, they are inclined to be mote
closely attached to this layer in procedures that separate the
eptdermls from the demmis for study The symevtial armange
ment of melanocytes at the epldermal-denmal junction had been
mentioned by severnl authors, nclading myself on the basis

338
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of isolated observetions, but it remated for Becker Jr., and his
axsocletes and others to demonstrats the theet convineingly and
to further our knowledge of it. The disputed Langerhans cell i
an integral part of this sheet.

The arigin sod nature of human melanocytes has been wn-
certain. However it was first demonstrated in amphibiens then
in fowl, end in manmmals as high as mice that the cells odginate
fram the neural crest and migrats from there to the epldermis,
The celly differ from palisede basal cells in all respects  They
tako stains which are weful in staining nervous tisue, such as
methylene blue, and silver and gold sals  In addition, they
aro the only cutancous cells which contain tyrosinase and dopa-
axidass, as demonstrated by the tyrostne and dope reections.

Melanocytes are most easily seen in epidermis which has been
separated from dermis in the form of regolarly distributed,
dendritlo cells with oval or irregular bodies lying parallel to the
cutaneons surface. The dendrites of one cell connect with those
of edjacent cells, thus forming the syncyHum. In ordinary on-
taneous sections, the bodies are Jocated at the epidermal-dermal
function, efther in the basal layer between the palisade basal
cells or between the basal cells and the papillae and superfictal
dermis. The branches may or may not be visible.

Pigmantcdnevimfarmcdbyb@iguneaphdnofmalmocytm.
They are more common in Caucasians thar in other races and
show no sex difference. There #1 a definite hereditary disposttion,
especially to the larger lesions The extensive nevus is often
accompanted by Increase in meningeal melanocytes in the pia
mater about the medulla and elsswhero in the cemtral rervons

Lentigo profusa s the term used to sdgnify extensive distribo-
tion of macular or maculopa; nevl. In some instances they
are localized and unflateral, but they may be generalized, as in
the case reported by Zefssler and me. Novl are darkemed by
fnrmmumﬂlbatzmdpegnmcy and by ACTH and the
Tne| ting ufthapltuitxry d. They follow
a rather pred course.  The ofl:hﬂ.d]modnmy
rcmn!numdl,h.rtumnﬂythcybewmo oz large
enough to be designated tomors sometimes lobualated, and with
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ag appeatancs of fusuring. The larger onas may become halry
ususlly at paberty but occasionally before. In a small percentage
of cases, malignant malanoma may develop in a nevus but most
novl remain benign thronghout life.

Acquired nevi appesr at varylag perdods of life, from puberty
onward. At first they aro fesh-colored and often wmultiple, be
coming pigmented later and usually remaining benfgn.

Some authorities believe thet sil nevus cells develop from
melanocytes at the epidermal-dermal junction, whils others
belisve that they may also develop from nervous elements pos-
sibly from schwonnion cells in dermis  The ;drw:ﬁm
origin {y more ly s the nevi which have
been called “;;mngcpubenﬂggn?mdchnumnby " bm “juvenile mela-
noma” by Spitz, and for which I prefer the designation “juveuile
preudomelanoma.”

Javenile prendomel i1 @ solitary nonplgmented or slightly
pigmented lesion, occwrring before puberty and
after which has limited growth, doos not metsstasize, and &
cured by campleta local excistan

The question of biopsy of a nevas is sl in disputs. 1 have
been removing nevi in part or fn toto for hiopsy for about 30
years and have never seen malignancy develop from such » pro-
cedure. The anly sure method of diagnosis is by biopsy ab
though I have never found malignont change tn o which,
on clinjeal and anamnestic considerations, was a quiescent neveos.

The cells of nevi are not very ansplastic and ars raxely cast off
with the stratum corneum. Round cell infiltrate is minimal of
absent.

{:;xﬂap;mdamelnmdlﬁmfxmmdbvtheprmd
a

namber of nonpigmented fustform cells some mmultd
rucleated glant cells, fower oval and round pigmented cells
superficial telanglectasis nnd slight lymphocytle infllate. A
fn ondinary nevi, pigmentation is fimited to the cells
Blue nevus, Appearing at any time during life a blalsh macole
or maculopapule mav appear an aav part of the body  The color
1s provided by melanin contained in fusiform melanocytes in the
dermis the Blue hue wually belng explained ay cowsed by the
scattering cffoct of the tismes overlylng the pigment. Dlue nev
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wsually remain small but occasionally enlarge to cover a con
siderable area. They rurely become malignant to form melanama.

In some Instances there is admixture of nevos and blus nevus,
in which case fusiform cells characterstio of blus nevus are seen
in varying numbers, fn or throughout the nevas. The chief
tmpHeation of the tnotion is the danger of disgnosing the
loalon as melanama.

Junction neves. This term has been used frequently in the past
few years and has led to some confusion. AR nend are functional
at first, becruse the melanocytes ere in that reglon. In childhood
they may be quite active and produce condderable

gmentstion.  Sinee Jemtigo mallgoa also arises at the
fanction of the epldermis and the dermis not as benign but as
malignant neoplasia, this ledon has also been called a junction
nevus. Hence, when the junction nevs™ 3 seem,
it 1s neceswary to determine whether a qulescent nevwms, active
neves, or lentigo malipna iy meant, in order to evaluate the state-
ment. The desdgnation shonld probably be abandoned.

Microscopic Classifiecation of Pigmented Nevl I suggest the
following micrascoplo classification of plgmented nevl

Type A Lesions in which nevus cells are still definitely at
tached to ar actually integrated futo the epidermis.

Type B Lesions fn which po nevus calls are definitely attuched
to the epidermis, but in which they are present in the dermis.

Typs C Nerve nevus of Masson, some partions of which
raefh?lanmmﬂhrum e

In my series of 741 nevi, microscopio classification was

Tirpe of Neons Number of Casse Percomtogs
A 18 a1
Awd B as ar

1 184

Bmd € «T7 o4

A, BmdC 49 as

[+ 18, 18

Total T4l w7
DIAGNOSTS

Knowledge of the e history of both nevis and melanoma is
of ount importance in disgnosis. If a careful clinfea]
tion it combined with & careful history disguosts of pig
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mented nevus thould not be difficult. A dark brown leston which
has persisted since childhood and has not shown

Increase in sire or darkening fs wrually & pigmented nevus. The
earllest tabulation of the diagnosis of pigmented nevus was made
by me (Tables 1 and 2)

Tamx 1

LABURATORY DIAGNOSIS OF 710 LESTONS
DIAGNOSED CLINICALLY AS NEVI

Nevey sehacent

Hemas, wﬂhmu
posi it

Puct of macons ghand
Kerstoske senila

No dlagnady made

TREATMENT

Plgmented nevi are treoted for commetic reasons or &3 pro-
phylaxis against the formation of melnoma. Theso treated for
cosmnetic reasons are more apt fo be on exposed surfoces,
those remoted prophy lactieally ere at paints of friction or pres-
sure  Large nevi of several centimeters fn diameter are treated
even {f on covered urfaces.

The bellef that partial destruction of a nevus bt dnnlﬁzrﬂw be-
cause of the Induction of melanoma has given way to realiny
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Tamw 8

CLINICAL DIAGNOSES OF 843 LESIONS
DIAGNOSED MICROSCOFICALLY AS NEVI

Diagrody No of Caren
Nera 597 (87%)

14

la w Ll
R WY
Efthoioms, adeotides crationn

?
e 03 e AT Y B 10 B B

Fibrowpgpuome (moath)
tiom that such lesions are already malignant before treatment,
Mabnoaﬂtbmxﬁempurtmthahtmtmodmnugmntdagm
ation from treatment of & plgmented nevas. I have treated many
thousands of pi ted nevl, usually by parttal destraction
under lacal an and have never seen malignant changs fn
ruch an area.

Thero ate, however certain cantions that must be exercisad,
The Jesion to be treated should be quisscent, tn other
thould not be growing or becoming darker  The surfuce of the
luinn.indudlugd::v&}ﬂdamaldmll]uncﬁomwﬂhmmdm
cytes, must be rem: ord.-:moyed,dncalthaulymﬁmmghu
and from this source that melanoma develops (n a nevm,

removal of the lesion in ity entirety or superficia)

or destruction of the superfictal portion.  The former bas
the advan nfpmq-v!.ngdmmperﬂd&lparﬁmfn,bbpry
which 1 be hthua'nlylbmlmemathoduf:mg
melanoma as & possibility

My oom treatment of pigmented nev is as followy,

Macular nevus. Mmtmllmzcuhrnwlwhld;%u.med
ou the face. Ifthmnhnohhmryuftmdencytu@lngum

oK
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become darker destruction of the spidermal-dermsl function by
the electric cautery or fulgumtion suffices to produse an secept
able scar A brown lesion on the froe which is growing shoald
bo biopsied to role out lentigo maligna. Large maculer nevi
wre treated by plastic surgery

Papalar nevus, If theve {a no history of darkening and rapid
growth, the suparficial portion is snipped off with scimory 2nd
the remainder is treated with the electrio cautery decply
to fnsore B smooth teor  The removed portion is sont to
Isboratary for biopsy Larger elevated nevi may be remaved by
plastie surgery
Hafry nevus, The papolar haley nevas raay be treated in one
of two ways at @ papular nevns, with subsequent removal of
returning by the epllating needlo, or after preliminary
epilation, blopsy specimen may bo s d and tho leston
cnuterized et the sarne visit.

Extentive nevi. Often hairy especially after puberty they ae
remaved by the plastic surgeon, wsually & pats. Decause of
the stimulating effect of ens it may bo advisable 1o remove
them before puberty although severa! instances of the dovelop-
ment of malignancy before puberty have been ed.

Blue pevns. The only satisfactory treatment for bl novas
is surgical excision,

MELANOMA aod
Malignant melanoma is probably the most dangerous
mnngng::?m that afflicts nmnld?d. Tty potential danger lies
fn its insidious course the slowness of which belies the statement
of jts grest malignaney  Mortality even with the best of treat
ment, runs at present shoot 70 per cent, which is much too high
for & tumor that is almost slways visthle and usually #
recognized enrly and treated adequatet
Hmuamh{lbaﬁtmw?\\m%nd that it fy stated thats
1 Most melanornas arise from preedsting nevi. Actuslh
however evidence of & pro-cxisting nevas either from histog &
in microscopic tections, can be obtataed t not over 25 pos cent
of tnstances. Some of the confurion has asisen from the croncout
use of the term {unetion nevus for lentigo maligna which &5 not
s nevis but rother & melanoma in sitw, Tbodtuoﬂhﬂ':?*ﬂ
oo of mel do ot pond to those of pigmented pevh
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as shown by Pack. However as I have emphasized, {f one esti-
mates the body surface as 16 000 sq am., and the surface of the
10 to 80 nevi possessed by the avarage person as much less than
100 5q cm., melanoms occurs relatively more frequently in nevi
than in pormal skin. Many nevi show more prominent melano-
Cytes in the epldermis than in the adjacent ngrmal skin.

2. Tho influence of tramma to nevl s of fmportance In the
cansation of melanoms. Tho reparted instances of treuma usually
occurred after and not before malignancy had supervened. This
does not mean, bowever that repeated treuma canmot inltiate
melanoma formation in some instroces.

3. Contact xray therapy for melanoma is as efficient as surgl-
cal excltion. This statement does not seem to consider the
chant of melanomas to spread widely in the deep lymphaties, which
can be reached anly by some form of nurgical removal

4 Melanoma metastasires early often by the blood streem,
Blood stream metastasis tekes place, possibly not early in o
small percentage of cases and of course can not be combated
once it has teken place. Howoever thanm.lllpmn.dvhthg}ym_
phatics, which eccurs some months ar years after the appearance
of the eary primary lesion, should be considersd the normy

S Melanoma b rare before puberty and i3 not apt to metss.
tastre at that perfod of life. There is no doubt that i
tue befors puberty which is attested to by the fact tha frop,
18:3€HI|d:ep:rw-.mtth:-mthemaraun}y&irepurt.;c.fme.0f
mulmomnlntnﬁncynndd:ﬂd]mod.ofwhﬁdzlﬁhd%
a&u’h’mhnmt,(ﬂhndmemhm,md%mwmhn
died from the disease. Nevertheless, ans thould obsery 4
prwnutlumwbcn!haaknpictmofh-uamdnmmhndmd-
Thomrmof[uvmﬂapsmdumelnmmnbufmpubuvm
its relattve or sbsolute benignity hes a false semeg of
ﬁl%:ﬂllngwith:realmelmnmam Fecmity

e fndividual who s most ept to develop melinog,
light mmplmionodpmwhoapnmbtmelfx’;ly P.&mhhﬂm
mpigmmmmnbm-ptm with

o Here, Itis f
S T s
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malanomss are spt to be of the spindlecell variety which tend
to be less malignaat clinically than the round and ovakeell

types

From figures compiled in the state of Connecticut, 23500 new
melanoms patients should conrult physicians each year fn the
United States. At the University of Chicago Dermatological
Laboratory the rato of cotaneous carcinoma to melanoms i
871 Melanoma & equally divided between the two smes,
However the barmonal changes durfog puberty and
pregnency have & definite stmulating infleenes on
producifon and the rapidity of spread.

Let us examine the life bistory of melapama. Melanema arises
as malignant neoplasia of melanocytes at the epldermal-dermal
function. In most lnsteoces, a dark brown leston nppeans in
normel skin, known s lentigo maligna. I necunate history it
taken, it will be found that lentigo maligna hos been present
for months end even years before metastasls tokes place. Onco
the tumor stage is evident, metastasts moy bo cxpected. This
haspmb::;!'lybeenrmpousﬂﬂefurmemtmcuttbntmdm
spreads early

with ths Incidenco dated from the tumor stage.
Sinco the tumor stage appears only after months and even yeers,
this development may be regurded as late mther than early

Everyona agrees that the tumor constitutes real melanoms.
It may be red and resembls pyogenic granul but Jt may 2l
bo brown or black. In the cases of melanoma grising in 8 neves,
the tumor stage may be the first one that iy noted, sinco the change
from a benign nevus to melanoma is a gradual ooe.

The cpread of melanoma Is both superficial and deep. The
superficial extension may sppear fu the forma of satellite Jestons
near the primary tumor often black in color and close to the prt
mary tumos  In the meantime, however the spread In the docp
lymphaties is mach wider cventually to the reglonal lvmph nodcs
which at first are not greatly enlarged, The tumar later extends
to the lymph nodes next In linc and oventaally into the bloed
stream, clther directly from tho lymph podes or via the thorsci
duct. It colontzes In all tissues of the body In contrast with mest
other tumars  In generalized melanoma, the urlog mx become
dark. either a3 ft {s passed or on standing In rare instances the
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tismes of the entire body becoms dark and even black, bocause
of appearance of melanin throughout the entirs body

Ten per cent af mel are first gnized as io

in regional lymph nodes, after which the pdimary may or
may not bo found. At times, & history will be obtained of pre-
vions remova! of a tomor in the reglon draining into the nodes.
In large sedes of patients, faflure to find the primary twmor
obtains in 10 to 15 per cent of cases, In rare instances, the pri-
mary tumor may rise above the clinfcal threshold only yoars after
the appearance of nodal metastass.

Since the melanocyte sheet extends outo the mucotanecas func
tions and mucosss, melmmoma occurs in thess regions, although
lows commonly than on the skin.  Diagnosis ts mare difficalt hers
than on the skin, as 50 per cent of such tumoms are nonpigmentsd.

DIAGNOSTS

All writers indicate that the clinleal diagnoss of melanoma is

dificult, henos t cannot be relisd upon The concept so fre-

quent in the litersture that melanoms should not be b is
now changing becauss of realization that seals Iym-
phatics for a time and tempararily deters Howover the

physician shoald be prepared to carry out adequate treatment as
soan 4y the dizgposis is vexified.

I reported statistics showing that culy 43 per cent
of 169 clinically di d mel proved to be so micro-

scopleally (Tablo 3) and that cnly 48 per coat of
proved mel had been di J"'"(T.bfu

There was an unduly large number of clintcal diagnoses of
mented nevl, which suggests that there i3 @ tendency to [
diagrosis on brown lesfons withoat careful clintcal and anarmestic
considerations, thiy dosing the mind to the postbility of mels
noma,  Much difficulty has been experienced in microscopic disg
nosis of melanoma, because of {8 tendency to simulate other
tumors: carcinoma (fusiform and other varietles) fibrosarcoma,
liposarcoma, emdothelioms, perfthelioms, and
Wagner Meismer corpuscles. Ths cells are more ansplastic, are
often cast off with the stratum corpeumt, and
cytic infilirate f1 present in early lesions. The dopa reaction is
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Taxx B

LABORATORY DIAGNOSTS IN 18 CASES
DIAGNOSED AS MELANOMA CLINICALLY

3
Newvy pigmentosas 18 (4a%)
Dérvas

Tamx 4
CLINICAL DIAGNOSIS IN 151 CASES
OF MELANOMA YERIFIED MICROSCOPICALLY
g (4%}

4
LT PO

o T agioBbrocus it becnorth
mimdhmdwutﬂﬂ:‘ﬂ.bho
mm%ﬂﬁ Teach
apt to be positive, and Fitzpatrick and Lerner showed that even
noupigmented melanoma gives 8 promounced tyrostoe reaction,
which should prove to be of great valus in differentlation of ques-
tionable nospigmented neoplasms.

TREATMENT
Treatment of melanoma consists of removal or deatruction.
Rnowledge of the life histors Is a partlal guide as to where the
tumor may be expected to have extended at any given fime. U
the patient seeks medical care carly the surgeon has tme
to Institute radical therapy  From the time of omset of lentige




with superficial and Y g,
courso in the latter I?:Emmm:te@
h:mrmﬂtad&om-mnmmdm%\,
fumor ares. ﬂdb
It i diffcalt to detetming

should be removed. Ma:uy't“;]:.k\n::?;:1

nodes In which metastatic melonag, %
clmlmﬂyunlargedhlntlemmwh‘

pn}pabhmhrgunentmnmben{&’md
removal. Of course, the kmger thy
tbgrutnrthcpouﬂﬂlltya[w&“‘&‘
nodes. Ihlwmlmdgom@l&

lyraph nodes L. not & serioas procedure, it
ithbcttnr(omonw!::nnfn:ugmd

anal h nodes ever & definits
rcth.gilkin_‘y‘?l%h procedurs permits mien
the nodes for possible metastasls. A can
to remave the lymph nodes then Is & ger

In instances where melonoma has arfe
extra care should be taken to remove th
becouse it Is impossible to estimate the o
a tumor has always been present in the

Contact roentgen therapy which 1s
European clinles can only be succesful
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Tamz &
LABORATORY DIAGNOSIS IN 189 CASES
DIAGHOSED A8 MELANOMA CLINICALLY
Malancme T8 (43%)
N#vos plymentoecs 18
Blio moyus "
Admmoto carcinoma i‘g
;hm\bcud anpome
Verocs valgans g
Wvﬂhw o 2
bwcatoaty,
glgh utwn.dm:dﬂh.m ok
bbo(tmd:mmhmmdhw
with hanarchugs, soquired neves plpoeatomns,
hmt-mw-ﬂhhmaﬂ:n
Jpus vulgaris, toflanmation
wrolanosty, adenome sebacenen, macom oy,
grrulona pyogendeum, posepacifc woar 1 vach
Tamx 4

CLINICAL DIAGNOSIS IN 151 CASES
OF MELANQOMA VERIFIED MICRQSCOPICALLY

Medamr 8 {48%)
e g ]
S~ o 1
o -n 7
Larctoome 5
Melanotic carcinoms :
F heoees ]
L ] ]
L | 2
g vm g ww o~ oap
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- - leach
apt to be and Fitzpatrick and Lemer showed that even
g1 bo v, and Fga s e e o

pigr ves 8 p

wh!ehmmddymmbco%W\MMmdm«mmmdqm
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TREATMENT

Treatment of melanoma consists of removal or dextruction.
hnowledge of the life histony hnpmlnlgu!doulowhﬂ!‘h‘
tumeor may bo cxpeeted to have extended at any given tme. ¥
the patient secks medical care early thenngwulm-mﬂﬁm
to {nstitute radical therapy From the time of onsct of lentigo
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9 Subhsoquent observation s important, because recurremt
leslons should be removed immediately on discovery if acoessible.

10 The actusl five yoar survival rate varles with different
authors. Pnck,whohxsohsﬁvedthalnrgartgrmp,m'[nﬂnd%.2
per cent of five year survivals.

Cytology
Dermat. & Syph., 851511, 1852
Brcars, 8. W Fithll in the diegnoss and treatment of molsnome.  Arch.
Dn-mbsm\,a)ulm
Cattical evalmstion of the socalled “Junction Nevas, ] Imvast. Dermat,
et 1950
Froeammacr, T B, and Lamae, A. B, Biochamical basls of bvman melain
plementation. Arch, Devmet. & Syph 00 188, 1054,
Pacr, G. T A Cluical Study of Prgmented Novl and Melapamas, o Miner B
W The Biology of Melenomes. New Yock, N. Y Aced. of Sc., 1543
— Guamx, D M, eod Bauumucx, 1L M. End Besalts tn the Troatment of
Maooms A Beport of 1100 casss, In Gordon, M. Pigeumi Coll
Crowth. New York, Acad. Prem, 1063,



33
Famibal Bemign Chronwc Pemphigus

By
Howard Hafley

Fmb@lgﬂdum&cpemph!gw which I Brst obsesved in
two brothers in 1938, is now cousidered and wccepted as & deflnite
entity I saw tho disessn in one of two additions] male po-
tents of Dr | Richard Allison of Columbia, South Caroline.
With Dr Allson s permission I reported his two patlents slong
with mine in 1939 Since this fret report, I have scen tn more
dmn%fmﬂmmmmmmmbcunﬂcﬂ:dbyhmiﬁalbm‘fg
chronie My most recently published report on
subject \l:‘a?-n Sﬁl;‘: the mesting of the Tenth Internotional Cen-
gress of Dermatology held in London in 1932, Two patients, 8
braother and sister with the disorder were prosented at the clinke
ducted for the ding dermatologists. The father of these
pritents had had the disease all of his life- be died st the age of 75
In afl, T have seon over 100 pessons with the disordes st of
whom were of the whits = & 1 hmonot enft  ored the dis

case in Jews. Twa Heagues rexidia other Stales
have each seen ome b famiffal ben ¥ uic pem
Pm'lihg?mmc. famflial L ¢ pemphi wiected
becaose of the wey eseript fregtte.
The disease A t an v dis-
twbed, the + t-
totional sym '
ated by
leslons arise 3

The disord:

twenties the s
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age and the oldest 88, As the patient grows older the attacks
usually become more infrequent and less severe.
Tho primary lesion is & vesicle ar bulla arsing on apparently
pormal skin. Nikolsky s sign s present, it {s demonstrated by
lylng pressure gently and fomly over & bulla, which canses
serum to advance and ssparate the layers of opidermis. These
Jeslons rupture early leaving a moist erosion, the serum dry
ing to farm amber—colored crusts creating an tigolike pio-
ture. The lesians vary in sizo and are always shaoply demarcated.

forceps and peeled back, if done carefully The lestons usually
beal In & week or so, leaving sreas of erythema marking the
pattern of the lesions. In due course of time, temporary hyper
plgmentation follows. Subseq atrophy or scarring never
occuTs.

Although eny part of the body may be affected, the sites of
predilection I descending order of frequancy are th
region, exillae, and groin. Even the skin about the
armus participates at times tn the disease. In two patient
observed, there was tnvolvement of the hands and srms in addi
tion to that of the neck and axdllary regions.

Although not a constant foatire of the disease, the regional
z::phmdamnyboan}arged. Due to heat and

;
5

The exfoliation of the dry scales the resolutian of the
chnn,leavﬁlgnrm:oferytboma{oﬂawedlnduecommbyp{g
mentation of a temporary ch The bistologi fmation
of blopsy spect i rarely Y to blish the di sl
the clinfeal picture being 10 highly characteristic. v
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The history and course of the disease make it falirly easy to
differentiste it from epidermolysis bullosa, erytherna multiforme,
dermatitis herpstiformis, drug eruptions, and true pemphigus.
I my optulon, Dader s disease should never be considercd serl
ously in the differential diagnosis

I have never seen & patlent with familial benign chronic

phigus in whom the clinical diagnosis was not substantiated
gnt]hu histologic examination of properly selected biopsy material

The two most prominent histologic features are in
vesicles and bullas and a single layer of basnl colls attached to
the derrnls  The suprabasal separation of the epldermis, dus o
edema, prodnces irregular spaces or flssures which suggest the
})lctmv of a dred-out mud bank. Acanthosis is a constant
eature, but hyperkeratosis is not always present. Cellular exmr
dation is present in the laconae or bullae. The prickle cells aro
cdematous, and there is fymphocytic infiitration in the dermis.

The ctiology of the disarder fs not known. The geneologic
chart which I prepared for an enslier articlo on this subject shaws
four gencrations fn which nino males and four females were
affected with familial benign chronfc pemphiges. Of these 13
persons, 1 observed five all five pressnting the same clinfcal ple-
ture

Thera it no specific treatment.  Recently 1 had several pa
tents who recovered from scute attacks more quickly than usual
following the use of one of the triple-sulil {des Junct
with the local uso of € per cent boric acid wet dressings untll the
oozing stopped. Each 05 gm sulfonamide tablet consists of

ual parts of sulfadine famerazine and sulfamethazine:
one tablet is given every four hours during the waking period.

Tho ws of ono per cent hydrocortisone seetale ointment
shortens the duration of attacks in patients who are in the early
dry stage of the disease- it should be applicd sparngly three times
dafly 1 believe that x my therapy over the affected areas at
intervals of four to seven days is beneficlal, the dosge beleg
451 to 75 7 of unBltesed radintion at each session.

In m evperience the antibioties are of no value internally o
tocally in shortening the duration of the discase. \ftaming are
also inefiective. Patients are inclined to give credit to any preps
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ration which they are taking or using locally at the tme of re-
covery from an ecute attack, and I urge the attending physiclan
to avold the use of strong chemicals, various types of adhestve
tupe, and ultraviolet light in the management of this disarder
becamse of the probabdlity of repld and widespread extension of
the process.
REFERENCE
Hinxr H.  Fuolte! boadgn chronk paophigos.  drok. Dermer. & Syph, &0
67, 1830,
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Scleroderma-Dermatomyositis

By
Jolio M. Borda

Tlmcommtmoxhbuedoum experfencs of 20 years with
40 patients with generalized erma, thres with scleredemsa
adultenm, 24 with dermatomyositis and 33 with cireumseribed
scleroderma, tcluding several vardetics af Hehen sclerovus e
atrophicus and related disordess.

It is my belfef that these disorders are closely interrclated and
that they may be classified as follows

Cenerstioed | A50dT0S
{Sdamnddumwlun
Scherodenna Comaon type
Patrbes systematired
Bend typo
Atnhum ¥
Clarde dermatomyositis
D lr boted by the devek of { Podtilodenmatomyasitts
Calcimasi4 aolverios

GENERALIZED SCLERODERMA
Acrosclerols represents the commonest form of generalized
scleroderma.  Like most other forms of scleroderma, other o
gnnslnndd]ﬁontotheddnpuﬁdputoluthcgmﬂ'ﬂldlﬂd"
and b the seat of scl hanges. 1t is therefore & 5%
tm&cdhmmvhbhlbdlavbeghumlhobbod\wchb'
volving secondarily the connective tissue of the skin msscles,
and viscera. Although the hands are commonly believed to be
the most severely affected arons, severs involvement of the
viscers and stristed musculsture Invariably occurs colncidently

50
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without becoming evident until sclerotic changes interfers with
the fimcton of the affected viscors ar m Occasionally
however there sro zigns of visceral fnvolvement previous to
ﬁ:euppmrmmofmtammulmcm.

The earliest visible symptoms of generaltred scleroderma are
mmtcunnnanlywenfﬂaynjudldm.wwﬂh;ﬁeatedepk
sodes of arteriolar sparm induced particulerly by It is my
experiance that symptoms of Raynaud’s diseese ere indicative of
inctplant generslized scleroderma untll proved otherwise, s
for fuxtunce i the case of thromhoanglitls obliteruns, arterioecls-
rotls, or scalenus enticus muscls syndrame,

The initial symmetrcal involvement of the tips of the fngers
gradually ds up over the kouckles, hands, and the farearms
to loso in the skin ghout the elbow The development of
painful run arounds of the terminal phalanges which culminats
in the discharge of pus and scarring is not the result of an under
lylng trophoneurods but rather of vascular obliteration sud
subsequent infl tary changes in the affected arees.

The frequent formation of painful verrucous growth on the
ball of the fingers suggests that we are desling with oblitera
tive changes in the walls of the collateral hlood vessels, since I
have seen similar lesfons In a patient with endarteritis obliterans

With the gradual development of bullas, heratoses calcified
nodules, nall dystrophies, and mutilations, the patient is brought
to a sorry pass, not betng able to use his fin

Cantrary to general belief, neither the of the legs nor of
the face participates in the disorder  Tho skin of the face be-
comes stre and tant, losing the Ines of expression becanse
of sclerotic involvement of the muscles of expression, not becanse
of sclerotic changes in the skin

Sclerotic favolvement of the skin of the neck and upper part
of the chest almost always takes place in sdvanced cases, the
affected regions resembling areas of poikiloderma. Involvement

exceptional.

of the entire cutaneous surface Is
Hyperpigmentation may be supertmposed on the involved
ur\in;hﬁﬂhermwitgmpu!cha of vitlligo.
ve that occuwrtence of painful torpid shicesses in
patients with generalized scleroderma &s of great etiologlc signiB-
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cance  Furthermore, as an indfcation of the vascular compogent
in the pathogenesis of the disorder the frequent appearanco of
lestons which causally are not directly related to B
worthy of mention, These lestons include snglomas, t

tases, ulcers resembling chronfo leg vleers in areas other than
about the knuckles and ankles, and lestons of gangrene and

purpur

Symptoms suggesting the part played by hypersensitivity in
the pathogenesis have not been sufficiently emphasized in the
literature.  Several patfents Included in this serfes havo shown
urticarial ar golike Jestons associated with tntense itching.
One subject had a severe attock of urticaria preceding the ap-
pearancs of sclerosis.  Another showed widespread lichentfieation
with itching ﬁmaﬂcrgtamnﬂmldommuldnmbam
to a coincidenta) universal ltching env due to
Infastation, as occurred {n a patlent with scleroderma repocted
by Turner and Schmidt and In one of my patients a3 well

In considering the constitational symptoms, I shall limit my
self to a diseussion of those which I consider of importance from
an etiologic standpaint, these showing a relationship to symptosss
encoumntered in related sclerotic disorders, and thoso In dermato-
myosity and jts sequelae.

An almost constant feature In most patlents is the jnvolvement
af the striated musculature, occasionslly occurring as the fint
indication of the discase Two patients in this sesfes had had
seversl attacks of acute myositis beforo frank symptoms of
scleroderma appeared  Other symptoms of participatioa of the
muscles In the generul disorder are wrakness in
swallowing and speaking, aod loss of the lines of expression

The hemaevtologie changes encountered in these patients ar
such as to suggest sn infectious origin of scleroderma.  The triad
of anemla, increased crythrocyte sedimentation rate and Jeukor
cytosts occurred in almost all patieats A red cell count of around
3,500 000 was the usual fnding, and a relative and sbsolute In-
crease in the number of polymorphonuciear Jeukocytes was
usually encountered. One patient showed an increase In the
number of cosinophils averaging 23 per cent. The erythroeste
sedimentstion rate varied between 30 and 40 U (Katz)
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The blood count and sedimentstion rate bocame normal when-
ever it was possible to eltminate the focus of infection.
Symptoms referabls to the gastrointestinal trect are constant
features of most cases. Ons symptom is especlally worthy of
mention, consisting of regurgitations asoclated with totense
ﬂou:mingfmmonntotwuhounn&aﬂmpaﬂantgoam
Thhix.lbeliﬂva.urymphmafatrdhommﬂidmcy

In one patient there was a tumor of the parotid gland. Histo-
logic sections of the tumor showed sclerotic obliteration of the
acinl. The resultant clinicel plcture {3 similar to that seen
SPgrens syndrome with dryness of the mouth and eyes. The
liver ull becomes clrrhotio ar shows calcarcons deposits
in the capsulo.

Psychib disturbances are a feature of most cases. 1t is probable

ing mainly from economic worries, stuce scleroderma rarely
ou:m!.npaailoufmeam Patients with this disorder usually
dovelop into hypochondriacs as & result of thess psychic dis-
turbances.

There sre many other psychic disturbsnces in these patients,
resuling from what I believe are anoxic episodes of the hi
cortical centers induced by spasm of the cerebral blood versals
occurring in the initiel phases and exacerbations of the divorder
One woman had extreme lots of memory amociated with fre-
quent changes of personality stmulating psychic disturbances
epileptics. Another patient became completely demented and
had tobe placed in an tstitution.  One patient became demented
with symptams of extreme #ad hypochondria a few
days before dying, of cardiac toduced by large
doses of nicotinamide.

The almost constant occurrence of symptoms of endocrine dis-
hnbnncompauunuhzvingnﬂuod:rm‘{mhukdmthobeﬂafthat
the disorder 1s causod by initial sclerotio changes of the endocrine
glands. Ihelieve, however that the sclerotio changes encountered
in the endocrine glands are merely solitary manifestations of
anaxia end thrombosls eecurring stmultaneously throughout the
body Becnuse of the vascular structure, the thyrold
uvnria.mdcd:ermdou-lnaghndsnmamongﬂmﬁntmnﬂar
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from interference with the blood supply resulting in such dinfes]
pictures as Situmond’s cachexin hypophysea.

Etiology and pathogenesis. The observations cited in the fore
going pages have convinced me of the primacy of vascular in
volveraent in the production of scleroderma. 1 refer particu-
farly to arterilac spasm and obliterative changes in the blood
vessel walls occurring fn the initial phases of the disorder

Vascular changes fn scleroderma were recognized by Mery as
carly as 1868 Many of the common symptoms are provol
thess vascular changes, fncluding Raynauds phenoruenon, t
angiectases chronic %cg uloers purpurn, and myocardial infarets.

In further support of this concept is the obhservation of a p3
tient who had several sttacks of intermittent clandication, which
fn the course of time were followed by symptoms of myocasdal
infarction and ultimately by the appearance of scleroderma in
band form on the chest. In this connection, it will be reeslled
that Buerger regarded scleroderma as a ular diseaso citing
o case of scferoderma inted with thrembosngitiy obliterans
in support of his contention.

What then fs the precipitating factor fn tho production ;lf
vasospasm? Twowuof@;&dﬂwnumofpdmchnpmm n
establishing this factor first of thess studics, carrfed cut
by Sansrelll, demonstrated that subtoxic doses of bacterial
trates fnjected intravenously in rabbits at 24-hour inteyvals in
viiahly provoked a succession of severe and widespread hemot
rhages associated with thrambosfs of the veins of the liver spleen,
pancrens end langs  In sddition, thero wero fibrinoid degentrs-
tion and necrosts of the renat glomerull and of focal arcas of the
spleen, liver and heart.

In the second groups of experiments, Hitchcock, Camere 2nd
Swilt showed that repeated sensitizing doses of streptococed in-
jected intradermafly in rabbits produced vasculitls, E;rﬂmhﬂ)‘
of the vessels of the Inngs and liver whencver a similar sensftiz
tng dose of streptococeal antigen wos injected intravenouwsly

Stmilar fndings were observed by Bouglton in gulnes pigs
following the injection of senitizing doses of egg white Mo ane
could ash for greater resemblanco between the vascular Jestons
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induced in animals by bacterfal and forelgn protein and those
representing the reaction of scleroderma,

In passing, it be noted that theso expertments were not
initlated with the intent of demonstrating the mechanlsm of pro-
duction of scleroderma but wers merely additional
along the lines of Klinge and his coworkens in their studies of
what they belioved to be disorders caused by hypersensitivity

A 1oview of the pertinent litersturs reveals abundant clinical
ev!dmminmppmtufthnthadxthat:clmodmxmprmtxa
reaction to infection. Gate reparted the case of a young man who
had been vaccinated against typhotd and paratyphofd fovers on
entering the ermy Foﬂowinﬁﬂnhufhmmccm&vemnual
“booster vaccinations, edama af the hands and forearms occurred.
After the third r tation, the edems b widespread,
and generalized scleroderms developed.

A patient of Thibierge, Spillmann, and Wedssenbach developed
scleroderma associated with caleareous deposits, following an
Injection of theria antitoxin,

A petient of mine had had repeated attacks of bofls and other
pyogenic fnfections throughout most of his 1ife and became highly
sensitized through repeated therapeutic vaccinations g
these infections. U the advice of a physiclan, & dentist ex
tractadnllofhhteemnhamtnoffourweryﬂmwday;. After
each session ho had an episde of headache, weakness, end fover
Ozne month after the termination of these wholesale extractions

tams of generalized scleroderma appeared.

e course of events fn this man may be atiributed to the mo-
biitzation of bacterial agents lodging in the peridental spaces snd
the entrance of the agents futo the blood stream acting as an
Intravencus injection of entigen in a previously sensitized sub-
ject. In forther mpport of the allergenic nature of
1 would like to add that the patient showed marked fmprove-
ment following a serles of desensitizing injections of stephylo-

veccine.
The concept of hypersensitivity as constitn at least on
g{fthaﬂmaoftdﬂodumnnﬂowsmmbrmdﬁou: "

the etiology and pathogenests of the disesse. The situation
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is analogous to thet in esthma, In which any one of several agents
mny precipitate an sttack.

Furthermore, it i3 my experience that the disarder is fre
quently fated with such Hestations of hyp itvity
as ltching, wrticoria, and pepular urticarde.

Y Symptomatio treatment of this disease has been
o faflare tn my cxperience  This applies with faw reservations
to the use of hormones of the endocrine and adrenal glands,
vitsmins, and other preparstions. The administration of cortico-
tropln or the cortisones may bowever be weful in the carly

of the disorder Thelr use is also distinetly serviccable
during depressive episodes, duo to their tendency to bring on

The treatment of choice, In my opinion, is elimination of the
focus of Infection in the mdividual cate. A few exsmples from
my practice will serve to emphasize this dictam,

A woman aged 28 showed notablo tmprovement with appsrent
wrrest of the disease following tonsillectomy and treatment for fo-
testinal wmebfasis  The pokas In the ankle and the cnmmps and
numbness of the Jegs dissppearcd. The “run wroutids™ became
lcufnnmbnuﬁxmmty She has not only reguised the
weight that sho had before hor fliness but some 28 pounds mare
than she ever had in her life

A woman having associsted pychic and foint disturbances of
grent severity responded favorably to treatment of an underlyiog

svphilitie infection with bismuth.
Another patient with coexistent symptoms of adrenal fosufl-
cleney consisting of hvpotension asthenda, g Jized dusky pig

mentation of the skin asd diffcult swallowing, showed great fo-
provement following tonsilisctomy cod extraction of infected
teeth. Recovery wus h 1 by the administration of adreno-
cortical extract and by esophageal dilation

A woman with cocxistent prurigolike lesions recotved consider
able beefit from tonsillectany and extraction of Infevted tecth.
She fatled to improve bevond a certain polat, when one d3) she
developed sexcre abdomiaat pains Indicative of appendicitis. At
pperstion extentive arcas of peritonitls were found in the apped
diveal regron.  After an uncventful rocoven the sclerodermic
process became inactive
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The hemocytologto changes and the sedt jon rate of eryth-
rocytes gradually returned to normal as the fever abated. The
ual di nce of theso sy fn conjunction with

4%

Hnwdghtmmuunmﬂahbfndexof!hnaﬁecﬂvmuf
remedies.

Scleredama adultoeum is & form of sdleroderms characterized
by the occurrence at any time of life of widespread edema and
mmdmmfowmm The mo-
bility of the affected parts is Complete restitution of
frmction and structure urually takes place in a few months.

Ilhn]]cunﬂnﬂmydimunlﬂntoeaﬂnmdmimLeﬂnlogic.cmd
evolutionary espects which serve to emphasize the relatonship
between scleroderma and dermatomyositis and which support
the coneept of infectious origin and vascular pa of this
groap of disorders. However the situation 1 the onset
of letions differs in members of this group Inn:lemdgmm-dult
arum,fortn:m:cn,thaysppearfoﬂuwh:gipmviomtufodiun,
whereas in generalized scleroderima this is not wsually the case,

The disorder most commonly follows an infectiors disease such
as tofinenza or tonsdllitls, The skin is occastonally the site of the
procipitating infection, as with bacterial
and vaccination. In ome patient the disorder arose following a
peridental abscess and fn another after an sttack of parotitls, An-
other patient, at present under treatment for Raynand's disease

clated with incipl ymp of generaltzed scleroderms,
g;eadm—mﬁhhmryofhnvinﬂzdmamdafdaedm
undetermined arigin.

Theso observations indicate that areas of skin adjacent to the

dent infection are Iy the site of origin of the sclere-
matous process  This i» particularly evident in petients giving a
histary of peridental abscess or infection of the noss and mouth

Trduradon of the s gredenty pervees

uration of the ually and the skin a3
sumes the conslst of or skin infiltrated with paraffin,
Pitting on pressure not occur  Although the procers com-
m}ycmhmwmﬂhrgelm:o{thnxhn,wmmﬂyitb-
volves the entire cutaneous surface. Participation of the mucous
membranes has been reported.
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Two patients showed large sclerotic areas symmetrically dis-
posed over the tronk and extremities. Ono of these patients had
& large sclerotic patch covering the entire back fram the scapalae
down to the sacrum, which closely paralieled the primany dorsal
cutaneons segment.

‘Three other patients showed unilateral legons of the legs and
arms limited to the distribution of the primary m ymal
layer

)md:ensdmmdu!mpbjauh y regarded as an in-
dependent disarder a pt to which X also adhered until re-
cently The obscrvatian of several patients with coexstent mor
phea and lichen sclerosus et atrophicus and of others in whom
mlmﬁmehﬁmdmdabcmmammfmwdmo

ermic patches inclines me to belleve that lichen sclerosus
ot atrophicus fs merely & varlant of circumscribed scleroderma oe-
curring in patchy or guttate form

Tho histopathologic studles by Abulafix of material obtained
from thess patients confirm this concept (ses p. 80) If we
accept the identity of thess two disorders the {nterpretation of
conflicting opinfons on this subject will bo greatly facilitated.

With in mind, T would 1 tomgguttbofnﬂowingdlnfﬁl
types as variants of circumseribed scleroderma.  These are forms

are currently regarded by many as variants of lichen scle-
rosmctntmﬁ:.h.luu

1 Patchy lestons with such tvplenl features as a yellowish color
well-defined margins, and follicular dots. Dell formation fs ab-
sent

2 A type rescmbling polkdloderma, which fs limited to inter
triginous areas. At times, erosions occur particalarly of the skin
under the breast. This type i3 common in my ence

3. White spot discase which s characterired by nonelevated.
white, soft Jesions of variable size situsted mainly on the upper
chest and back, particularly In women.

4. Chronle atrophir lichenotd dermatitis which is a more gen-
ernlized lichenold eruption affecting the trunk and extremities.

5 Hemorrhagic lesions in the form of ecchymoscs or petechize

8. Bullous formation arlsing In the selerotic patches

7 Imvolvement of the penis resulting in the clinfeal chturcﬁ!
balanitis xerotica obliterans,
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8. Verrucous-covered lesions.

The ma| of sclerotic lestons appearing in band form that I
hmnun}:at{ihmmdomﬂmuﬂ:amﬂumdummpmdmdm
of the regional systematized type previonsly described.

There is one type, bowover dwﬁn&:frpndalmmﬂm. This
canxists of a sclerotic band involving the forehead and adjacent
scalp in the midline, assoctated with areas of slopecia on the scalp
Contrary to the experience of Rubin, I have only observed this
condition #s the sols mantfestation of clreamscribed sclerodarma.
Thndkﬁncﬁcnohhbtyﬁmymeﬁmubadﬁmh&mfndﬂ
hemiatrophy an entity having a different clinfcal pletnre and
evolutionary coarse

Alnhrm &5 commonly regarded a3 & form of cireumecrbed
scleroderma.  Never having seen a cese, my discussion will be
limited to the antharitative opinian of Rabello. Accarding to
him, atnhum {s e diseass occurring only in Negroes end represents
a congenital malformation manifesting ttelf in the genotype dus
to the action of environments! factors of which the most impor
tant one is injury  This featnre separates atuhvm from mutflating
farms of leprosy syringomyelia, and sclecoderma. The distinctly

different histologic picture of atnhum adds support to Rabellos
contention.

DEBMATOMYOSITIS
Dermatomyositls {3 characterized by vague prodromal sym;
mhuﬂw'dbymmlndmcunn:ﬂngufrymmetﬂ§
areos of erythema and edema of the face, chest, and arma. The
process {5 assoclated with fever of the intermittent type, progres-

L

d": 1 end a ch istie histologic pictore.
Lo expeessive of invol t of the membranes
or Derves are dermatr ositls or der .

Anoiher synomym {s polymyotti. 1 ehall it my
t
disconion to o brief summary of Dmvmptmnwhldzcmp;:.y
sixe the closs clinkesl, etiologic, and pathogenetio relationship af
this disorder to sclerodenma and related diseass of the coxmective
'I‘hed.iscn.wn:uy‘:.ccm-ngm},ag= Prodromal s ofa
vague natire, lasting for days or weeks, or even longer are usually
m“m“hﬁmwmmﬁﬁngdm
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patches of edema and erythema make their appearance, predom-
inantly on the face chest, and arms.  The face is most markedly
involved, the affected areas having a heliotrope tint and resem-
bling acute actinic dermatitis. The edema, which is boardlilo {n
consistency and does not pit on pressure, Is limited to the areas of
erythema. The knuckles and interphalangeal prominences also
participats In the erythematous process.

Early congestive or bullous lestons of the mucous membranes
are oceasionally abserved.  In moro advanced stages ufcers and
patches of leukokerutosis may develop In one of my paticats,
exfoliative chedlitis and atrophy of the lingual occurred.

The halr may became tnvolved with the oceurrence of hypertri-
chosis or alopecin ereate. The sweat glands aro commonly of
fected, resulting in hyperhidrosis.

The lestons In the muscles usually occur concomitantly with
those of the skin. 0cm.r£annﬂa however they occur previous to
the app of cut, ges, In rare fnst they are
the sole manifestation of the disease. The muscles of the thighs,
arms sbdomen and lumbar group sre most generally affected, re-
sulting in progresstve weakness, museular pain and ultimate
atrophy of the muscles. Patients sooner or later complatn of dif
ficulty 'in dressing, brushing their hair swallowing, talking, and
walking  Impotence occurred In Avo of my patients. Involve-
ment of the diaphragmatic or fatercostal muscles fs a serfous
complication

e edema gradually dlsngpcnn in patients who survive, the
redness fades out and atrophy supervenes.  The lines of expres-
sfon become effaced by ﬂmpuiloﬂbcrttmdcdxkln.and tho fore-
head appears dirty

The svmptoms of atrophy which aro charactertstic of advanerd
stages of the disorder tally exactly with those of polkilodenma
atrophieans vasculare,  This similarity of clinical pictures sug
gests that poililoderma atroplileans vasculare is o sequel of
tomyositis.

Patlents in the late stages of the disorder occasfonally shaw
calcareous deposits in the subeutancaus fat and viscera. At other
times the caleffieation becomes generalfzed, cofncfding with the
condition known as ealelnosis anivenalis. Langmead and Mo
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regaard tndependently suggested that this form of calcinosds repre-
scnts a late mgootfnfdm;tfmgyodﬂs - osts

Participation of most e organs in dermatom pro-
duces symptoms refervhle to the particular or,an affected. These
symptoms sre universally well recognized and do not merit our
consideration. Among the Jasser known symptoms of
{nvolvement are terstitial hemarrhages occrting in the hemar
thagle form of the disease. Death usually occurs as a couse-
quence of myocardial fnvalvement or of terminal pneumonia.

Histoanatomic studies of biopsies of the skin obtained from
these patients are described by Abulafla (see p 58)

The blood shows increased mumbers of leukocytes end eoatno-

bein t in 50 cent of cases. The
th,mdhnmhﬂonmmph:lt.nuf : bpartimln‘lypa high during ex
acerbations of the diseass. An mportant laboratory feature is the
fnereased wrinary excretion of creating and creatinine.

The distinction of dermatomyositis from subacuts and acats
Iupus erythematosus is extremely difficult at times, particalarly
in the early stages. Demonstration of the L.E cells in the blood
and of hematoxylin-staining bodies in tha tissue is dacisive. Trich-
inosts, myastheniz gravis, snd the murcular dys
ﬁ'ul'ghh!mu:tnlmbeamﬂduraitntha erential diagnosis.

tiology and pathogenests. The cause of dermatonryosits has
not been definitely establithed. The observations cited in the

mumerous infectious agents suggested as being respontible for the
disease, the streptococcus and a dermatomyotrople viras are most
frequently incriminated.

Coeristont carcinoma, particularly In women with fnvolvement
of the uterts, ovary and breast, {s by no means rare. In a stndy
of 336 cases, Schuermamn found coexistent malignant growths
744 per cent.  Curtis and his collaboratars found concomitant
malignant disesse {n 177 per cent of their patients with derma-
mﬁ%u:u?&%msmwwm

o ty of alleged cemative agents of dermatomyositiy
mgnﬂthxtwemdu]lngmthltﬁé‘:;mmlxm&nm
scleroderma, tn which it Is suggested that the sclerotic changes
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represent a reaction of hypersensitivity to eny one of several
agents, particularly infection.

The management of the individual case should be guided by
the establishment of the hypensensitivity factor  The use of the
adrenal steralds is effectlve in attenuating the tissue degencration
begimning to manifest itself in the carly phases of the disorder
In the final analysis the results of thorough clinteal and labors-
tory studies should determine the type of therapy

SUMMARY

This report deals with the study of 76 patients with scleroderma
and 24 with dermatomyusitls, Those having scleroderma include
40 with generalized scleroderma, three with sdercdema adult
orum, and 33 with variant of circumscribed sclerodermnn such as
Licken scleronus et atrophi mional sy ized types end
those npmdnim patchy lichennid, or band form

Patlents with dermatomyositis include those showing true
dermatomyositis, polkiloderma of Jacobi polldlodermatomypuositis
of Petges, and calcinoss universalis,

The closo relationship existing between the different forms of
thess two disorders is most forefbly demonstrated by the observa-
tion snd anahais of the symptomatology There are abundant
observations of transitional forms fn confirmation of this relation-
ship rangtng from & benign form of seleroderma to caleinosis vnl-
versalls, 2 malignant sequel of dermatomyoaitis.

Additional evidence of the reletionship of scleroderma to
dermatomyosdtix is the oceurrence of acute polymyositls previous
to the development of the acrosclorotic typo of scleroderma.
Cutaneous lestous of acrosclerosis may coexist with symptoms
of dermatomyvsitis as reparted by Talbott and his collaboraters.
The postmortem findings were “nonsuppurating dermatomyusitls,
scleroderma, calcinosts and endarteritis obliteruns of the kidneys.

Scleredema adultorum s closely related to generaltred sclero-
derma.  The development of tho od process toward gen
eralized selerotts occurred in a recent pathent of mige  In several
reported cases an attack of scleredema preceded the developr
ment of frank acrosclerosis,
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Thnpaﬁmtwhodmlapedgamn]iznd-clnmdmmfn]]owing
an attack of scleredema is now showing symptoous of mruscnlar

and nervous involvernent of dermatormyosttis
Theso observations strongly far the close relationship
between sclerodarma and derma

An snalysis of the matersl exhibited in this contribution in-
clined me to believe that the symptoms of generalized scleroderma
and related forms of scleroderma as well as of dermatomyositis
represent reactions of hypersensitivity to infection, often chrontc
innature. It s sometimes difficult to establish the infections agent
fn the individual cave. Tonsils and teeth aro the most common
sources of infection.

The infectious agent, according to the concept of etlology and
pathogenerls edvanced in these es, acts upan the blood
vessels, particularly the arterioles of the perfpheral vascular sy»-
tem, to induce artertolar spasm. Occurring concomitantly with
arteriolar spasm, thero may be other signs of primary vescnlar
imvolvement such as purpure, telanglectatic, gangrenoms, or
uloerating lestons.

Tho vascular changes, at first foncttonal then structiuml, pro-
duce deg tion of the extracellular el ty and other com-
ponents of the connective tissue.

Otber tivity factors beside infection which are ca
pable of precipitating vasospasm were commented on previously
Briefly theso are sera, vaccines, emotanal strees and sny of
soveral agents responsible for 1 allergic der
occurting not infrequently in patients with scleroderms or dermsa-
tomryositls,

In this connection, the association of carcinoma of the female
penital system and breast with dermatomyositis is interesting
This was observed in 154 per cent of my patlents with derma-

yositte  This incldence of cx 11 diseaso
approxtmates that of Curtis. T

Succentful treatment of scleroderma and dermatomyositis de-
pends on the estsblishment of the infectious agent or other

sensltivity factor or factors bls di
LY e responsible for the condition i the {n
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Cutaneous Mamfestations of Diseases of
Lipid Metabolism

By
Sammne] J Zakon eod Harry F Welsherg

Tuxummda—matnlogmmustbencqunmtedmtun]ywiﬂ:
the cutaneows morphologic forms of diseases of the skin and the
histopathologie pleture of thess lesions bat alro with the ouder
lying metabolic disturbances that may be nsible for the
cutaneows eruption. This applies especially to dermatoses
in which o understanding of the metabolism of the lipids is
easential. Hence a brisf restme of our presont knowledge of the
chemistry and physiology of lipids will preceds our discussion
of the clinical entities.

THE BIOCHEMISTRY AND PHYSIOLOGY OF LIFIDS
Lipids s the generic term for fat and includes not only the true
fuuorh'iglytmdulbutoﬁlﬂl‘mmwhidlmrehtaitoﬂm
fats by ysical or chemical ite the
ca:rru:trpe.l]]l:lgm‘i(pfd.e,!]:1:’tnedic\:ullltu-anp'mpaﬁcL ure has used the spell-
l:fltplﬂ wo shall conform to the latter Confusion has also re-
ted from the use of the terms lipold and lipin(e) The term
lipoid s applied to all substances which, in thetr general chemt
col and physical properties and in their solubflitles,
resemble the fats the term lipin(e) has been used to refer to
substences of a fatliks natwre, containing fatty acids and other
groups with nitrogen and phosphorm (componnd lipids) The
term phosphatide or phospholipid (e) dest horah

PPoIE pholpH g phosphoric acid-
containing lipids these are compound lipids.
I
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From the chemical point of view lipids are more diverse as
a class than proteins and carbohydrates with which they are com-
bined to form the constituents of anfmal and plant tissues. Lipids
lack a specific linkage or specific ps they contain moro ele-
ments and more reactive groups ﬁcm’bohydmtu or proteins
Auny organic substance capable of being metabolized by a living

may be classified as a lipid {f it is insoluble In water
but relatively soluble in fat-solvents. Lipids are actual or po-
tential esters of fatty acids and ordinarily must be utilized by
living organisms they aro classified according to thelr solu-
bility and biologic relat

I Smple lipids. These are estexs of fatty acids with various
alcohols contalning only carbon, hydrogen, and oxygen. They
are nonpolar compounds and therefore insoluble in water or other
polar solvents (alcohol) thoy are readily soluble in solvents
which are themselves nonpolar (ether chloroform, or benzeno)
and are acetone-solnble

1 Glycerides (fats and oils) or neutral fats or true fats, such
as esters of fatty acddds with glycerol (butter fat)

2 Waxes such as csters of fatty acids with ony aleohol other
than glycerol (beeswax) The alcohol is usually of o relatively
high molecular weight (cholesterol)  Cholesterol esters (cho-
lesterides) are found in blood plasma and fn sebum.

I Compound lipids. Thess aro esters of fatty acids with
alcohols and also contain other groups  They contain nonpolar

ydrocarbons (fatty acids and/for sphingol) and highly polar
fragn such as phosphoric acid, choline ethanolamine, inost-
tol, galactose, or combinations thereof They are Insoluble in
acetone

A, Phospholipids or phosphatides arc esters of fatty ncid with
alcobols and contaln os-pfmﬁc acld and a nitrogenons
The three rﬂndpal of phosphollpids found in animal
tissues are lecithin ccphalins and sphingomyelin.

1 Glycerophosphatides or phosphoplycerides are phospho-
Lipids in which glveerol s the only aleohol present.

. Phosphatidic scids consist of glycerol combined with phos
phoric acid and two molecules of fatty acid

b Lecithin or phosphatidylcholine s the most comeron phos-




CUTANFEOUS AMAMIFESTATIONS OF DKCAKES OF LIPID JMETABOLISLL 38

consisting of combined with two fatty actd

mnlnuphﬂhpid. iles and : g}yﬂtﬂwhmbﬂwcbollmmd!mlh
attached by an ester Hoknge. Contains two polar groups—phos-
phocic ecdd (anion) and choline (cation) Choline i1 & dertva-
tive of ammontum hydroxide, being a highly basic nitrogen-
containing alcahol. The strong basicity is duo to the fact that the
nitrogen s fully methylated, existing as the quaternary positive
&ﬂm.mmddmm Thus lecithin i1 soluble
i end eleohol, being more soluble in water than neutral
fats, they cen act as emulsifiers for neutral fats

¢ Cephaling occurring es ledthin, cansist of glycerol esters
but have choline replaced by a different nitrogenous compound.
Cephaltns are saluble {n ether but tnsoluble tn alcohal. Typical
cephalins are phosphatidylethanolamine, which contains

amine radlcal, and phosphatidylserine, which contains the amino
adid, serine.

d Lysophosphatides, including lysolecithin and lysophos-

lylethanolamine,

e Acetal

f Phosphatides of tubercle baciflus,

£ Phosphosphingostdes are phosphol in which glycerol
is replaced by ths complex smino sphingpl. They con-
sist of sphingol, fatty acids, phospharko #cid, end choline, and
are very polar phospholipids, having phosphoric ecid (anion) and
quaternary positive charged NH, cetion fram the choline and
an additional NHs group- thus they are insolubls in ether and
solable in alcohol. Sphingomyelin bel tn this group

3 IJpoﬁmkmu@ufg}ymdﬁﬁtty-dd:mhﬁnlng
mnndd,mmlwl.glhcmnndmmﬂne. Insolnble in
B Galactolipids or glycolipids or cerebrosides comsist of
a high molecular weight fatty acid, and a monosac-
charide such as galactose or glucose Dot contain phos-
phoric acid, and they are differentiated by the kind of fatty acid

L. Kerasin contains normal lignoceric acid.  Normally th
mrbohydmsmkmhgnhcmmcmchs:dmginm:
ts the major carbohydrate component.
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2 Phrenosin or cerebron containg a hydroxylgnoceric scid.

3. Nervon contains an unsaturated homologue of lignocere
acid which s called nervonle actd. o

4. Oxynervon apparently contatns the hydraxv-dertvative of
nervonic acid.

C. § are Lipids containing solfurke acld residoe.
D ids and other mmfficiently charscterired com

pounds,

X Derived lipids. These are compounds derived by hy-

drolysis from the preceding two groups which may not have the
properties of lipids it is niot pecessary that they should
ve all of these properties.

A. Faltty acids are saturated or unsaturated ang usually have
an even number of carbon atoms exceptions are traces of fatty
actds {ound in tiont and sebaccous oft of scalp halr

B Alcohols as glycerol, sterols or steroids. Tho od
term, sterol, was originally colned to denote a cyclic monohydroxy
alcohol of high molecular weight. The sterols of physiologic
Importance have proved to be mosehydroxy alcohol derfvatives
of a cyclop perhydroph hrene nucl The newer
term, sterokd, Is the general name for compotmds related to this
nuclens  Some other members of this group, in addition to the
sterols cholesterol and ergosterol aro bile acidy, sex hormanes,
Vitamin D edsenal cortical hormones saponins, digitalis gluco-
sides, and certain toad polsons.

Cholesterol esters were included under the wares. The bile
xcids consist of cholic acid and, to o Jesser extent desoxytholic
acid and chenodesaxycholic acid they are formed in tho liver
from cholesterol.  Cholic acid is combined with glycine or taurine
to form tho respective conjugnted bile acids glycocholic sckd
and taurocholic acid. Taurine and glycine are highly polar and
therefore all insoluble and water wluble Thus the bile aclds
ot their fonized bile salts can easily form emnulsions in an off end
water mixture since the taurine (or glycine) end is immersed

! il

in the water and the ph hrenc d into the
oll phase
C Hydrocarbons ase pounds tuch as squalene which

sccumulate fn the liver of some animals {shark) they were
recently demonstrated in human skin,
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D Nitrogenous bases, incloding choline, ethanolamine,
sphingosins, end serine.

Tams 1
NORMAL SERUM OR PLASMA LIPIDS (MODIFIED FROM HOFFMAN)

Constitwent Aversge Range
Total Hpide 570 mg./100 ml 340630 my./100 ml
Total feity scids 13 7- L.
As pinaric acid 805 .‘/x}%ml. lw mulmmLmL
9 my./
Ty Ay P g/100 ml 1 p/100 mL
As ackls 58
Total 194 mg/100 ml 107-320 mg./100 mL
‘oial cholostarol—Newboen jofant 80-00 mg /100 mL
Elﬂnnu(lh adalis)
Te -3 14487
fatty ackds a4 L. 1958 mEq/L
astexs 185 mg /100 ml 75225 mg./100 ml
Ratio (in adalty)
estery
“Tota] cholesterol 70 80-20%
Neutral fat 100 00 ml 87430 00 sl
A fuity scids as /L. 1815 /L.

Not all of the lipids contatoed in the blood can be deterrined
roatinely The tests which can be done without special tech-
niques are total lipids (TL) total fatty acids (TFA) Iipid
phosphorus (P) total cholesteral (TC) and cholesteral esters
{CE} The other lipid fractions are cakeulated by utilizing arbt-
trary assumptions.

The total lipids (TL) are determined by extracting the serum
with hot alcohol and ether the filtered solution is evaporated to
dryness, the residue extracted with petralemm ether end the ex
tract to constant weight. The value of TL fn the
normal u]t.mthapottnbcm-ptlvem!c,baboutmmgpa
100 ml. (range 840-820 mg per 100 mL) 'The test will reveal
the presence or absence of lipemiz, fs used in fat tolerance

bydrolyzed, liberating the fatty acids which sre titrated with
nilmll Ommﬂ]ﬂltaoan]hllwﬂ]neulrallzulmEq of fatty
acid. Thnnarmnlvnlucof’l‘FAmtholdnlthnhwtlamEq



376 CONTETBUTIONS TO DEMMATOLOGCY AXD JYCOLOGT

2. Phrenosdn or cevebron contatny & hydroxylignoceric acid.

3. Nervon contains an unsaturated homologue of ligooceric
acdd which is called nervonic add.

4. Oxynervon apparently contains the hydrory -derivative of
nervanic reid,

C. Sulfolipids are lipids fning sulfuric add residue

D Amnoliptds other msufficiently characterized com-

pounds,

IO Derived lipids, These are compounds derived by by
drolysis from the preceding two groups, which may not have the
g:ncmlpmperﬁs of lipids it is not necessary that they should

ve all of these properties.

A, Fatty acids are saturated or unsaturated and usuolly have
an even number of carbon atoms exceptions are traces of fatty
acids found in tion and sebaceous off of scalp halr

B Alcohols as glycerol, sterols or steroids. The old
term, sterol, was originaily coined to denote a cyclic monohydroxy
alcohol of high molecular weight. The sterols of physfologic
importance have proved to be monohydroxy sicohol derivatives
of & cyclop perhydroph hrene nucl The newer
term, steroid is the gencral name for compounds related to this
nucleus  Some other members of this group in addition to the
sterols cholesterol and ergosterol are bile acids sex hormones,
Vitamin 1 adrenal cortical hormones saponins, digitalis gluco-
sides and certain toad poisons.

Cholesterol esters were included under the waxes. Tho bile
scids consist of cholic acid and to o Jesser extent, desorycholic
acid and chenodesorycholic acid, they are formed in the liver
from cholesterol. Chalic acid iy combined with glycine or taurine
to form the respective conjugated bile acids, plycochelic acid
and taurochelic acid. Taurine and gheine are highly {:\ahf and
therefore ofl insoluble and water soluble Thus the bile acids
or their fontzed bile salts can casily form emulsions in an ol end
water mixture since the taurine (or glveine) end it imm
in the water and the phenanthrene nucleus is immersed fato the
ofl phase
C. Hydsocarbons are compounds such as squalene which
sccumulate in the lver of some animals (shark) they wose
recently demanstrated fo buman skin.
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bom infants the TC level is very Jow 80 to 80 mg per 100 ml, tn
the first fow months of life there is a repid rise, espocially of the
esters, to reach the lower limit of the adult runge. At average
normal cholesterol concentrations, the ratio of total cholesterol
to (TC/P) is fatrly constant in the adult,
eqx;kﬁﬂmmulm) In conditions with a low
chalesterol, the TC/P ratio falls very quickly- however If the
total cholesterol & increased, the TC/P ratio tends to rits, but
slow]
In}{hnﬂburmeﬂlodofdemnnmmgthachnlmmlatm(CE)
the fres cholesterol is ftated with digitonin and the esters
extracted with petrolemm Somumwﬁhﬂm
method since not all of the esters are with petrolenm
ether and soms of the free cholesterol can be extracted. In the
Schoenhetmer-Sperry meothod the esters are hydrolyzed and the
cholesterol ts isolated as the digitonide. The CE aro wually
reported as the ratio of the esters to the total cholesterol (CE/
TC) T‘hemgohnboutﬁﬂurmpcrumt,ﬂmrmgnwim
the Schoenhetmer-Sperry method 1s 060 to 080 or 60 to 80
cent and 55 to 75 per cent by the Bloor method. The CE ars
also reparted as cholesterol fatty acids (CFA) for the calculation
of other lipid fractions. Stnce the molecular weight of chalesterol
13 387 the conversion formula is

CFA(mEq /L) = CE (mg /100 ml.) X */ur

The neutral fatty acids (NFA) are calculated from the vahues
of TFA, PFA, and CFA, ignaring the small amount of fatty actd
present {n the cerebrosides the formula &

NFA(mEq /L.) = TFA — (PFA - CFA)
To determine the neutral fat (NF) as fat, the valoe of 880 is
ascribed as the molecular welght for neutral fat, therefare, esch
mlﬂ&quivulmtofneuuﬂfnt(&i)mg.)wﬂlnveam]iq of
fatty acld. Thus the formula ts
NF(mg /100 ml) = NFA(mEq /L.) X /i1s X */s

It should be realized that the value for neutral fatty acids
(NFA) and neutral fat (NF) is derived by calculatfon from
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three separate determinations, alang with certaln assumptions.
By “formula calculation” the upper lmit of the normal ran,
for NFA should be about 5 mEq per liter yet some apparen
normal persons have values of nearly zero and others may have
s calculsted NFA value of 15mEq per liter  Such extreme values
demonstrate that the emplrie factors may be absurd, depending
upon the summation of errors from the various assumptons. It
would appear however that of the TFA, about 40 per cent are
usually present es PFA and the remainder divided between CFA
and NFA with only a trace of cerobrosides beng present,

Lipaproteins probably occur in every livin, they need rot
necessarily contain phosphatides the lpids ielng Unked with 2
great varicty of proteins. The term liproprotein refers to &
substance whose biologic and plysical properties differ from the
sum of the properties of it constituents.

In rormal blood plasma, the lipid constituents are approd-
mately: cholesterol esters, 83 per cent, free cholesterol, 8 per
cent, phospholipids, 83 per cent, and peutral fats 26 per cent
The blood lipkls are complex in nature and heterogeneons In
thetr chemical behavior for 1 fatty acids neutral fat,
cholesterol, and cholesterol esters are hydrophoblc whereas the
lecithin and ecphalln phosphatides are hydrophilic.

Liplds are present in all fractions of the blood proteins but are
concentrated in the alpha and beta-globulin fractions. The bets
globulin fraction contalns a lipoprotein which Is destgnated as
“\-proteln  or “bets; lipoprotein.” The beta lipoproteln con-
tains about 8 per cent by welght of free cholesterol, 39 per cent
cholestero] esters and 20 per cent phosphatides. It has been
estimated that 75 per cent of the serum cholesterol is present in
this lipoproteln.  The various Hpoprotcins constitute the trans-
port system for at least B3 per cent of the major serum lipids
{glyceny] esters cholesterol, cholesterol esters, fatty actds, and
P lipids) Human serum and the serum of varfous experl
mental enimals contatns @ “spectrum of Npaproteins™—n series of
substances containing different lipids combined with protein
having & vers wide range of molccular weights and hydrated
densitles.  The lipoproteins vary in density because of thelr
different lipid protein ratio  Pure chylomlcrons contain chiefls
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neutral fat and have a density less than that of water Lipo-
protein-complezes aro glant molecules with a molecular weight
abave 1,000 000 aud contain cholesterol, phaspholipids, proteins,
and possibly free fatty acids Theso large compounds have a
low density but are slightly heavier than pure water The hy
drated density of lipoproteins ranges from less than 1.0 gm. per
millfliter up to 1.145 gm. per ter- the hvdrated density of
serum proteins i approximately 1.3 per millititer

Ultmcmtdfugnﬂﬂuhuwdtuttmg'nthe rate of sedtmentation
of substances heavier than the medtum tn which they aro sus-
pended or dissolved. The lipoproteins are separated by different
types of preparative altracentrifugation, uting & solation deusity
of 1.063 gm. per milliliter (5 ml. of serum with 4 mL of an aqueons
solution of sodtom chloride having a density of 11315 gm per
milliliter at 20* C.) separates a whole series of lipoproteins (rang
ing in density from less than 1.0 gm. per milliliter up to 1.04 gm.
per milliliter) from the more dense lipoproteins and the serum
protedms.  Subjection of the separated einy to analytical
ultracentrfugation ylelds a fim record which can bo de-
termined the lipoproteins end their concentrations.

Ultracentrdfugstion can also be used to study the rate of fota-
tiom of substances lighter than the medtum thus the lipoproteins
show different rates of flotaion when ultracemtrifuged i salt
solution  Lipoproteins of the §¢ 3-8 class, heving & relatively slow
rato of flotation and density of about 103 are present in the
plasma of all persons The Se 3-8 fraction has a relatively high
concentration of proteins and a low concentration of cholestero),
while the S 10-20 fraction contains little peotein, much
lipid and about 30 per cent cholesterol, it has & density of 1.01
and a faster fotation,

This fraction #s seldom found in the plasme of normal young
persons when found ft is more prevalent in males. The greater
the serum cholesterol concentration, the greater the tendency
towards an increased concentration of the S: 10-20 fraction,
there is no constant relationthip, however for many with
normal serum cholesterol levels have been found mm
cant amounts of the Sy 10-20 compleves  The tncidence of the
§ 10-20 fractfon has been found to be higher in the plasma of
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young disbetics in persans over 40 yeart of age and, compared
to stmilar age groups, much higher in patlents with recent coro-
pary occlusion.  Though the evidence {s not conclusive, a fahly
good correlation has demonstrated to exist between the
presence of considerable amounts of S 10-20 lipids and the
development of atherusclerosis.

Most of the plasma cholesterol {mote than 90 per cent) Is
carrfed In the form of lpoprotein compleres- this function i
dependent upon the association of cholesterol and plasma pro-
tedns iﬂmﬂrﬂyﬂle alpha and betn globuling, It ks very prob-
able, therefore, that the mtio of cholesterol to protein in the
lipoprotein molecules i with £ ing hypercholesterol-
emln. Heparin and other substances can affect or nlter the strue
ture of the lipoprotein spectrum resulting in the clearing of
lipemic plasma. The level of plasma cholesterol will

the absorption of exog hol o, the endog
synthesis of cholesterol, the excretion of cholesterol, and the
destruction or metabolism of cholesterol
cholesterol iy absorbed slowly over a perfod of
days the acute ingestion of cxcess cholesternl may at thmes,
Tead ta a slight increase of the plasma cholesterol lovel  Chronic
ingestion of cholesteral in some animnls will lead to hypercho-
lesterolemla, it is questionable if the effect is a direct one or
sccondary to alteration of tho physicochemlcal state of the
cholesterol alter changes in intake of fat or cholesterol
A decreased intake of fat results in decreased absorption of
cholesteral an excess of bile salt {cholate) Increases the absorp-
tion and the absence of bile decrcases the absorption of dictary
cholesterol. Other factors which may eontribute to the absorption
of chalesterol are the dvoamics of the bowel ftself possible
interference by other dietary substances (eggplant artichole
leafy vegetables and fruits) and the relation of the amount of
cholesterol excreted by the intestinal wall.

Cholesterol fs casily svnthesired in the body from 2-carbon
fragments (acetate) or shartchaln fatty acids squalene has
been suspected to be an immediate precarsor of cholesterol.
Practically every organ with the possiblo cxception of adipow
tissue and adult braln tissue can syathesize chalesterol  How
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ever the liver Is the avly organ supplying significant amowmts of
cholesterol to the plasma and thus serves as the actual source of
cholesterol. Although the liver furnishes the cholesterol
in the blood, it does so at a rats that is not casdly or rapidly
changed, modersto changes in the rate of synthesis therefors,
do not necessarily induce simflar changes in the lavel of plasma
cholesterol.

Stgnificant quentities of unchanged cholesterol are eliminated
from the body via intesting]l excretion. The cholesteral in bile
is a socretory product of the liver Urlnary excretion of cho-
lesterol, in the sbsenco of renal disease, is negligible. Fecal
cholesterol 1s the sum of the nonabsorbed distary cholesterol plus
cholesterol excreted by the intesting! wall, the major portion of
sach intestinal excretion occurs in the mmall intestine, Decressed
excretion of cholesterol via the intestinal wall rarely results in
u high plamma cholesterol even though & rare type of idiopathic
hypercholesterolemia associated with little fecal excretion of
sterols has been reparted.  Byers and his asociates repart that
an axtremsly high level of plagma cholesterol or an increased rate
of endogenons cholesterol synthetis results in an tncreased fecal
excretion of cholesterol and coprosterol

Cholesterol #1 broken down in the body at lsast one of the
products being cholis acid, various experiments bave shown that
cholesterol can also be converted to glycogen, fat, carbon dioxide,
mdpmgenarmnd::tmmlhnmhnnlwwkufomxmdhh
assoclates it seems the tnjection of physialo emulsified
cholesterol (mt}wformufhypauhulnfthmlangaﬂym) results
In a dissppesrance from plasma in 12 to 24 hours the cholesterol
(s found primarily {n the liver from which it gradually
over a period of several days. The major portion’ of o
jected chalesterol f1 converted in the liver to cholic ecdd and
excreted in the bile experimental biliary obstructton or anasts
mmuufthebilnducttotbnmfu-}ur\muwmmltodmlva
x;gl&rboo{phmcholﬁt&dmmmdwﬂhnmmphmn

e

It seams fairly evident that the processes of intestinal ob-
norpuonnndﬂwuuctlonufcbolatauldnnotphyam;or
rolo fn the control of the plasma cholesterol level The lfver
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however is very important for it is the site of the synthesis and
destruction of the cholesterol. The destruction or couversion
(metabolism) of cholesterol by the liver is the primary factor in
controlling the plesma cholesterol level, only the almost com-
plete absence of synthesis, as might occur in severe hepato-
cellular damage, will affect the plasma chalesterol level

Hypercholesterolemin will therefore result if the liver is un-
able to remove cholestorol fram the blood and subsequently me-
tabolizs the cholesterol.  This may occur becauss physicochemical
changes in the blood make cholesterol unavaileble to the liver or
the liver may be able to remave cholesteral from the blood but
be unable to metabolirs it, resulting tn increased deposition within
the liver and later spilling back into the plasma in most cases
the faflure of the liver is dus to the former mechanism. In to-
cellular disease thers fs an accumulation of bile salts w Te-
sults In increased adsorption of cholesterol by the normal plasma
proteins in the nephrotic syndrome, however thereisa fon
of the albumin and the total proten content but the alphs and
beta globulins are markedly increascd, such changes In the
globulins resulting In incrensed edsorption of cholesterol by the
total protein complexes.

DISEASES OF LIFID METABOLISM
OF INTEREST TO THE DERMATOLOGIST

Lipidosis s the general term applied to a group of discases
charnctertzed by the accumulation of large, lipld-contalning cells
(orginating from the reticuloendothelial system) and by wn
known etiology The term lipoldosis includes the discases of
lipidlike alterations unfortmatcly this term has replaced, to 8
great extent, the term Liptdosis n the clinical literature  Though
not all of the features must be present to establish a dlagnosls,
cach disease has characteristic dinleal, chemical, and pathologk
features The lipid deposited in xanthomatosls is cholesterol and
its ester- In Gancher s discase kerasin fn Niemann-Pick dhﬂil:

hingomyelin and in disseminated lipogranulomatosls, a m
t?jn'c o%?:lty acids neutral triglyeerides and phosphatides.

The infiltrated tissues may take on the appearance of tamors
and are called xanthomas since they often have a yeTlowish color
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dus to dissolved carotenold substances. The xan-
thomatoses are the most fmportant clinieal Many fnvest
gatars believe that the reticuloendothelial eration in xan-
thomatosls i primary and that the cholesterol deposition fs second
ary there Is o tendency therefare, no longer to consider the
vadow forms of runthomatosis as a primary distorbancs of
liptd metaboliom.

PRIMABY ESSENTIAL LIFIDOSES

The serum lipids are wnally nocmal and the lipids which
wccumulate fn the cells are lipids other than cholesterol. The
cellular accamulation is presumably due to a cellular abnarmality
involving incresed synthesis or decreased utilization of the
lipid by the particular cells fnvolved. In the following group of
rimary esyential liptdoses, only the cutaneous manifestations will
Eccomidzedindﬁtaﬂ.

A. Ganchers diresse. This disears may occur st all ages
it is the commonest of the primary lipidoses. About one-third
af the cases recorded {n the literature can be regarded as famillal,
once the direase is established, it is balleved to be trunsmitted as
a stmple domtnant trait. An individuel affected by the trait has
a disturbancs of lipid metabolism resulting in the accumnulation
of kerasin, in which the normal galactose component fs replaced
by glucose. No typioel cases have been deseribed in association

xanthomas

In the chronic form of the disease, the skin often becomes dull
brown ar yellowish ly on the exposed parts of the
Pingueculao ()mgo—ihlpuithmgof tboﬁ
junctivae st the comeosclernl marging) ere commonly seen In
adults and urally lecking in children. A hemorthagic diathexis

is usually t along with h any 1
ol ypochromie anemis, leukopenta,
T {s purely symp

B. Niemann-Pick Disease This metabolic diseass occurs in
infants- sore authorties state that females are affscted move often
than infant boys (6 to 1) but Van Crevold states that both sexes
are equally affected. In addition to the charactesistic generaltred
symptorns, there is a pocullar yellowish hus to the skin without
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any deposition of lipid In the skin, cutaneous xanthomas are a
very uent finding

The pathologic changes and symptc logy are due to the
accumulation of reticuloendothelial elements (histiocytes) which
are ffiltrated with lipld, sphingomvelin in almost ell organs but
mainly in the spleen, Hver bone marrow and lymph nodes. The
accumulation of lipld is malnly sphingomyelin glycerophosph
tides are also increased but to a lesser extent and cholesterol and
cholesterol esters may also be present. If nourologic symptoms
are present, one must consider the acute form of Ga s dis-
ease; idiopathic lipemia or {diopathic familial lipemia with hepato-
splenomegaly may bo diffcult to differentiste from Niemann-
Pick disease. Aspiration and demonstration of the typical Nie-
mann-Pick foam cells establish the diagnosis

No treatment has besn successful.

C. TaySachs Duscase. Amaurotic family idiocy is the term
applied to a number of disenses differing clinfcally but having
certain features in common familial incidence, idiocy neurologic
symptoms and, frequently an affecton of the optic nerve or
retina.

The first sign is apathy followed by poor vision or blindness;
as the disease develops, the hearing becomes abnormally acute
the slightest noise startling tho apathetic, drowsy child Bursts
of explosive Inughter occur later and the entire process slowly
develops to u state of idiocy In the last months of life the skin
of the palms, soles, and legs may show patches of canary yellow
pig; ation and thickening Death usually occurs from an
intercurrent infection the patient rarely lives beyond age three

Tho visual disturbance is related to the optic atrophy and the
finding of a chermy-red circular spot surrounded by a grayish-
white zono in the macular region of both eyes. Somo cases of
Nemann-Pick disease have been deseribed with practically the
same cherry red spot.

The blood plcture s normal, however there ts an accumnlation
of liptd in spleen, braln liver and lvmph modes. The sphingo-
mvelin content of the bratn ts markedly reduced the cells show
an increased deposition of a galactoside with neuramlinle sckd
greater than that seen in Nemann Pick discase.
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D Disseminsted lipogranulomatosis, In Ferbers opinion,
this congenttal disorder of Iiptd metabolism is most closely ro-
lated to Niemamp-Pick disesse. Tho spleen, heart, liver and
lungs show sm increascd totsl lipid content, the lipids consist
of fatty eclds, neutral triglycerides, and)phmphaﬁdal (the greater

pert presumably bein gomyelin

Thadlseam}lfrceogrphmnbh-thmlhmﬂythmfm being
characterized by a ay feeding difficulties respiratary
difficulty and widespread involvement of the foints and periartic-
ular tixsnes the last is so extensive that a diaj of rheumataid
arthritis has been made. Another feature of the clinicsl ploture
hpigmentaﬁonofthadd.n_

E. Lipochondrodystropby or Gargoyllsm. Recent evidence
hm!edmﬁmq:dnmthnﬂhhdhmmmﬂufmm:dm‘nbm
of mucopolysaccharide metabolism, xince mucﬁ
play an important part in the phydnloglc gofcunnoc
tive tissue such a disturbance of

l}n!gtnld:formiﬂmm?argnylbm
The differentiation of & forme frusts of gargoylism from spo-

mdlcacthﬂnnmnybediﬁmltandﬁmnh(orquiondimo(oﬂeo—
deformans) very difficult, if not impossible
Gugoylhmmybodkﬂnguhhedﬁmmdxﬂmbythetypouf
bone deformities, absencs of retarded ossification, absence of
myxedema, and the narmal blood cholesterol

XANTHOMATOSES

The xanthomatoses are a group of diseases having the cormon
characteristic of a proliferation of the reticuloendothelial els-
ments with the formation of granolomatous tissue in varfous
organs ond the formation of lerge pale foam cells com
cholesterol and cholesterol esters  Many classifications of the
xanthomatoses have been presented, they may be divided roughly
into two major groups:

Prmary essential mnthoratoses. This iy a group of diseases
of unknown etiology In which the ranthomas bear no direct
relationship to the concentration of serwm lipids. Primery ran-
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Thess lesdons may be the ficst gign of developing cardiovascular
disease and In about 80 to 40 per cent of cases may be arsociated
with varloas aspects of severe cardlovascular dlsease. Xan-
thelasma may also be asmsociated with diabetes mellitus ond/or

tic disease, It is often encountered in patients swith leprosy

Xanthomsa toberosum i3 most common In young edults but may
be seon at any age Tho leslons consist of yellow to brown
papules nodules nodes, or tomars  Infiltrated plaques, striae,
or nonelovated, smoath, fat areas moy predominate on the &
tensor surfaces Yelbwishpluquunmyugabcmou tho palras,
soles, axillae, and in the tendon sheaths and synovial membranes.

The tendon xanthomas are Intimately conneeted with the
tendon itself the overlying skin is not involved and not discalored
and thus can be differentiated from tho subcutancous nodules of
rheumatold arthritls

Caoronary artery and volvular heart disease (due to xanthoma
formntion) may be seen in adults and children the fs
poar when there is cardiovaseular involvement. elevated
serum cholesterol may be the only finding, it may herald the
later onset of coronan artery disemse Tho other memben of
the family sbould be examined only the shin tendony, or the
blood vessels may be imal 'ed in members of the same family

Hereditary xanthomatosis is not a rare disorder  Adlersberg
studied 201 patients related to families having xanthoma asd
found 69 per cent to have marked elevations of the serum cho-
lesterol, 48 per cont lud the fulf Lown syndrome (ic  hypercho-
festevolemla, coronany heart discase and shin vanthoma) 40 per
cent had coronan heart discase 30 per cent had onhy xanthel
asran, and 12 per cent had the single finding of <anthoma tubero-
sum or xanthoma tendinusum  Buer and hws aswocistes have e
cently reported the finding ol aartic steumis wath caleification In
hy crolemic xanthomatosis

Many attempts hase Deen made to decrease the cholesterol and
other lipids of the blood to prevent the eeurrener of atherosche-
rosis it seems that a low caloric dut s morc impertant than a lom
fat diet and is casicr for the patient to waintam

Histopathology ~ The hittapathalogie chanpes of xanthoma
with well.drrcloped vody % typical and diagnostic and con
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sist of meny foam or xanthoma cells in inthmate relationghip with
coplllaries and smaller blood vessels tn the upper part of the cutis
frequently with a varying number of Touton glant cells. The
Touton glant cells are charactertzed by the arrangement of thetr
muclet in & complete circls surrounded by deposits of lipids in the
cytoplasm.  Po) ic exsmination reveals double refractile
cholesterol crystals.

The endothelial cells of the walls of the smaller capillaries also
participate in forming ranthoma cells  The xanthoma cell is gen-
enlly conceded to be & histlocyte and a cell containing lipids
rather than g true tumor cell  In involuting lesions, fibrosis takes
place and areas of cholesterol clefts are seen. A deposition of
calcium ix rurely found.

The histologlo featrres of xanthoma planum are simflar to those
of xanthoma tuberosum with the excepton that there are rels
tively few Touton glant cells to be found.  As the lesions become
older the flbrosis increases, and the lipids decreats. The histo-
logic appearance of xanthoma tuberosum in the fbrotic stage
may closely simmulate the histologio picture of histtocytoma, in-
cluding intra- or extracellular deposit of bemosiderin und lipids.

The tendinous xenthomas are interwoven with the tendon tis-
sue- the foam cells and fbroblasts are found in 2 dosely-bound
fibroas mat. Only small numbers of glant cells, Jeukocytes, and
lymphocytes are soen.

Laboratory findings. The serum is clear and transparent. Ths
total fatty acids are increased, due to the tncrease of total cho-
lesterol and phospholipids thus the total lipid level of the serum
is incrensed. The total cholesterol iy increased 2 to 5 times, and
the cholesterol esters are increased proportionately so that the per
centage of esters is normal.  The lipid phospborus may be stightly
elevated or normal, the neutral fat may be low normal, or slightly
elevated.

B N ol lemic type or reticuloendothel This
group of diseases does not have an elevation of the serum choles-
terol.  Cholesterol can accumulate fn the calls without an elevated
serum cholesterol, on the supposition that the reticuloendothelial
cell can synthesize more cholesterol. Recent observations sup-
port the coneept that Hand-Schueller-Christisn disease, Letierer
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Shwe disease, and eosinophfiic granuloma are all variations of a
single disease process. They aro nonfamilial granulomatous
lesions possibly infections, with secondary deposition of choles-
terol. The process may be generalized, fnvolving the akin, bones
brain, meninges, lungy pleurs, lymph glands, liver and spleen
this may be seen primarily i infonts (Letterer Siwe discase)
Varfous organs may be involved, resulting in the Heod Schucller
Christian syndrome- or the disease may be evident in o mono-
symptomatio form, e.g involving ooly boue {eostnophilic gran-
uloma of bone) or skin {(xanthoma disseminatum)

1 Letterer-Sfive disesse Though the disease is primardly &
nonlipaid histiocytosis lipid (cholesterol) deposits may bo found
as o secondary phenomenon.  Those effected sre usunlly children
under two years of age- the course ix rapidly fatsl. The onset in
most eases is scuter the signs and symptoms consist of spleno-
megaly lymphadenopathy granul foci in bones bepato-
megaly purpurs, fever enemis, skin rash, and viscers! lesfons
(lung} Even though the liver i involved jaundice and ascites
are not present.  Some acute cases of this disease have been re
ported in which xanthomat formations were oberved
before death of the infant.

2. Hand Schueller-Christian disease  The disense has fts onsct
in children between the ages of two and five years often becom-
ing wmanifost after an infectious disorder The discase has 2
chromie, protracted course ranging from months to yeasy it if
charucterized by a triad of defects exophthalmos disbetes in-
ripidus and cvatic lesions of the cralal membranous bones.
\snthomatons lesions have also boen found in other pats of
the shelcton skin, and viscern.  Serum cholesterol may bo fo-
creased. Chronicity of the disease is indicated by the character.
istie foan cells—histioovtes g daxfly deposited
cholesterol.

3. Eosinophitic granuloma. The diseass it usuafly found fn
chfldren, mainlv bovs, under the ame of six, and #s surely teen
sfter the age of 30- the course fs relatively benign. Eostoophilic
granuloma may oecwr in the ;Le):ilnn {cosinophilic granuloma «;f
bone or i skin (zanth disteminat
Jwer ldneys brain, lung, and gingival mucosa. The focd!
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affections may be solitary or multiple- Iocal over the lesion is
4 prominent feature. Bans destruction may be found anywhere {n
the skeleton except the hands and feet. The most frequent xites
are skoll, costal vertebrae, mandibles, end pelvis, the bones
show radiolucent areas with cortical expansion. The number
of eosinophils in the blood s ususlly but not alwnys increased
and lenkocytosis be present, the values of cholesterol,
cholesterol esters, caletum, fnorganic phosphorns, and alkaline
are normal.

The skin lestons are kanon or chamols colored and later may
be maroon. They are distinguished from the skin lesioms in
hereditary xanthomatosis by the calar and locatfan. In xanthoms
diseminatum the lesions are disseminsted over the entire body
with the preferred locations being in the axllae, about the neck,
face, eyelids, and antecubital fossas; they may also be noted as
flat ar tuberous ranthomas on the scalp or in the mucous mem-
branes of the mouth or broncht. The lestons are raised, discrete,
or clustered n smooth patches ar arranged in ridges and furrovws,
varying from pinhead to walnut size. They do rot ulcerate and
may disappear in lster life.

Xanthoma disseminatum has err sly been classified ax
nevoranthoendothelioma in infants, the latter loaion is & discrote,
arange-brown disseminated xanthoma. The skin lesion may be

rather than the disseminated varfety and may occur
together with fully developed xanthomas. These petechise™ are
flat, reddish-purple, and of pinhead size; they may disappear leav
ing a brownish spot.

In some cases, the lesions are scen a3 yellowish tixme in the
sockets of the teeth they may simulate en accumulation of pes
at the root of the tooth.

S-ray therapy has been effective, expecially for the bone lesions.
The admnistration of i

para Y
day) may at times, favorubly inft the skin and sub s
Lexioms.

IL Secoxpany XanTuoraToses

A. Liver diseate

1 Xanthematous biltary cirrosts This condition s presum
ably duse to the obstruction of the bile ducts by the xanthomes.
Thzembgyhmkmwnmdmadmhnotbaedﬂny-
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distinetion from hereditary xanthomatesis,. Histologic studies of
liver biopsy and postmortern material havo revealed that this con
dition s & primary liver disease with secondary hypercholesterol
emia and not a primary xanthomaotosis. Thanah states that
the condition is seen only in women if it is suspected in a man,
another type of liver disease should be looked for

The diseass progrosses slowly itching and jaundics being the
first symptoms  The jaundice is chronis end may be of several
years duration The obstruction of the bile ducts, however Is
never complete for urobilin is always present i the stool and
urine  Aanthoma planmm end tubsrosum are found soon sfter
jaundice develops appearing over the entire body including the
creases of the hands  Hepatosplenarmegaly develops and spider
angiomas may be seen, death ensues within four to seven yeors
after the onset due to bleeding from the esophageal variees

The serum is clear and transp The total chol ! and
lipid phosphorus aro inerenred (6-10 times normal) even moro
than in hereditary xanthomatosis Thus the total lipids are in-
creased, the neutral fat is normal or decreased.  In the early stages
the cholesteral esters are also increared proportionately and thes
the percentage of esters is normal late in the disease, the decrease
of the ester ir greater than the dearease of the total cholestern)
0 that the percentage of esters falls below the normal range
The S 6-8 lipoprotein fraction is tnereased.  The foct that ure-
bifin i 2lwavx present in the stool and urine proves that the
bile duct obstruction is not completo

2 Hemochromatosis  Skin b in h
oecur but sarely  The disorder is belleved to bo secondany to the
liver dasmage (cithosis) involving the fineat bilo capillasies and
resulting fn excess formation and decreased excretion of cho-
lesterol. In such a case therefore one would expeet to sec an
clevation of the serum cholesterol but no inerease of the ncutral
fat  In the few reported cases however the neutral fat determ!
natfon wes not reported.

Aanth and xanthel may occur the skin has & blue-
grav-brown colar  Cardiovascular invalvement it ot & promb
nent feature  Diabetes Iy often present, and ascites may ocons
The proguosts is poor beeause of the fibrosis of the viscera.

+ Lorel
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The serum I8 clear and transparent. The totel lipids are ele-
vated due to the increased levels of cholesterol and lipid phos-
phorus the neutral fat {1 decreased. Serum bilirubin is elevated
and hyperglycemia and glycosuria may be present. Hemosiderin
may be found in the skin, viscera, and urinary sediment.

3. Obstruction of Common Bile Duct It iz not uncommon
to have sn infury of the common bile duct during surgery resuliing
in obstruction of the hile duct and the development of hyper
cholesterolemia. Thus the elevated serum chalesterol is due to
the completo obstruction of the common bils duct. In rare in-
stances, h: lesterolemis may be sufldently elevated to
resalt in the formation of xanthomas.

Xanthomas, {ammdice, and related symptoms (clay-colored
stools) are present with the obstroction. Theretsa
of the xanthomas and {aundice after the obstruction {s removed.
The cardipvascular system is not mvolved.

Serum Is clear but bils-statned. The total fatty acids are ele-
vated dus to the in d cholesterol and phospholipids the
neutral fat ts decreased.

B. Hypothyroidizm. The occurrence of xanthomas in myxe-
dema is rare. Hypothyrold patients have an elevated serum
cholesterol which reverts towards normal with thyrold medication.
However even with an elevated serum cholesterol, hypothyrold
1;::;ﬂu:txhnverl:laﬁvulynorm.llcvn]sufncmrn]fltmﬂphm-

C. Hyperlipemia
1 Altmentary hyperlipemis. Xanthomas do not ocour {a
phyxlologio hyperlipemta after the tngestion of a mes! rich In fat.
2 Idiopethic hyperlipsmis. In this disarder a defect fn
remﬂngfutﬁnmthobbodmu]umnretmﬁonhypﬂqml
There may be an elovated serum cholesterol assoclated with
hyperlipemnta, thus the cholesterol may then inflltrate various
tssue cells.

Lever and his acsociates several patlents with {dio-
puthlchypanlfsunhwhoux;grt;dmbamm!hmmdm
tanthomas, coronary heart diseass, findings not previousl
Teported. Thnnnhxmxcgudshyperhpanhofchmmcpan{
Creatitis as o diseass entity stating that pancreatitls can came
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lipoma, xanthomateus polycystic Iymphangioma, and epithelial
tumors.

3. Pigmented olllonodular synoitls. ‘This term has been used
to designate a widely diffuse xanthomatosis involving the s
novial membranes of joints and tendon sheaths it has replaced
the term “xanthomatous tumors of joints.” Cholesterol and total
lipid values of the blood may be within normal limits.

OI. MpcrraNeouvs

A. Necroblosis Lipoidica Dubeticorum  This conditon is
characterized by single or multiple yellow to red plaques which
vary In sizo and usually occur on the extremities. Tho border of
the plaque is violaceous with a red or brown areola. The surfaco
of the older plaques is usually traversed by fine tehnm“:
vessels. The plaques are quite hard, especially along the
They are not elevated, but the center of the lesion may be de-
pressed or even ulcerated. The lesions heal slowly with an
atrophic scar and the process of healing may tale years. Tho
lestons aro not scaly do not itch, and are not painful  The areas
of predilection arc the legs especially about the ankles  Arcas
less often affected arc the thighs, forearms, neck, face palms and
soles

The disease is much more commen in women than in men and
may precede clinical diabetes, although generally diabetes melli-
tas precedes the skin lesions. High blood lipids,
cholesterol, have frequently been found.

The histopathologic picturo is described by Abulafia (sce
p-59)

The diseasc s readily recognized clinfeally by the fattened

laques with yellowish centers surrounded by violaceous or red
Emwn borders, with or without central ulceration and by the
fact that {t occurs in association with diabetes mellitus. The
disease should be differentiated from cutancous am)lofdosis,
morphea, ervthema induratum sarcold lipold proteinosis and

nuloma annulare

B Lipoid Proteinosts. This rare condition generally begins in
Infancy an inability to cry is noted and as the voico develops the
child fs unable to speak above a whisper  \odalar and hypethera
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totlc, verrucons and fbrous sclerosing ledons predominate on the
face, extremities, and mncous membranes, im:ludlngthalarym
and pharynx. 'The tonguo has & flrm, elmost woodlike,
and is bound down to the floor of the month. The mucows mem-
branes of the lips exhibit yellowish white and the vocal
cords and the epiglottls are smilarly in The face has &
pock-marked appearance. Hypestrophic plaques are present on
the elbows and knees simulating localized amylofdosls. Verrucous
leslons are frequantly seen on the fingers and fest. The color of
the lesions {3 that of narmal skin.

Thmbnhmdimylendancyw‘hhahklxxyofmngulnhy
of the parents and & familial tendency towards disbetes Blood
lipids are essentially normal.

'g.%x;hi:topaﬂwlogicplctuxehdm—lbedbyAbulnﬂa(m
P

Lipotd einosis can be distinguithed from other
mthumaxpri:va}v'lng ﬂ:el&ryuxmdpharynxbthg.bzz::
typical lesions of xanthoma and by the absence of xanthoms ety

Y

C. Leukemic Xanthomatosls. Froud and his associstey re
perted the caso of a two-year-ald Puerto Rican child with reny,,
matous lesdlons.  About one year later & chronic
mndmlupcd a year later b ofﬂmlympbnﬁ:m

visceral reticnloendotheliosis. The patient died gt h,
of five years and thres months nectopsy revealed *Be
mﬁmﬂm&otﬁuﬂmﬁwﬂhmmypdmlﬁmmmcﬁyrm”m&m
with high cholesteral content. It remains to be seen whaghe,

thy
1s a distinet dlinical and patho eutity or colncidenty]
Luad]ﬂdwtth;ximuymﬂwlflcm leskemiy
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Sunbight and Skin Diseases i the Tropics

By
Hernan Corrales-Padills

szmrdmkmthdim:dmofthe skin induced by sun-
Yght in persons living in Hopdurns. The Intensity of solar radie
tion in Hondoras often causes cutancous reactions which differ
in type snd in thelr response to treatment from those observed In
other areas of the Americas.

Depigmentation of the face, neck, and apper army Is ven
common in m)y country where it is of considerable concem to
wamen whore dark shin causes it to stand out prominently Mam
of these depigmentations are associated with fungl and pyogenic
organisms and are therefore cafled parasitic achromiss  This Is
particolarly the caso in chiklren,  In other instances however
depigmentation {s dircetly dae to the action of sunlight. De-
seribed independenth by Schmidt fn Costa Rica and ealled by
him actine spotted achromis, the disorder occurs both with and
without lesions of solar dermatitis It it strange that this dis-
order has received such scant consideration in the ltesature
esperially since #t iy one of the commonest reasons Jn tropical
countries for devmatologic comvultation.

Replgmentation is hastened in the actinic achromtas by the od
ministration of vitamin B complex fortified with thiamine ribo-
flavin and nicotinic acid  Asesdanee of yun and wind is naturalhy
a necessity

Vitihgo is also more common i the tropies than In the fom

te zone  Looked wpon ar an exhaustion phenomen o
duced bt the actlon of intense sunlight this i readih under
standable  Treatment with ol vitaming as in actinfe schrorla,
hat proved more effecthve than am other therapeutic ayent
fncluding products eontalning idin or xanthotoxd
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The occurrence of erythema, following e short exposuro of the
skin to sunlight, is common along the narthern coastal Jowlands
of Honduras, Persons cumplammgofgancm]imd {tching when
they come to the capital which lies at conriderable elevation above
sex lovel often give a history of a severs episode of solar erythema

Polymorphus light eruptions comprise the largest group of
cutaneous reactions to sunlight. These eruptions vary in size
hummnﬂ,rmd,pai&uu{ery&hemonthetheehnndm
to large, crust-covered areas of eczematous dermaetitis fovolving
Lbomﬁreﬁea,parﬂmlmlylmundthonmtbwhmtheydmu
late areas of contect deymatitis. At other times, papular lerions
typleal of prurigo occur etther scattered throughout the areas of
eczematous dermatitls or discretely as fndependent elaments of

No evidence of disturbance of porphyrin metabolizm is
in these patients.

The papular and prarigolike types of actinio reactfons start with
paered, round papules on the face, V area of the chest, and
extensor surfeces of the arms particularly the forearms. The
skin lying between the affected areas appears normal except for
occasional slight edema.  The lesions uwsually erupt in the midst
of summer sometimes in great profusion and at other times tn
small mumbers, Scratching often lseds to infection and the
formation of pitted scars.

The occurrence of abdominel colic end diarthea fs not un-
common with severe attacks of solar dermatitis. In two patients
with thess symptoms the cutaneous lesions became aggravated
bythelngdﬁonofegm ofmlfndhmnc.!hmlmdhlgmppm't
to the concept that tha sulfonamides are strongly photosensitizing,

In contrast with the findings of other observers, hyperpigmenta
tion of affected aress t of frequent occurrence in Honduras.

1 have mot seen Negroes with solar dermatitls.

No concluslons concerning, the passible participstion of the
endocrine glands in the production of solar dermatitis could be
drawn from my series of case.

Thathlckenlugu{tbe;kmofﬂ:eeanmdovuthadwek
bones together with tho Joss of eyebrows, in patients with
tevers attacks of actinfe prurigo amoclated with itching, often
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suggests the diagnosis of leprosy A usfon of papules and
hemorthagie crusts on the face can bcp!(;fmc mpumPff lookdng
Milder degrees of lichenification give a leathery appearance to
the face resembling the conditfon known as farmers skin

In hintologic scctions onc weer arcas of hyperleratoss and
acanthosis with a moderats inflammatory infiltrate aromnd the
copillaries of tho upper dermis. With spproprinste stalns, &
tensive basophilic degencration of the collagenous fbers is
found in advanced lesfons of the disorder

Actinic dermatoses having both the clinieal and bistologic
appearnnce as well as the localization of Jupus erythemat rre
very common inmy cowntyy  They differ however from chronde
discoid lupos erythematosus in thelr response to treatment with
cither gold salts or quinecrine and in the fact that they beal
quickly when the patient avoids the «un and takes nicotinfe acid
Whereos the effectiveness of the gold salts and quinscrine is
unquestioned in chronie discoid fupuy erythematosus thelr setion
in paticats with a similar appearing dermatosis is deleterious, the
cruption usually worsening,

At times, the lesions resemble areas of ervihema found in

pellagra. but their resp to avold of sunlight and treat
ment with nicotinic acid i as favorublo as the response of those
imulating Jupus ervih 1 am in full agreement with

Gougerot that we are dealing with an entity pathogeneticalls
distinet from lupus envthematows, a disease in which sunlight
us @ factor in s production iy rapid)y falling fnto disfavor fiar
ticularhy with North Ameriean desmatologists.  Sunlight avow
edly induces redness and burning of the ladons in many patients
with Jupus ervthematosus but it probabhy is not importast In
{ts eausation.

The occurtence of solar urticaria in Jlonduras is not uncommon.
In o boy of 12, typical uwtwarial esions occoned every aftes
noon about four oclock. At the same time the boy felt wn
tired and writhout eppetite  These wimptoms had persisted for
two years when diicults in breathing started.  Om guestion-
ing, the boy sald that Le plaved foothall every day between
three and four in the afternoon In bright sunthine  The erap-
tion sapidis disappeared when Le Lept out of the sun.
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tenic syraptoms and metabolic disturbances, they aro o featurs
of a number of dermatoses associnted with porphyrinurie.

1t is when the coproporphyrin isomers are present fn Incrensed
amounts together with the uroporphyrin fsomers I and IH and
other porphyring, that wo speak of porphyria, which may be
xeute or chronfe.  Attacks of neute porphyris may be brooght
on by a varlety of factors of which aleoholie debauches and the
ingestion of large amounts of barbiturates or chlom] hydrate are
the main offenders  Systemic infections and lead p g con
also bring on an attach. According to Borda, somo attacks start
with symptoms referuble to the gastrointestingl tract, while
others begin with symptams of such nervous disarders as Porkin
sons discase or axending paralysis of Landry Tnvolvement of
the skin however does not ocour

Chronic parphyria, on the other hand, is an fnbom error of
porphyrin metabolism sometimes tated with le-
stons which usually appenr later in fife Hydtoa vaeciniforme
is one of two dermatoses untversally asoctated with porphyris.
1t is characterized by crops of lesions consisting of small vesicles
situnted on oo Inflamed skin and Bmited to the face cars cheeks,
and honds of the young, predominantly boys. Hypertrichosls mav
be present and the tcgglgrma\ turn c)E'mmlnlc brwen.  The cnlor
of the urine s ysualh dark red.

The discase is regarded as hereditany but in a recent observa
tion of two children, this waos not the case  Theso children onc #
boy of six and the other a girl of eight live In the countny  Thelr
mother states that the cruption is more severe fo summer that no
other member of the family ever had a simflar cruption, and that
the children showed no cruption until they were three and five
years of age

The other eruption aswociated with porphyria fs brllous and
eroshve pigmented porphyria appearing in adukts, to vse tho desig
nation originalhy sugeested by Borda. The characteriitic fratures
of this adult form of chronte porphyria asvocrated with skin lesfons
were present in two patients reeenth ebvened. Both patients
were men whose work compelled them to br expased to the sun
{for severaf hours a dan

The Brst patient & man of 33 stated that five yeans previeush
bhsters began 10 appear on the back of his hands whencver fe
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worked in the nm. They continued to break out, especially dur
ing the summer months. On examination, the skin of the back of
the hands appeared spotted with pigmentations, erosions snd
scars. The patient complained of headache and pain in the eyes
upon exposure to sunlight.

During the past three years he noticed that the slightest infury
to the skin produced blisters such as those induced by exposure
to the sun. The blisters broke and healed with scars which caused
deformities of soveral fingers No blisters were present at the
time of the first examination, but one month later after resuming
work, he presented blisters on the back of the hands and a vesicle
on the ear Iobe. The eyebrows and lashes were bushy and long,
and the skin of the neck was thickened.

The urine varied tn color during subsequent visits to the clinic,
Although generally regurded as red or port wine In color the
freshly voided urine of this patient was usually yellow Some-
times it remaimed yellow or brown on standing, and at other
times it turned dark red. This observation is in agreernent with
that of Brunsting, Mason, and Aldrich.

The second patlent was an 80-year old man who presented an
ulcer 1 em. tn diameter on the upper lip, which proved to be basal
cell epithelioms. In addition, there were soveral senils keratoses
on the face, together with patches of collold degeneration on the
neck and in the axfllae. Upon admission to the tal, the
patient complained of ssvere abdominal patn. The of the
urine became dark red within a few minutes after being voided
and showed dark-orange fluorescence under ultraviolet light

The presence of patches of colloid degemerstion of the skin
an the neck of this patlent lends support to the comcept of
Borda and Pierini that collofd miltum and collotd degeneration of
the skin are cansed by disturbances in pyrrale metabolism. They
cite thefr own experienco and that of Ganzalez who observed
microscopic changes in material obtained from a t with
porphyria, changes similar to those described in coflold miltam,

yrinurin occurs in many skin diseases, wuslly associated
with evidence of liver demage  Pellagra, erythema multtforme,
dmmntumy;ﬂﬁx, and lupus erythematosus are some of the dis-
orders tn which increased excretion of the coproperphyrin {somers
hmbeenreportgd. yrin
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Pellagra merits special consideration in this report duc to fis
great frequency in Hondums.  Studfes canded on with the od-
ministration of vitamins to determine the part played by sunlight
l.loua,csdlrdnctfmmvitamlm,lnﬂmpmducﬂunundm
tion of pellagra proved | jusive  The explanation for this
probably lies in the clrcumstance that most of the test subjects
were alcoholics, vitaming belng unable to exert their catalyzing
actfon in the presence of aleohol.

1t is probable that the quality of the food is the dotcrmioing
factor fn precipitating cplsodes of pellagra. B of sovere
sofl erosion, scanty ferﬁfintkm.undfnﬂum to mtntccn:pt,tha
soll fs defi in both | and trace minerals, a defich
which lowers the nutritional value of corn rice, nnd benns vrhh:{l
are the chief jtems of diet among the poorer classes. Absa, veny
littls fruit is caten by the people

The Influence of heat alaze, as distinet from light, n the pro-
duction of dermatoses appearing on expared aceas of the shin
was recently emphasized by Borda. A man working in a glas

whero he was expased to great heat from the furnaces,
developed typical lesions of lichen planus on exposed nreas of
the skin. Tho lesions tended to disappear whenever he staved
nway from work, Baring up on his return. I recenthy had occasion
to uﬁser\'uam;cnfﬁdm plamn in a simflar worker  Neither
Borda s nor m» patient was,taking atabrine

Cutanedus lestons produced by more or Jess daily exposuto to
the sun and wind over & long period of time are common In Hon-
durss. Epithelioma, basophilic and colloid degencration, homoge-
nization of the connective tissue and squamous-cell carcinoma
coraprise the bulk of these leslons.

TREATMENT

The use of oral nfeotinic aeid in doses of 100 mg four times
daily together with avoldance of exposure to sunlight and wind
has effective In the management of acute phases of wolar
dermatitls, After the acute symptoms subnlde protection agaimt
light is afforded by the we of an eflicient sereening ointment
particularly one talning para aminobenzole acid.  Same pr
tients respond satisfactorih to the Internal adminfstration of
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tablets of para-ammobenzofc acld, esch tablet containing 0.5 gm
of the drug A total dosage of 8 to 10 of the drug daily over
2 period of two or thres weoks is clent to effect a cure in
thess patients.

In pellagra, vitaming B and C should be ghven in addition to
nicotinic seld.  Patlents with bullbus and erosive ted
porphyria should not take frult fuices or fresh vegetables be-
caute of their content n chlorophyll. In other types of solar
dermatitis the diet should contain emple quantities of vitamin and

protein.
Indulgence o alcohal should be strictly farbidden in afl pa
tents with actinic or porphyre dermatoses. In addition to its
tralizing action on vitamins, alcahol usually edds forther fnsult
fo a liver already damaged by its mse aver a long period of time.
Thbe reported excellent results obtuined in the United States
axd England with the synthetic antimslarial drogs in paly-
morphous light eruptions were not duplicated {n my patients.
the past year I treated a number of patients having
(fﬂrm:oflcﬂ.nﬂcdnmaﬂdswﬂhthmé:] Some of
showed satisfectory tmprovement, otbers o respond.
is tn agreement with the results obtaiped in Costa Rica and
tropical countries where the suns rays are mare intense
and prolonged than in temperate zones
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Hot Chmate Miliaria  Disease or Sign?

By
Frederick Sargent 11, and Herbert Stutsky

Souwh winds induce dullserr of hearing, diemens of

olsion, heatisen of the head torpor ead lempuor when

these prevakl such sympioms occur in discases.
NerrocmaTss

Ir 1 & curlous obscrvation that a study of the literature on the
miliaras discloses that the ma}nﬁx of investigators have probed
ooly skin-decp in their studies of these sweat gland dysfumctions,
Some reviewers have efther fafled to mention that profovnd
ph}ﬂologlnc changes occur concurrently in the body as a whole
or they have patsed over such facts as curlositfes. The fmpres-
ston created by this unholistic approach is that tho miliarias are
a group of diseases On the contrary the facts are that the
miliarias arc s or indices of unacclimatization. In this dis-
cussion wo 3| consider the miliarias of hot dry or hot molst
reglons.  When exposed to o nonspecifie stress such as extreme
heat, the body exhibits functional alterations which suggest
detertoration of the state of acclimatization  Hot climate miliaria
Is a sign of this dvsfunction.

Clinfeal studies undertaken by medical officers serving with
the Armed Forces disclased the sipnificant fact that et ap-
propriate environmental conditions up to 100 per cent of certain
military units developed miliaria rubra. Among 35 to 70 per cent
of these men, the miliasial lesions progressed to the point of pro-
ducing a defect in their pormal sweating mechanism  About enc
per cent of them became severeh Ineapacitated as the result of
tmore serfaus complications of mifiaria nubra

410
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SYNOPSIS OF DERMATOLOGIC KNOWLEDGE OF MILIARIA
This dermatologic summary is based largely on the excellent
reviews by Shellsy and his associates. Miliada rubra is only one
of thres recognized milarial disorders which are caunsed by re-
tentlon of sweat in a functional eccrine sweat gland.  Millarial
lestons wrually tnvolve parts of the body covered with cothing
and never on the palms and soles. Characteristically they are
accentuated by agents which provoks sweating and diminished

by agents which reduce sweating Depending upon the number
of glands involved and the chronicity of the er various
degrees of anhidrosis are nced.

The thres types of lesions can be distinguished by

dinical exrmination of the patient and by microscopic study of
the skin. Miliaria crystalline {s an asymptomatic eruption con-
sisting of small, superficlal, noninflammatory vesicles which per
sist but a short time. Both the vesicles and the sweat ducts con-
taln sweat. Rupture occurs cadly and sweat is out on
the skin, Histologio sections show that the es are located
in the corneel layer Most of the sweat duct arifices are closed
by kerntin plugs, causing distention of the sweat ducts.
Miltaria profunda is not assoctated with any symptoms referable
to the skin. It is e characteristic ledion in patients with tropleal
anhidrotic asthenla. 'I‘lwnonh:ﬂarmnntmypuﬂ:lmmdnm
the orifices of the sweat ducts, giving the skin a gooseflesh
appearance. The vesicle in miliaria profunda is deeply situated
and resulty from rupture of the duct below the level of the
-dermal junction, whereby the sweat iy

in the adjaining tissue  Since most of the sweat ducts participate
in the process, anhidrosis results

According to Sulzberger and O'Brien, chronfe maceration of
the skin surface resulting fram prolonged and excessive sweating
brings about abnormal changes in the epidermis and leads to
closure of the sweat duct pores. This closure and the symptoms
asociated with it have been tdentified as the sweat retention
syndrome. These investigators postulate that the symptoms
of the sweat retention syndrome are due to anhidrosts and the
retention of sweat. In other words, this hypothesis attempls to
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explain the symptoms of the sweat retentfon syndrome entirely
in terms of Tocal abnormalities in the skin, This o3 the
present discussion will bring out, neglects coosideration of the
arganism as o whalo

There are severnl significant complieations of the miliaries
particularly miliaria rubra tropical ankidratic asthenta, tropleal
fmpetigo syringadenitis suppurativa tropfcalis thermal 5t
and tropleal denmatits  Concerning most of theso conditions
there fs very little scologio data. With the exception of tropleal
anhidrotic asthenta, these conditions will not be discussed further

ECOLOGY OF THE MILIARIAS

In contidering the patural histary of miliasia rubre, the threo
components of the internction between organism and caviron-
ment, {2, environment, organism, and fusction, will be discussed.

The Environment. Threo conditions of the envirorment play
an fmportant rols in the eticlogy of miliaria rubro. ‘They are the
weather the clothing, snd the pation

Miliaria rubsn occurs under two types of weather stress mofst
heat, which characterizes the tropical and subtropieal zones, aod
dry heat, such as occurs in the desests.  Accurding to Homne and
Sams, the discase shows a distinet scasonal cycle, most cases
occurring fn the hot senson.  For hot moist regions, the signif-
cant metcorologic factor is g minimum temperature of 50* F o
above Humidity also plavs o role for coastnl regiony which are
humid have o sigoificanthy higher incidence of miliariz rube
than Inland areas which are dricr and have lower minimum and
higher maximum temperatures Under controlled conditions fn
dlimatic chambers miliaria rubra can be regularly produced in
healthy voung people continuoushy exposed to effective tempers-
tures of 65 1090 F for 24 hours Dauffner showed that if the
subfects spend ondy four to seven houss under theso conditions
and 17020 hours at ™5 078 F the incidence drops from 100

cent to 10 per cent.

In the desert, on the other hand miliaria rubm does pot sppear
in large pumbers of subjects untit the moximum temperature €3
cords 110 to 115 F ondthe dew print 50 to60 F Even then
the incidence is lower than in moist hot regions according 10
Ladefl, Waterlow and Hudson.




When the process of evaporative heat loss ts texed, the Indl-
dence and severity of miliaria rabra are increased. In hot, humid
rcymx,thhltreammdntadwﬂbndnmmﬂym.m
In hot, dry climates, on the other hand, evuporation is so rapld
that the skin is not chronically wetted. This fact cests donbt
on chronic maceration of the skin surface as being the basic f;
in the etiology of millaria rubra. The load on the mechantem of
mpoﬁﬂvahatlonwwuldappeartobehm
tive agent. Clothing end occupation are factars “*m“m“‘
ate ar moderuto the effects of tho ambient exvh ‘mm't

Under natural conditlons, suywhere from ove to seven
of exposure to hot weather must have taken place hef manthy
rubra develops  On the sverage, tropical anhidrotic millarfe

the former disease report for treatment suf from bogh
tions concurrently condi-
Mostoharveﬂng'reethatwh]]athelnn,mtyofhahmybe
the important element for the of i hd
duration of hot weather is the si thhﬂ:"ﬁ.
mdhgenmmdmmofuuyg].nm! ‘m-
Ladell, Waterlow deudm’hmph'mlmmuf
thefr cases appesred at the end of the hot sessq
Considerable fleld and laboretory investigations hiave been
ducted on the rale of nltraviolet adiation a2 o con-
ment causing miltarial lesions. Theraulnhduamml’bghdb.
and ruggest that the effect of such tradiation g conflicting
a3 significent as tempersture and humidity oWhers near
The Here wo deal with such fac -
sex, habitus, and constitational tendency Nnumn‘h;"‘:"’- age,
areas are less susceptible than fmmigrants. N, e molst
prone to the eruption than other racer. 1t be thay 1o lagy
Ouﬂthlnthktyymmmmotwupm;m Indiviguals
than those younger thmdfmnhmwymﬂh!hmh
munlyn'podlofhnbﬂmwhldlhnvcbeenu.mqnympubh
are complexion obesity and constitutionsl hvuﬁbuw
dfﬂmmmﬂnndudmﬂyunlym%% t the
The Functlon. T‘hcobm-vnﬁomwhld]“&n
ot this tme are based largely on therm:dmdhumnmn-lﬁ
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workers Ladell and his associates in Jrag avd Nigeria and Horoe
and Mole in Karachi, India. In order to make maost concise
summiry of the varlous fenctional alterations which may eccur in
patients with varfous types of miliarial skin manifestations, we
shall discuss an average potient. This patient will first develop
miliarfa rubra, then miliaria profunds, and finally tropical an-
hidrotic asthentn.

Cuar patlent reports to the tnfirmery for trentment of prickly
heat. The hirtory reveals that he has been in the troples for six
months and that during this time be hat been {ngesting some 20
grams of sodfum chlorids dally When a physialogic study is
made threo devistions from tho normal stand out thero s e
duced sweating from areas of skin free from the rash the sweat
contains more sodium chlaride than thet collected from cantrols
studicd at the 1ame time, tests In a climatic chamber & te
that this individual has lost his acclimatization to beat. We pre-
scribe symptomatic treatment and request that the patient repoct
back to the laboratory for perfodic cxaminations.

Withip & few weeks after subsidenco of the acute episado of
prichly heat, wo notico that on the patients aldn thero has ap
peared n neve lesion which Jooks much like gooseflesh At this
timo the patient reports that sweating bay become Jess over the
trunk, but ho has no loeal or systeraic complatats.  Further studies
indicate that the rate of sweating has heen reduced not only in
the areas of miliaria profunds but abso in areas free from the dis
order  On the face ver the rate of sweating may bo somo-
what increased.  The sweat chforfde € higher than normal and
somewhat lets ncfd. The skin temperature is clovated about 1 G
above that of healthy controly

Two weeks Iater ous patient ls brought to the emergency wasd
in a serious canditfon e 5 breathing rapidly and decply and is
near collapse 1 4s placed in an als-comiitioned ward where be
is considerably improved within a fow houre  According to his
story he noticed during the peeceding fortatght the gradual de-
velogment of dizziness headache losy of appetite frequency of
urination and progresive weakness.  His sk felt Lot and tense
and he had a {ecling of warmth  He reported that the shin of the
trunk and arms had stopped sweating, tut that sweating had con
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tirmed on the face and forehead. Thelerym‘gtmwmamg
gerated by wuork or exposure to the sun during the heat of the day
and frequently at this time he experienced palpitations, breath-
lesmess, and of the hands and fest.

Examingtion of patient discloses anhidrosis of the trunk
and arms, miliarla profunda, a slightly elevated rectal tempera
ture, and normal sweating on ths face and forehead.

During convalescence from this episode, which takes somewhat
more than one manth, farther physiologic studies are made. The
mate of sweating from areas free of the miliarial lesion is reduced
shout 70 per cent. Intrammusculsr infection of atropine camses u
greater reduction in sweating than that meanmed in heatthy con
trols. The svreat chloride is elevated to more than twice that of
healthy controls ‘This high concentration of sweat chloride per
sists ay long as one month after camplete clinfcal recovery The
patient s instructed to drink 1000 milliliters of water and his
wins is collected during the following two hours. In contrast
writh normal sol who excrete 885 per cent of the water in the
two-hour our patient volds only 58 per cent. This ab-
pormality persists for as long as six months after clinical recovery

Dwtngthewurmufhhiospltnlkxﬂon,lmdyofthnmincm-
vealed that he was not retaining sodium normslly  Normael reten-
thon could only be brought about by the edministration of desaxy
cocticosterone acetate.

The facts suggest that patients with miliarial lesions and the
clinical syndrome called cal anhidrotic asthenta are suffering
from reduced fanction of adrenal gland. Furthermore, it 1
quite probable that cases with the clinical syndrame also have a
mild form of tetany resulting from the rapid and deep ventilation
which fs characterirtic of that condition. The physiologic and
dfﬂitnlobervaﬂomwhh:hmggcstreducedfmcﬁonofthead
m‘ﬁl&}:ndm elevated sweat chloride, low recovery of water
after oral test, failure to retain sodfum except when given de-
fovycortonsterane acetate, intolerance for heat, reduced sweating
from clinically normal skin, and increased sensitivity to atropine,

On the bas of this study of millarisl conditions, we feel that
the following several conclastons are fustified

thﬂhria!luiomlmmmedbypn!}m!ogicchmgmm(hg
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akin of persons axposed for Jong periods of time to environmental
conditions which unduly tax the mechanism of oveporative heat
Toss

2. Chronle exposure of men to such amblent conditions, es-
pecially if the individuals are engaged in some d of physical
exestion, Jeads to a condition which we might call “dywacclimatt-
zation.”

3. A viclous cycle develops f which miliasial Jesions accen-
tuate the deteriorating stato of acclimstization Patients in this
condition may develop tropical anhidrotic asthenin.

4. The evidence presented here lends strong support to the
hypothesis of Ladell “that priclly hest is & precipitating factor
leading to the breakdown of tho already severoly strained but
hitherta adequate adaptstion.” It is evident then that millerial
conditions are but signr of a profound bolie derangement
rather than diseases per so.

5 The thesapeutic implications of these theoretieal conclusions
are that patients with miliarial syndromes should bo pleced in an
environment which reduces the foad on the mechanism of evapo-
rative heat Toss and severe cases, especinlly those with tropical an-
hidrotic asthenia, may require supportive treatment with adreno-
cortical hormones
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The Deficiency (Nutntional) Dermatoses

By
Frederick R Schmidt

Biocumn‘au. oxidation can not fonction in the presenee of de
fecthve catalytic energy systems  Theso systems ars nonmally
of enzymes, vitanins, proteins, aod minerals, A defect
may bo das to o shortage of oue or more of these clements, in
ability of the host tissues 1o utilize them or partial want of axy

gen,

The factor of vitamin deficieney is mniversally regarded as the
cause of certain disorders associated with cutaneous symptoms.
Hippocrates, for cxample treated syndromes associated with
night blindness with a diet rich in liver thus anticipating by some
2500 years the current belief that hepatic dysfunction s con-
corned in the production of this condition.

The problem is complicated by the cir that many of
these dermatoses are caused by multiple vitamin deficlency  Fel
lagra, for instance fx not onh cawsed by relative wwant of nfcotinic
acid but also by o shortage of ather fractions of the vitamin B
complex.  The cumpleity of the problem o5 well as the difficulty

d tn d fating the vitamins foom each other as
sctivators in the complicated energy syxtems of enzymes vitamios,
and proteins bas been repeatedy stressed.

The clinieal pictures of phrynoderma and chelloss produsced
by vitamin A and rboflasin deficiencies sespectively are well
fnows. On the other hand it js sugemted b some investigators
that it is not the deficency of vitamin A but the inahflits 1o utilize
it which causes keratosts follienlaric and aerodynia.

Perfberd, o disease found in persoms with faults eating habits
inclading chronic aleliolics and drug addicts is not only due to

418
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thiamins and other vitamin deficiencies but also to a shortage of
or an inability to utiltre magnestum and phosphates

Thus the problem grows more difficalt. With the knowledge
that relative want of thiamine is concerned in the production of
bextherd, we may look a little further {nto the mods of ection of
this vitamin. Thismine in its active form of thiamine pyrophos-
phate s identical with cocarboxylass, & coenzyme far pyruvate
cxidase. In the hreakdown of glycogen to lactic acld, pyruvic
acid is an intermediate metabolite which requires cocarbaxylase
and pyruvate axidase to complete its degradation to lacHo acdd.
Thus the fafhure to metabolize pyruvic acid lseds to interference
with cellular resptration and melanogenests. Wo learn from this
thet not enly the energy system of enzymes, cosnzymes, vitamins,
and minerals is concerned in beriberd but also carbohydrute
meotaboltem and biochemical axidations.

Thizmine also potentiates the action of acetylcholine, the vaso-
dilator hormone of the body by neatraltzing cholinesterase.
Vitamins are also tmportent items in the nutritional require-
ments of a number of dermatophytes. This was recently demon-
strated by Sullivan, Bereston, and Wood, in showing that thi
amine deficiency exists fn Trichophyton tonsurans.

Sprue ix of tnterest to the dermatologist becauss of involvement
of the tongue and skin. The tongue at first appears tnflamed with
tiny whitish vesicles occurring in crops. Later it becomes
thickened, and atrophy of both the fliform and fungiform papilles
sets in. The skin {s dry and wrinkled and occasionally hyperpig
mented. In patents observed in Puerto Rico the frequent oo
cwtrenes of perloche was noteworthy  The simflar appesrancs of
mmnguuturpmamdpmidommhmgguhmtmmt
:glfulﬂclddm'folhnc&ddintbefurmofmldumlmmvurm

cysmacobelamine (vitamin Bia) whils the presance of
lochs indtcates the need for riboflavin. Ihodauydmuffulpxgo
acld administered orally i1 15 mg.

MMtMWWMMmpdmhMm

t eruptions and in those with actinle spotted
achromias following the sdministration of thizmine and micotinic

‘tumayboutiﬂbutadtotheactivndnnoidwenzymegym,
wlﬂcdluhrmsphdonmdﬂmfmm;ﬁmo{pigmm
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Bonilla recently lntmduccd thc use of vitamin D, (mlcﬂ’u'ol)
fn the tr yeosis. ¥is prolimt
poltaffﬂmblermu]tshnnnmnﬂmdindlcmcuandmﬂngwlth

Pre@annmmcnmthvartcmcvdm when given vitamin E,
notice fmprovernent 1o the conditton of the veins. As
sociated ftching and pain may be greatly relieved. Since these
women are also more apt to have a normal pregnancy when givea
ﬁummE.lthposfﬂJkthntthabeumuumtmtbomdldand
their veins and circulation is connected fa pome way with the
actions of both vitamin E end the adrenal steroids.

Vitamin E, in my experience, has not proved effective In chronie
discotd lopus erythematosus probably due to the low dosage
wed. Neither have I been tmpressed with the reported favorable
action of vitamin P in controlling capflary bleeding or of vitamin
K in the manogement of hemorthage associated with decrease In
plasma prothrombin.

Sebarrheic dermatitis is o disorder which is frequently confused
with “atopic dermatitis,” especially when it occurs on the back of
the neck, the forchead, evelids and about the mouth. In taking
histories of seborrheic dermatitis I have noted the frequency with
which persans with this disorder state that they were breast fed
as infants for at least several months. It is common knowledge
that bables with the disorder frequently recover when they are
removed from the breast. This has been attributed to the fact
that pyridovine which is axsoclated with casein s more abundant
in bovine than In homan milk, When 1 fist published this ob-
servation, I was giving these people pyridoxine by mouth with
the idea that seborrheic dermatitls 1s a svinptom of pyridozine

deprivation. Thbs Iotm of treatment (n'mv:d ineffective.

Soms years later S and his fiemed my ob-
servatiom on the Ineflectiscnens of ora) pyvridoxine in scborrbclc
dermatitts.  They found, bowever that when rubbed inta the
Jesions in ointment form (10 mg per Gm.) the vitamin cffected
dlearing in 5 to 21 days  Unfortunately the Jestons usuath re-
curred after the use of the ofntment was stopped, an expericnce
which I share with these authors. The studles carried on In

Schreiner and his associates are Interesting In that they present
o concept of discase due to o local metabolie defect.
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The mpartance of vitamin C in the maintenance of normal con-
nective tissue was pointed out by Danielli and his coworkees
‘They showed that collagen s not formed n the absence of vitamin
c

The evidence obtained from recent experiments indicates that a
reciprocal action exists between vitaming snd minerals and that
the effecttveness of a vitamin is greatly increased by giving it tn
combination with its specific activating mineral or minerals.

This is particularly true of the minerals present in minute
quantities, 'Ihﬂmhagooddealoftn]]:nlmtthesetrammtu—
erals, the discussions usnally revolving on whether or not the oc
currence of a deficiency of these elements in man may be atirib-
uted to a lack of them in the sofl. In the United States this does
not seem possible in view of statistics showing that even a dist of
mediocre quality easily supplies the dafly requiraments of copper
cobalt, rinc, magnesium, manganese, and other trace minerals
However there s an increasing bulk of evidence to the contrary
what with the effects of soil erosion, lack of rotation of crops, im-
proper and fanlty fertilization, and other factors. The world sup-
Ply of the precious six inches of top sofl s shrinking at a terrifying
nte.

This is taking place at an accelerated rate in the southern parts
of the United States, Mexico, Central America, and most of South
Americe. The reletively small amount of minerals consumed by
most persons living in these areas can pot properly catalyzs the
vital enzyme systems or ectivate vitamins. The sail is greatly de-
pleted, and rotation of crops ts not practiced. This camses mutrl-
tonal and nervous disorders characterized by anemia and demy
elintzation.

Salutlons of cyanacobalamine owe their lish tint to the
presence of cobalt. The profound stimulating eftect of this cobalt
coutalning vitamin on erythropolesis is of interest to dermatolo-
gista {n the treatment of ulcers assoclated with sickle cell anems.
Wolf and Levy recommend giving patients with this diseass 12
mdﬂupﬂmthucouswludunofmbﬂtdﬂm’ldedhided
htulhrmdmc:fmnpcﬂodofthrmmb. Ferrous mlfate in
doses of 1.8 Gm. dally should then be given together with the
cobalt for two more weeks. The tmprovement noted o 75 per
cent of their patients was dramatic.
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Copper is another trace element which, although present in
minute quantities in food and the body acts essentially as aa en
zZyme. Since the dally intake of 2 mg of copper will maintain
adalts in balance and this amount s caslly covered by the aver
age diet in the United States, it becomes evident that any benebit
derived from replacement therapy of & missing truco mineral Ike
copper iy due to the action of that element as an enzyme

Two examples of the enzymatic action of copper will suffics fos
the purpose of this discussion A slight relative want of copper
grestly reduces cutancous cytochrome oxidase. It will bo re-
called that this coxyme activates moleculor arygen and aceepls
electrons from cytochrume, resulting in profound interferenco in
the oxidative processes of the skin

In the bit I axidations tated with the formation of
melanin in the skin, Lemner and his associates recontly showed
thet the amino acid tyrosine is converted to melanin by the cop-
per: ing enzyme tyrosd which is found in the cyto-
plasm of melanocvtes 1t will be reenlled that sunlight axidizes
the sulfliydn] groups inhibiting the catalvtic system of enzymes
partly concerned with the melanin formabion

Each one of the remalning trace minerals apparently acts e5-
sentially as an enzyme  Zine for example 1 normally found i
all cells where it regulates the svnthesis of carbonic acid, o meta
bolite of importance to individuals Hving at high altitudes In con-
trolling the potassium chioride fons and curlonic anhvdrase con-
cemned in its formation.  Potessium chlonde {ons with magneshm
and phosphate fons are comidered casentind to effective ovidation.

The relative want of magnestum fons foind by Frgman in pa
tients with nourodermatitis mas help to explin disturbances in
the blochemical ovidations associated with this disorder

Low blood phosphate Jevels seve encountered in two patients
with chromoblastomycosis foflowing prolomged treatment with
calciferol.  “ormal levels were reestablished when the adminv
tration of calciferol was stopped for siv weeks

\angapese is important in preventing the tremendouy yearh
Toss of fertilirers o farms In the United States It neutralizes the
enzvme that destrovs the potency of sulfur lime potassium ond
nitrogen, and fts ahsence in mik obtained from cows grazing on
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Iand lzcking fn manganese is looked upon by same biochemists as
& factor in the production of uman brucelloss.

The quantitative spectrographic analyzis of blood from patents
wlthlktulmiamoocasiﬂnallyphr:;mh nbmnmnlitiumt.g:umiu-
eral content. This was first made evident to me in a patient with

lenkemia, in whom & nonspecific papular erupton oc
curred.  The spectrogram showed a high degree of zinc depletion.
Ou the other hand, in a patient with advanced lesions of mycosis
fungoides, no appreciable fluctmations from the narmal minersl
content were found, suggesting a different pathogenesis In this
disorder from that fn lenkemia.

Enowledge concerning the effect of essential amino ecid defi-
dency fu cutaneous disorders has recently gained impetus through
the wo of isotopes. This tochmic showed that the glycine mols-
Cﬂlegoclmmnknupcrmﬂnawhlchhummrncdwithuﬂdnﬂva
pmmindmmatmnyodth.

Scott recently produced expertmentnl proof of the
of histidine in the normal growth of rats. His studies showed that
rats placed on a purified diet completely deficient fn histidine de-
veloped regremsive tisme changes in soveral argans in which the
timus completely recovered its normal structure when the histi-
dine was added to the diet.

The resulta with aral methionine in four patients with psoriasis,
thowing high blood chalesteral lovels were unimpressive. That
this amino acid is concerned with cholesteral metabolism, how
ever vas trought home to me recently by the fmprovement in
moro than 20 with psoriasis following treatment with
massive doses of vitamtn Bu. It will be recalled that the pharma
cologic effects of this vitamin tnclude both a lipotroplo action and
lmﬂmmarparmgaﬁedmlﬁngﬁomdkectparﬂdpaﬂmm
the synthests of methfontne. The detafls of this treatment are
Si‘mhlﬂmlecﬁonmpsu'hﬂs.

Deflciency of distary fatty acids such as linalelc or arachidonic
Mdmdunnﬂyprmokandlwrduchnmctnﬂzedbydrym
ﬂndu'l.chngofthex]dn,erpedaﬂyofthaean hxmd.undcyo.

L or multiple-defictency syndrome occurs elmost
ﬁdlﬂh'dyhlvuryyvu:gdlﬂdrm_ Ithduedlleﬁytopmtdn
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malnutrition the associated deflciency of amino adlds and vita-
mins being of secondary importance  Among tho skin changes
noted in Costa Rica are depigmentation, dusky purple patches
which do not blauch, edema, linear fissures in various areas of
tho body ond a dry “crackled or “mosaic” skin A striking
feature is the “flag sign” which consists of bands of very pale-
colored hafr scen best when the strands of halr are held up against
the light.

TREATMENT

A diet high in protein and vitamins and Jow in fat and carbo-
hydrate is essential to the well-being of ns with true defi-
clency (nutritional) disorders. It should be remembered In this
connection that prepared foods sometimes lose 100 per cent of
their vitamins, while milk Joses vitamins by standing in the light
as well as by heating,

The particular vitamin required for tho treatment of a de-
ficlency disorder with few exceptions fs best given by mouth
Combinations of vitamins often exert a stronger action than when
given singly as for example blood vitamin C levels are raised
when riboflavin is added to vitamin C.

The action of both vitamins and enzymes is enhanced by eom-
bining them with their specific activating or catalyzing trace
minerals.  Copper should therefore be combined with ascorbic
acid and folle acld. Cobalt, manganese and zinc, as previously
mentioned, are also catalyzing agents.

Calclium when used as repl t therapy In deficlency dis-
cases of the skin, should onlv be glven by mouth., Given Intrave-
nously itis not well fonized and acts solely as a vasodilater  Thoee
ar four teaspoonfuls dafly of ealehm gluconate provide suficdent
calefum for jontzation by the gastric hydrochloride acid. In some
{nstances this process is atded by the additlon of vitamin D to eal-
clum gluconate. Iron or jodine aro often desirable mincrals to

give together with calcfum.
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The Exanthematic Rickettsial Fevers

By
Fredexrick R. Schmidt

Rmzocu:pymintumedlntepodﬁonbctwemvﬁum
and bacterls, resembling the former in that they grow only in the
cytoplasm and nudlel of living cells and the latter because they
appear as cocco-badillary forms. The common reservoir of rick
ettsiae includes ticks or garrapatas and the small domestic and
wild rodents on which they feed, the organism being carried to
man and other mammals by ticks, fleas, and lice. Ticks are con-
infested with rickettsiae and fntroduce the organism into
a victim with the saliva of the bite or by contamination with the
feces
Stnce ticks are infestsd with rickettsiae a high incidence of
tick-borne sickettsial fevers might be expected in reglons inhab-
ited by large numbers and varieties of these acarids  This expee
tation s realtred in the western parts of the United States, where
RockyMc\mtxln/ fever {s frequently encountererd. On

the other hand, fevers rarely Central America
and the islands tmdim,reg{oi‘ nding fo great
numbegr ~* a is highly p by ticks, but I
have & nstanco © orders in this
count
Th arently U circure nces
that, be Infect chett? nly
a few athog od
ek, spon he
mafor k et
2
prou of
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spotted fevers, espocially of the Mexican type of murine tvphus
fover with yellow fover is posstble only in sporedic instances of
the disease,

There are several distinet groups of rickettsial fevers of which
classto exanthematic typhras fever ar tabardillo heads the most
malignant group. It s caused by Rickettsla prowazeki, varlety
prowazekd, and is transmitted from man to man by the body louss
The characteristic rash first makes its appearnce on the trmmk
mdhﬂlﬂlﬂﬂm,muaﬂybetwaunﬁ)ofuurﬂ:mdmthdnyl
Ofthedimso,sprmdjngmp[dlyavnrﬂnenﬁmbodywﬁhtheex
ception of the face, palms, and soles. The carly lesions are pink
fsh or bright red macules and maculopapules which light pressure
canses to fade etely Petochial elements soon overshadow
the tmitial lesions, number and intensity depending on the
soverity of the process. The rash may not appear in persons pre-
viotaly recetving entityphus vaccine, and if it does, it is wmally
of short duration.

Styder regards Brill's disease ar sporadio typlrms as a flare-up of
d‘-“fﬂlomo—bcmntyphmfm croyplngup{:mnlftm'thapd-
mary tnfection, ity occurrence In the Amertcas betng noted chiefly
In fomtgrants from Europeen aroas where classic typhmus is wont
{o occur The rash is ebsent tn many patients, the courss of the
hlfﬁcﬂunmﬂdmtmdthepmgnaumtolﬁcbctturthmlndanlo
louss-borne

as,

The similarity of the rash in Brill's diseass and endemio murine
typhus fever occurring espocially in Mexico and the sontheastern
part of the United States aronses suspicion that the two disorders
are ono and the tame. Although the outcome of the agglatine
ton and complement-fixation tests made with the sera of patients
With theso disenses Indicates thetr closs relationship to each other
";llmpmmltxthdrpheanmtlnthemnngmupwiﬁ:duﬂuty
P it Is necetsary far purpases of contro]l mezsures to distin.
Buish between them.

The reason for this necess! is that the transmitting agent 1
“mﬂﬂ‘ydlﬂ'ermtmﬂlutwugisardm The vector In most in-
stances of Brlls diseass is the human body louse and in the ma.
fority of eases of murine typhus fever the rat flea X. cheopls.
The rat flea b infected with rich from feeding on &
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rat which has been freshly infected with Rickettsla mooser, the
etiologic agent of murine typhus

‘The difficulty of {nstituting proper control measures agafnst the
anfmal reservoir and the transmitting agent is increased by the
crenmstanco that the human body louse occasionally replaces the
rat flea n carrying the infection from man to man. This may oc-
count for the confusion existing in Mexico some ago be-
tweﬁncl.nniclmuo-bomotyphusnndmuﬂneﬂeagzlntyphu

The rash in murine typhus nsually appears on the fourth or fifth
day and Is composed of pinkith macules and maculopapules that
first arlse on the trunk and then spread rapldly over the entire
body with the exception of the face, palms, and soles. A certain
similarity exists hetween the rash in murine typhus and that in
rat bite fever

The existence of cross-immunity has been demonstrated be-
tween classic typhus, Brill's disease, ond murine typhus  About
the sixth day of the infection agplutinins usually appesr In the
patient s serum which may be tested agninst Proteus OX 18 by
means of the Well Felix reaction A positive Weil-Felix test in-
dicates the presence of infection, especially when successive tests
show increasing titers. A nepative response, however does not

lude the existence of infection, b neutralizing antibodfes
may not appear in the blood oot relatively late in the course of
the disease.

The difficnltles encountered in obtaining an optimal antigen
density for usto in determining the mean titers of sera fn
the Weil-Felix test were recontly stressed by Schubert, Holde-
man, and Martin. They alo emphasize the need for standard
ization of materials and methods used for the routine sercloglo
diagnosis of rickettrial diseates.

The second group of rickettslal fevers associated with a rash s
the Rocky Moontsin spotteddfever group ‘These disorders are
varlously koown as Lone Star tick fever Tobla, and Sao Paulo
fever Colorado tick fever however m:g:ofha\ngacmnnm
hmmlkﬂngmgmt.hnotnmunbcruf grmpbelngmmd
by & virus characterized by the absenco of a rash. Rocky
Mountain spotted fever as {t occurs in the United States, s
caused by Rickettsfa rickettsii and carried from rodests to man
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by varlons ticks, the most common of which is Dermacentor
andersont,

The onset of the disease in pertons who have not beea vacd-
tated i sudden, with fover headache, and many other eches.
The rush consists at first of macules and papules of a violet red
color which 15 soom superseded by petechial elements es in classio
typhus fever The site of onset of the eruption and fts subsequent
however differ in the two disorders Whereas in
hos fever the is met with first in the exillas and on
frunk, from which it progresses to the extremities in a cen-
tdfugal manner in Rocky Mountain spotted fever it shows first
0u the wrists and anldes and then spreads in a centripetal fpshion
to the legs, arms, and chest. The skin s exquisitely tender
Gangrene and sloughing of the skin of the fingers, toes and
buttocks generally occurs in patients mccumbing to the dlscase.
A clinteal distinetion between various forms of spotted fevers,
41 they occrr in different comntries and under separats names, s
not pomibla. The eruption assoclated with Sao Paulo fever for
“T;E.V;B.mynmncmnmummtofpolymmphm elements, and
t times it may edhere clossly to the recognized pattern
of mactles and papales that we essociate with Rocky Mountain
fpotted fover This dificolty of differentiation is further en-
in cortain countries like Columbia, where Sao Panlo fever
daaiotyplm:fmmuﬂnetyphmfwﬁ and rat bite fever
occur comeomitently I recall seeing & fever patient n
Bollvts, in whom Vetntemflles had ty tn distingulsh-
ing clinieally between clarsio us, murine typhus, and a
spotted fover

The diagnosls of Rocky Mountatn ed fever is, as a rule,
tot difficalt tn patients living in reglons to be tnfested with
ticks, and in which the affection sppears efther sporadically or
endemlcally A diseass of uncommon occurrence, with which it
m'ybemnfumd,htumplmosh.

The complement-fixation test is moro sensitive than the agglu-
:}mﬁonte:tlndetocunganubodiulnnockynaunmmspomd
ever

There are two epidemlologteally different rickettsial dbsorders
ﬁi&tmﬂitnbﬂe{mﬁﬂdmﬂon,tmmgnumﬂfﬂammh
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typhus and rickettsialpox. The fist of these diseases is not
native to the Americas, but it may appear here as o result of
Importation by the Armed Forces returning from the Orient.
It i3 a chigger borne rickettslosls, in which the primary Jesion
rankes §ts appearance on the fifth day as a hard papule or eschar
Tt occurs chiefly In the nxilla and around the waist. The vesicle
which forms on the eschar soon ulcerates and becomes covered
with a bleck crust. This &5 followed by the appearance on the
trook of red macules and maculopapules on an inflamed skin,
often spreading to the arms and legs. The rash usually per

tlttxfurlevemldny:bcfuredjnxpea:mg
Rickettsialpox shows fiself at the site of & mite bite as a red

papule that soon becomes vesicnlated, nltimately dryving to form
2 black necrotic core.  Similar initial lestons appear ly on the
covered parts of the body the lesions at certain stages of the
disorder all vesiculated at the same time, a circum
stance separating pox from chicken poxr. Gresnberg
and his coworkers demonstrated that mice serve as a reservoir of
the causative organiym Rickettsia skarl. In ricketixialpox, thero
is a positive specific agglutination reaction, this being the onlv
one of the rickettsial fevers in which patients fafl to produce
agglutinins for Proteus stratns throughout the course of the
discass. Complement may be specifically fixed at certain

of the affection, but thete {a always some crossing with R
Mountsin spotted fover

Q fever is only ocastanally associated with a rash. The etio-
Iogic agent is Rickettsia burneti which in the United States is
carried to humans chiefly by the wood tick, Dermacentor ander
sonl, or by contumination with its feces. A rash consisting of
small pink macules, varying in mumber from a few to many
appoars on the chest, abdomen, and back in a very limited pum-
ber of cases the lesions paling on pressure. The dissase Iy moro
widespread than is gencrally belioved. The diagnosis is made
by the isolation of R. burneti or by the positive cutcors of the
complement fixation test.
Populaﬂyknownushmkfmbemmoftbommpdm
ind:nkgskenchfmhcamedbvmdmtxinqummmmdb
carried to man by the human body louse. The rash occasdonally
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mlmandm.ncubp:puluunthednﬁ, en, and back.

The cells infected with rickettsias become swollan, prolifecative,
tnd thrombotic es a result of rickettsial growth, and the pertvascn
lumﬁlumnmmu&po]ymmphmudw Ioakocytes, histio-
cytes, und lymphotd cells

The tirrua changes tn the Rocky Mowuntatn spotted-fever group
mdnubtyphugnkhuughlegwmdonlymlﬂethmam
dmlctyphm. It becomes evident from a careful study of the
matedal taken from the brain, kdneys, subcutenecus tissues,
mmdm,anddinofpaﬂanhmcambtngmﬂdmﬂxhlfm that
ﬁmbbodvmahofﬂ]ueorgnmmﬂulﬂouftha
paﬂmbg{cdnnguinthaaaﬂytmge:ufthndhmse. They are
the potnt of attack. The tissue alterations in thess organs of

peripheral system are those associated with focal inflammatory
reactions of the vessel wall, necrobiods, end perivascular infil-
trates of blood cells, histincytes, and plasma cells.

The treatment of chodee of the ricksttsial fevers Is with aureo-
mychn, chlormmphenicol, or terrumyctn. The combined wse of
pur-aminobenroic actd and an antibiotic in the treatment of the
Rndyhfomumtpottedfevargmrphmpmwdufcumidmthh
‘:;!lue.furltubelluvedﬁaupgm-ammObmmlcaddlnnmuddmﬁ

sctivity
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Bartonellosis

By
Frederdck R Schmidt

Tﬂxmhunfcphmofthadheaukchmnctaﬂmdby
constitutional symptoms of great severity  If the patient survives,
this phase it followed by the cruptive phaso called verruga

The eruption uwrually eppears toward the end aof the hemic
phase, although occasionally it i present throughout the entire
course of the diseass. Tho cutaneous lesions consist of papules
and nodules, the latter occurring both in and under the skin.
The primary element of the pap type of verruga, eccording
to Pedro Wedss is either petechial, vesicular or miliary
resembling the pinhead-sized, transparent elovations of miliarla
arystallina. A thny crust usaally covers the lesions masking to
same extent their color which ranges from yellowish-red to beight
red They are most constantly met with on the extensor surfaces
of tho legs, where they may be few or numerous discrete or
coalescent. Occedonally they appear on the mrucosa of the
mouth and nose s the finst elements of the eruption.

The histologle changes in the hemic phase of the dissase,
slthough rerely observed, consist at fint chiefly of hemorrhage
and thromboats of the blood vessels and es the infection persists,
proliferation of the granulaion tissue. The caumsative agent,
Bartonella bacilliformis, can be demonstrated in the swollen
endothelial cells of the smaller arterioles and capillaries of the
skin in patients with Oroya fever who show no sign of an erup-
ton.

In the tive phase, perasites are present in the endotheltom
of&zmﬁblwdeehddn:ghmfmmmmm
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{hﬁhmﬂcphme_andmmnﬂ around the vessels e v o f
them in perithelial colls and others g free tn the denmfs, T
pewly formed capillaries anestamize freely in the dermis exrco.
ing cach other in all directions but thelr lining endothwliny £
composed af only one layer of cells in contrast with the multil-
Layers formd in malignant hemangio-endothelioma. The aber.s
of mitotie figures further distingulshes & verruga from the Latter

Bartonella is cytophille. It invades the red blood cells fa 1)
hemic phase, in which it assumes & thin baclllary shape from 2
to 3 microms tn length, while in the eruptive phase, It hus il
various forms s coccold, baclllary and emorphic grannlar mizeasy
The organtrm iy gram neggtive and colors readlly with Clemay o
stain,

The nodules of the eruptive phase may be confusad w4,
multiple idiopathic hemorrhagle sarcoma, hemangio-end/dfaf,.
oma or bemmngio-pericytoma, multiple anglomas, and ey
greoulama,

The ton of the disease by such messures as fne g
thEDDTnndletv{ngandmﬂcmbdmnmwﬁ;:Z‘
materlally reduced its incidence. thnvhgw];wh%
mwlbcpmddlwmmﬂ!hnmmlllﬂy‘p“
!hanmholutndmlhmnmthorduwkcepmg,wp
Theiraatmentlnthehemluphawhpmc}ympyﬂm "
mfumdmamhmcountuodmtbempaﬂenhh.ywd
alarm to the untnitiated. Bloodmm'fusimnlmmgrwﬂu'

regeneration of red blood cells is xapid at {f,s é
febrlle period. mmofdnanﬂbmuadmplnr»hrm
lmlﬂdmdah’uy:ﬂmpmﬂlamntninedwuunﬂvwmy
Hal cells or on those lylng fres in the dermis. Lol
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Skin Diseases Caused by Arthropods

By
Frederick R Scbamidt

A hnfdis Lactrodectus mactans {s the chief member of
the black widow group of spiders respontible for most cases
oceurring from the sauthern part of the United States to Chile.
The sting mark is a minute flat, purplish spot with a white
arecla that either rapidly disappears or becomes red and swollen.
If venenation takes place on an extremity the skin distal to tho
hite sometimes acquires a marbleliko appearance snd gangrene
ensues, the resulting ulcer healing with an trregularly sheped and
ugly scar

Rosenberg, working in the clinic of Lals Prunes in Chile,
xbowedthatthemﬂrgblelikenppumnoeofthaddnhduem
arterloler spasm induced by the action of the necrotic factor
contained in the venom. He was able to prove this by the
prompt administration of large doses of oral nfeotinto acid and
by the application of diathermy to the polsaned area, five to 10
treatments of 20 to 30 minutes each nsually proving effective.
Intravenous injoctions of another type of vasodilator calehm
glucanate, aro often the only medication required in mild cases
not showing marbelixing of the skin.

Allen recently reported success in treating a patient who had
boeen severaly bitten by & hlack widow spider with & prepanation
of curare called tubocurarine (Abbott) The dose ';odin:
9m slowly intravenously Curare acls
poﬁgg%wbemthemdomdthoaﬁﬁmtnmmdbg
receiving tho vasospastio stimulus released at the site of the bite.
Scorplons, Scorplon vemom ncts ke spider venom, stimalat
mg(hatympalheﬁomrvmuty!tumtodbchargcepimphﬂmmtﬂ
434




thts being especially trup tn children in whom the ratio of the
qﬂlﬂﬁtyufvanmnmthadmuftbechﬂdhfugruterthnnin

A mugpested first nid g of scorplon It to
Phcﬂlpimeofienuwonuposibhngumxt arex of the
ﬁ Ice i then crushed and placed in water more ice

Acarids.  Mites feed on plants and are found in practically
overy habitat available to antmal lifs. Requiring & moist en-
vironment, in dry weather they will often atteck man in thelr
Quest for molsture They frequently live s commemals of

freeltving and

Mites produce dermatiths by tivading the skin, by brushing
Agatnst 1t, and by feeding on the blood of the host. The human
ftch mite i an exarple of the first typs, the ounlon mite of the
second, and any of the pathogenic ticks of the third or blood-

The abflity of mites to transmit systemic dissases overshadows
mdrmlamaﬂologluugmhinthnpmducﬂonofmﬁanmdh—
tase. Thly camry many of the rckettrlal feverss to man, and

gallinas 15 a vector of eastern equine encephalo.

virus,

Nﬂb—moddermahne:mfrequmtmpﬂmwuddngwm]
mite-infestad materials and therefore in thesa instances should be
regarded as ocenpational dermatoses. Tho mildness of the averagp
mite-cansed dermatitls accounts for the paucity ofmsuseenby
Phgoumndx species

of have never been studied.

Mﬂydmmmmfmmnmmfedmm.mw
tecea, and fmsect Larvie and ko schistosomes probably cemse
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wme instances of swimmers ftch that ocour so often on the
beaches of Cuba, Fiordda, and Urs y

Ret mite dermatitis. Thiy is cansad by a Megisthanic
mite the lesions consisting of vesicles, wheals urticovesicles, and
pepules wnally showing » tendency to group in ons ares, com-
monly around the ankle where scratching often leads to infection,

Feow! mite dermatitie. Cauted by Dermanytrus gallinae, this
eondition praduces sevious pests in chicksns and plgeans and i
carrded to man edther directly or by an intermediary host such ss
thntmiing It {5 met with on the neck, extremfties, and aronnd
the waist, efther a1 an ftching urticopepular eruptfon or as
erythema infectfosum, Perstons clenning out hen houses are
liable to develop pustular dermatitis whers the mite has firitated
the skin, and scratching leads to infection.

Rickettsialpox. This diseaso it caused by Rickettsia wkatl,
which is transmitted by @ member of the Dermanyisid mites, the
mouse mite,

Trombidiid mites, Thess and related species of mites causs &
large variety of itching eruptions characterized by mimite pap-
ules, papulovesicles pustules and wrticarial wheals Among
mmmmmfnrthcmpﬁommcm\y grain, copra, grocety,

s, mattresy and water itch,

Pyemaontes ventricosus. This mite lives chiefly as an eclo-
perasite on the larvee of the grain moth and the wheat jeintwonn
and also infests whoat and barley grain, straw seedy vegetables,
and plants. Workers haudling grain or cutting and baling straw
are llabls to become infested as well as those working in floun
mills or sleeping on fufested mattrestes, Infested straw weed for
bedding or in making strawboard s a common source of infests-
tion. The eruption s sccompanied by intense ftehing  Second-
ary infoction sometimes complicetes a condition that &5 nothing
more than a passing wnooyancs, sines the mites Temafn but &
short tims on the skin and do not have time to do much dsmage.

Lilinceons bulbe such as tulfp, onion, and garfio often becowe
infested with brififantly eolored Trombidiid mites Men herdling
these bulbs may develop a rash condsting of papules soon becom-
mgexcnﬂatedmdmveredwmtacrmtotha
of intense fiching  The symptoms ars produced by the mits and
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fis excretions coming fn comtact with tho skin. Similar mites
also canse cheess an ﬁgmﬂsdermnumuwaﬂmvmmlsm.the
huermdidunbdngmctvmhinhmdlminfvmﬂlnpodn
Thepmphyhd:lcmoﬂhonswmsectrcpaﬂmnmfaund
effective by Booth and Jones. They recommend diluting the
mpdlmhwﬂhwﬂmnndhnpmgmﬁngthndu%uﬂy
umufmpmdwntarnndnd:mgeufdmh!ngfo by the
lppllmﬁonofaxhxb}odumuaﬁedivehwmentlnmyux
perience.

Demodex folliculorum  This s the follicle mite which occa-
sionally produces the picturs of rosacea. It also causes diffuse
Iﬂg’mmutbmo{lhngcsmwummwhohahltunﬂydmthe{r
faces with creams fnstead of soap and water a condftion that
should not be confused with pigmentation dus to the use of
Vaseline. Agglomerations of thess parasites in the mefbomlan
glands occasionally {nduce dermatitls about the eyes.
Trombidiosls, This is caused by the species of Trombicalid
mites known as chiggers or red bugs in the United States and s
bchos colorados or usapucas in Argentina.  Infestatlon with
chigger larvas should be distinguished from dermatophfliass
that {3 camsed by the chigoe flea. Chigger larvae parasitize
terrestria] vertebrates including mam, particolaly after
ains in summer  The bite 1y usnally not felt, but ttching sets fo
3t ones, directing the attention of the victim to the sting mark
K“:L‘dlblmdrpotmonbwmntngnpapuhwﬂhnmm

Ticks or gemupatas. These mites bokmg to th
Mﬂumdmdnbatknﬂwnmhu.pm&b}yb;‘:iﬂ&:
oo lrge enough to be vistble to the naked eye. A fom
!hel!cxknnﬂda]n,mavcnomom. FPractically ol
e i et g w20 mnliphin i o e
mitted spparently being (o,

One might confectare from this
that tck boms
ﬁ‘?*ﬁtmhmMgmﬁdl .lf:;ﬂ;;!:
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ently not s0 however because the incidence of thete disordess fn
regions densely populated by ticks is often very Jow In Coba,
for exsple, Pardo-Castello found only & few reporis of what
he considered doubtful cases and in Central Amerfca 1 did not
encounter a single instance of rickettsis] fover
Spinose ear tick. This is a member of the Argasid family and
occnsionally invades the externsl ear canal, whers it produces
a very painful bite. Complications of 2 serious nature may set fn.
Dermacentor anderson or wood ek, This tick penetrates the
akin without being noticed by the victim in whom it provokes a
hard pupule. Thir and the dog tick are responsible for ocon
rlonal cases of ollergic reactions and even parlysis bestde
betng the vectors of the cansative agents of tularemia and Rocky
Mountain spotted fover The Lone Star tick transmits spotted
fover in Texas and Oklshoms. & closly related tick, Lsode
rictmus derives its name from the circumstence that the fully
engorged femsle looks lke the seed of a castor ofl plamt. It
sommetimes gets under the nefl, forming a mmall tumor

An wnmuosl manifestation of tick bites observed in Central
America 1s & red macule that grows in siza rather rapidly within
& fow days to cover & large portion of the body A senation of
buming is fntense  The lesion disappears by leaving o brown
pigmentation, the picture somewhat resembling erythems chronk
cum migrans.

A few applications of Bguid collodion or kerosene to the stin
mark made by a tick is generally suficient to suffocate the
A combination of DDT with pyrethriny or nicotine hes proved
effective in tick control.

Scables or serne, 'Ihhdbusemmulufrmnmfmﬁmwiﬂ!

ex of the gonusy Sarcoptes the genns Proroptes belng re-

‘gii’b!efonhi; goat, harse, and cattle sesb  Mites of snk
mﬁoﬂgbuewﬂymﬂ'ﬁndtommdogsdmﬁr:dgdhbpmiﬂtam
their masters in whom they ly prod L
and papules confined to the srens of contact and only infre-
quently urticarial papules similar to thote of prpular orticaris.
Three ties of infestation with mites of sntmal ocigin
serve to te them from thote due to the human mits, They
are first, that the victim starts to ftch on the day he comes in
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conteet with the anfmal, secand, that thers are very fow i
burrows: and third, that the mites leave thetr host when
does

58 %

animal contact is removed.

In human scables, on the other hand, itching
fwawmkurmafnﬂcwtnginfm‘taﬁnn,andﬁm

contrast with the Psoroptic mite, burrown into the skin. Borda
demonstrated that t requires generzlly from 15 to 20 days for
ths clinfcal signs of the disease to make their appearance. By
this time the patient has become hypemsensitive, so that the
majority of the are the resalt of en altered state of

not set

BE

hyperkeratotic crusts of o dirty gray color piled up in frregular
maxtes in the areas of predilection of scabies. At times the whols
boﬂthvuedwﬂhmlurmemblﬂn‘gémmllmdmmodmx
ttis with hordes of mites sovarming under the crusts. Atypleal
end extremely varighle forms of the disorder oftsn pose a diff-
calt problam tn dia,

Cachectic individusls fall an easy proy to lts raveges. This is
tttributed by many to & lowered resistnce brought on by a
deflclency or lack of dietary vitaminz, One might wonder
whether ‘the weakened condifion of the patient is the camse or
effect of the tremendoas infestation.

During a visit to Chile, I chserved a good mamy patients with
Norwegian scables. Is {t possible that the original scebistic
fnfestation had run wild over thelr emaclated bodies, not becauss
they wers not getting enough vitamins, but becanss they wery
unable to buy soapP At that time soap was too expensive for
mﬂnyﬂ:ﬂm:,mh:Centm!Amnﬂm,whuratheinddm@D;
mbludm:harplyduﬂngﬁ:or::{vmm.wbanthaw%g
ot be hung out n the sun, the nattve tog
;Ffmmtmwoodmhmtbupﬂpofnnnﬁvufmﬂmh
roan.
Pmmudxouldbemmdmthepmpumof
Preparation contatning benzvl benzoate ur wulfar &”dﬂlmgl:
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propristary preparations suck ar Kwell and Eurex are mere
efficient and less messy they are unavailable fn many parts of
Latin America.

INSECTS

The great majority of insect bites in the temperato rone wo
of & bemign character In the tropics, howover swarms of insects
not only inflict viclous bites but also act as intermediary hosts
and transmitters of serious disease Phlebotomns for examaple,
serving ay the intermediary host for Leldnnanix tropice and
hraxﬂlsnﬂsdm and Triztama, which i the etlologic agent of Chagas

It is often difficult to docide whether the preseating lesions are
due to the bitss or to tosins claborated by the insect fn some
distant foous presumptive evidencs in favor of one or the other
ltidfgbﬁequmdythednddmg factor  Various fectors that may
di the guestion are the localization and choracter of the
Issdons taken in conjuonction with the thms of thelr appesrance
following & history of o known bite.

Another example of this dificulty 15 the oocurrencs of papular
urticaris snd erythems multiformelike buollous exuptions assock
ated with fles bites. Hero wo have to rely on the same elinical
criteria to differentinte batwesn what is hypersensitivity and wist
is the divect effoct of the bits

The method of tedkan of pathogenlc micro-ergantsms by
insecty has been the subject of cxmxidmb!cmcamg, Tusocts
appurently convay parasites to a definitive host chisfly by fecsl
material and to 2 lexser degres by their proboact, feet, and body
batrs.  Vunni demonstrated that the fecal matarial of fiies con-
tainy trypancsomes emebas and other protozos living o the
posterior gut of the fly while bacterin aro found in the materisl

from the etophagus and antevior intestine, & drop of
thix yellowish fluld bsing spit up by the fiy and deposited fn it
flight.
%lmylmecﬂmvmonwm The natare of vencm and fts mods
of action are subjert to speculation. FPersony experfencing %
temio roactions to bes stings are also hypersensitive to bee, wa3p
and yellow facket stings, baving beon semitizad by previoss
stings. It has boen sugpested that this excesxive sensitivity 1
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due cither to protetn in the stinger or body of the bes or to
histemine contained in the venom. In either mstance, vascular
reactions are set in motion.

It is advisable to try to desensitize who have had at
least o moderutely severe sting of this becauss subsequent
stings are lable to induce reactions of greater Intensity or even
desth. Mueller end Hill recommend using “a mixed extract of
bee, paper wasp and yellow {acket, first doing en Intracutaneous
test with a 1 1,000 000 dilution of this material.  If the test {s
negative, treatment should be started with 01 co. of this dfin.
HMmdumﬁnuedntweeklytntawh,gmdmnymumgﬂm
concentration untll & dilution of 110 i mached, using 03 e,
Ufﬂ:hdﬂuﬂon,thuemhalrecmnmmdemﬂmﬂngmﬁm

The sharp ted nettling hatrs of they
hamrwmdmnpbonwﬂhmthalmn% are
nto tho blood streem when the skin 18 pricked T, B in)
thevammmmcbngmﬂd:mlm.%ﬁ:mmmuf
gfhmrdythﬁmtmmaﬂydwd@h% p the cases
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Bove bectles or picahuyes. These beetles are particularly
active in northern Central America o spring and summer after
heavy raint. Their body fluid contains a volatile substance
dosely related to canthsridin but differing from it in that jis
effect in one or two days after contact with the beee.
Beetles not be swatted on the skin because thix futd com-
ing in contact with the skin sasily provokes bullous dermatttis
For the same reason it is best to drain off the fluld from theso
blisters

According to Lehmann, Pipkin and Ressmann, the varjous
species of blister bugs found throughout the United States and
Canada actually contaln cantharidin and not a closely related oil
The cantharidin secreted by thess beetlos causes a veside ot
bulla to appear within a few hours.

Large bullas should be drained and then protected with an
occlusive dressing.  An antibiotic ointment may be applied.
Bedbugs or chinchas, Thesa bugy are known to hasbor the
organiems of leprosy relapsing fover tularemis, Chagas disease,
lefshmanlasis bubonic plagee and clasyic typhos fover Howe
ever human infection from this source has not been proved.
Triatoma, ’Ihhcunenowdbgii;fapuhﬂyimownuvmdmﬂ
n tina and barbeiro o It has a high vector po-
ten for it tranunits Chagas disease which is provalent in
Costa Riea

Fleas or pulgas. Fleas are t intermediary hosts of
the etiologio agants of bubonlc plagua and of endemic murine
typhus fever of Mexico and the sontheastern part of the United
States. The grouping of urticarial wheals with & central hemoar

rhagic spot is tvpleal of fles bites,
Fleas are regarded by Cantzares and Shatin, Allington and
Al and others as cansing the of instances of acute
urticarla, The proponents of bite etiology

theory of this disorder believe that the individual liypersensitivily
to arthropod antigens is especially widespread amongcbﬂdml-
However 1 recall the Vieaness children with papolar urticaris,
in whom Urbach demonstrated hypersensitivity to various foode.
The tests were carried out while the children wers in the hospital,
ond the outrome of many hndreds of seratch and inl
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tests led him to conclude that the disesse is doe
sonsitization gemenlly tofor?

Dermatophiliasts. This is en mfamumwnhmﬂ 5
ﬂumhuﬂyhmwnumnﬂﬁm,chigoe,mmmd.rmpp:;
trans, its occnrrence chiefly fn tropical comtries

Ing sores, and xince the feet are the commanest =
disorder huﬂmlmd:mnmymumgfd}nmméu
of the mgicnofpwplﬁwhoummﬂy%?'zra
groand 5 no means unusual, the <
severe. T )hZPﬁ:L._.;.‘_I

by niguas oceasionally

mkyfurthnmuodummmm&wbodydm';;:pmf
organiyms.  Out of & total of 31 instances of Ay e
Rh‘-twnwurewuedbyenmnmofﬂmmf% &(,ﬁ
on the feet, produced by niguas. Crrt e
Pedicutus capltis or plojo. ’I‘hhhmuhdmw

& preparation composed of 10 parts DDT bjm{
powdered tale on the patients hatr a ml’ﬁg, -
over the oyes to prevent frritation. bt&z;E;;
wtd:lﬂmtoothmbmthmmnledmfmmtﬂc-:e
another spplication of the powder i3 mads, & Y
Vinegar does not soften the oty

ults to tho hatr Tt has been mmﬁd&n&u&&m
substance 1s not dissotved after soaking to 3 10, B o
of ncetic acld for soveral days. RUthghcl:ucqfﬁxr;
Cuprux,apmpﬁumry:oluﬁonu{cappermﬁ! h’%t";
Pedicnlus corporhs.  This vector of | 2}
mmmghthttabcmﬂedtha%:“ql,m
dfpoﬂuiuegg:md}emd\auf\nﬂe%;»E

on the skin, A thorough bath end ampg, % o R
destroys the lice. zqz!’;’:{'t
Pedicalus publs or Isdllo, The e

lnhlfuhﬁomw{thmhhcawwl,”:f?
| 2 ad
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SKIN DISFASES CAUKD BY

Botfly larvae also invade the nasal fossae and external ear
whate they sometimes canse extensive destruction of bome.
Farmers have Jearnod to suffocato them by inserting & plag of
tobacco ar sweet basil into the ear

A blopsy in imect bites generally shows intense edema and &n
extemsive inflammatary reaction n the dermis over which the
epddermis may or may not show pseudoepitheliomatous hyper
plasia, sometimes confused with squamous cell carctnoma by

genenul paf and others. The inflltrate in the dermis ex

tends dovm tnto the subcutts and consists chiefly of eosinophil

lymphocytes, leakocytes, and a few plasma cells.
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The Cutaneous Helminthiases

By
Froderick B. Schmidt

PAmommwuamHvemunimnh,mbodiuofw-tu and fn
certafn crustacea, whence fully developed larvae emergo w1 &
source of frritation to swimmers. They are alw found in food,
drinking water and sofl, from which they are transmitted
directly or through the agency of arthropods to man and other
mammals The Oribatid mites and cettain Insects serve as inter
mediery hosts for tapeworms and roundworms

The damage dono to the akin by the invasion and emergence of
the parasite is quite understandahle. The occurrence, however
of cutaneons lexions in patients with helminthic diseass in arexs
far removed from the site of invadon and where there are no
worms requires another explanation.

Expertments demonstrate that certain toxic substances Hber
ated fn the intestines of patients with helminthio infection cause
reactions when absorbed. These toxins are probably freed after
the dissolution of the parasite.

The existence of a toxc liquid in the celomic cavity of Ascarls
lumbricoides serves as a specific example of toxic substances of
this type. The occurrence of urticariz and prurigo in patlents
with helminthic infection may therefore be presumed due to
these and other toxins assoclated with intestinal belminthic foc,
because it ix a noteworthy clinical observation that larval migra-
tions in ond ebout the gastrofntestinal tract habitnally provoke
exncerbations of itching,

Schistosomtasls is caused by trematode worms, the final lsrval
stages of which are known ay cercarlas. They causs swimmers
itch or cercarial dermatitis, a disorder of frequent occurrence on
the beaches and fn the fresh water streams and lakes of Canada

448
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wnd the United States. Cercarisl infocted marine snafls capable
ﬂf[mdudngdcrmﬂﬁﬂsinmnnn:enlwbeingfoundlnﬂmwm
wround Cubs and Hawall,

Cercarie live parasiticall o snafls from which they emerge
od swim ahout freely {n water where they are viahle for
oot more than 70 howrs thev can bo soen in clear water with
the wnaided eye. Fish swallow the cercarise and ere eaten by
hﬁd:h]whmedmpplngnhewmmhmhnnadtuﬁmwﬁer
When man 18 fnfested by corcarias, an itchy papule soon forms
at the sit of penetration, and during the next week or so the
V"tﬁmilphgmdwﬁhh!vu,ttdﬂng,andﬁghmmufthnddn
cansed by subcntaneows edems. Visceral mvolvement does ot
mbommuthowmﬂudlamnaﬁupanemﬂngthncpl-

The methods of ting schistosominels includo
the wwecﬂmf water mpp]mxm & tamination with fooes
m“mﬁmglhnmofthaparulteandﬁaormmvﬂufmuhby
oo from the vicinity of bathing beaches, The latter pro-
cedure i3 not exsy and Macy found that the application of
copper rulfate and freshly hydrated lime I smow form off
thore from the beaches was equally effective The chemicals ar
E‘ﬁdﬂbmxtbyapowupmnpmdwtﬂndmonthnbottamaf
bie where they are capshle of Killing mails for seversl
yearz, Mmyulmremnmmdswipmgthebodyvigomm}ywuh
andlnmndutnlyu.&arwtnm!ng Persons engaged in ocon-
Pations requiring wading in contaminated waters, as thosa
I1g &b n Puerto Rico and other islands of the West
wear rubber boots, for cercarise readil:
Y pams through
Urticarial sere glnbooeunhlparlomlnfedndwm;tym
waonmcthathnnmodm.upeda!}ytuﬂ.mwh‘
nfected fresh.wuter fish 15 saten raw
shﬂﬂmrelm:ather-mgummm—ofwumd,
lﬁemmdeubahmumﬂcmhmmgbg:fm
°=1>ablec:fpmduzlm_z,bnmmg:mlm:mn,;am,,,ﬁ,t,”numR
beppening to brosh sgainst them The velolla, which
o boat Boating on the furface of the wyr TS
lfmmofd)ﬂlma,llwmﬂidlhmpﬂjng od e
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Tapeworms are cwurled from anfmals to man by erthropods,
cutaneous cysticercosis being caused by Teenla sollam which
develops in both man and hog and finds itx definitive bost in
man. Involvement of the skin is manifested as small, skin colored
tumars called cysticerel that vary in stre from 8 mm. to 2 cm.
The histologic changes observed in material taken from s in-
fected person show the lined by a fbrous eapsule
and surrounded by a cellular infiltrate. There Is no petn assoct-
ated with thess cystlike structures, and it Is fmpossible to tell
them from other swellings of similar sppearance.

Ascariasis {5 very common In tropical countries. It is cansed
by Ascars lumbricoides which {s a large intestinal nematode
that quite tly provokes urticarial and papalar eruptions
in adults and as clinical evidence of cutaneous sentitizs-
tion to the taxins of the parasit inhabiting the gastrolntestingl
tract. Nedther does Trichuris trichiura direcily causs cutaneons
lesions, but since it is coektenstva in distribution with Ascaris
lumbricoldes and is found with Ascaris in contaminated water
and food, it is highly probable that some of these eruptions are
caused by senstization to its toxins,

The pin worm, Enterobitus vermicularis, is the causative t
of axyurissis, a disorder in which the female worm incites
nocturnal pruritus a3 it wanders oat of the anos end nips the skin
tn its quest for food. Pyodczmaofﬁmpedam]reglanﬁ’ﬂq"@ny
occurs as mute evidence of seratching  Kelly snd Scott examined
200 Negro children in the Washington area and found seven
pasttive for Ascarls and four for Enterobins. Thelr survey dis
closed a lower incidence of pinworm infoction in Negro children
than in white children, 2 discrepancy which the authors believe it
doe to various factors. Among thess are improved sanitation
facilities tn the area and the fact that their survey included many
children who were hospitalized end tharef: bjected to routine
cleansing procodures, whersas children in other surveys were
from summer camps and day nurseries,

Creeplng eraption or larva migrans is caussd by Ancylostoms
braxiliense and A. cantrom, sithongh the maggotx of bot and
wrarble fies s well as other lervao may produce & similar conds-
tion by burrowing under the ikin The skin of the feet ond
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hands of children are most commonly penetrated, probably be-
came children ke to play in sand boxes and on beaches where
the sand #s damp Two types of dermatitis may result fram this
invesion. In ane, the larva penetrates the skin and abont four
later it starts to creep under the horny layer at the rate of
& tew millimeters o day building a raised and twisted e com-
posed of papules and vesicles. Ttching is interse and scratching
cften leads to infoction. Ths other type is mantfested as groups
of papules and vesicles at the site of mvasion, this form occur
Hng particularly n A. cantnum infestations and bearing a close
resemblancs to d {tch.
Allerglc estations in the hmgs and areax of the skin far
removed from the site of infestation have been reported in several
lustances of creeping eruption.
The we of solid carbon dioxide, ethyl chloride spray or
vunocauterization is good treatment for this disorder The
two methods are effective if a small area of the skin is frozen
ahead of the advancing end of the burrow  Ths effecttve larva
cidal action of varlous antibiotics and of bexylresorcinol fn vitro
and in intestinal fufestations s not duplicated in cutaneous in.
festations, probably becawse the drug can not reach the skin in
sufficient concentration to kill the parasite.
Uncinarial dermatitls is cansed by one or more species of
slender nematodes. Also known a3 strongylaids, the two species
N’pon:ﬂ:!ufmthudlmduquncy}mtumnduodmahnﬂ
Necator americanus. The larva gemenlly penetrates the foot in
blrufmtedpam;whmaittnldntunmmo{m
vesicles, and blisters that frequently become complicated g
Nﬂ\:\lﬂhaxd}ymphanglt{l. Intense ftching setx in at once, This
mﬂehhumaﬂythnmlﬁdmgebfgmmlhed

Trichinella spiralis fs the cause of trichinosts, both lervas

ldu}twormxreo&:!ngthnddnbyvm:mm nem.;:
ﬂlgﬂnfthedlmmhocm:mnnﬂymrhdbygbﬂght 1
Papular msh on the tronk and extremities, Later i

m!g!'nﬂo:i]oflhnhmn,nnedmnofthoinmmh' the
droand the eyes, to the patient a mongolisn pecially
Urﬁarh!whal:amgz:‘rdmacbmd_ “Ppearance.
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Di e f in trichinosis are a relatively low erythro-
cytusedhnunmﬁmmla,pa:tludmb'mmuichlnmb,md:
high eosinophil count.

The diagnosis is further facllitated by resorting to specifio
tmmunologic testr. A positive intradermal reaction made with
0.1 cc. of antigen derived from laboratory infested rats in o dilo
tion of 1 7000 takes place frmmediately and reaches a maxtmum fn
about 10 minutes. Precipitin tests are dlagnostic, using antigen
dilutions of 1 100 to 1 1500

The possibility that trichinells ix at least ona of the precipltatin,
foctors in the production of perfarteritis nodosa was s
toChanaxmdmebythcﬁndjng:In g Chilean woman
We made & dia no:i’o:uunthe
of the skin lestons wbjc-hwmhtaumﬂrmedbybiopsv
A procipftation test for trichinosis was positive in a dilution of
11280 a not infrequent tn Chile where the inddenco of
trichinosis fs high. A revaluation of the history showed that the
patient hed had an attack of iltness highly suggestive of trichinoais
just bofors she entered the hospial.

TREATMENT OF CERTAIN HELMINTHIASES

Schistasomissis {3 most effectively treated with intravencus io-
foctions of tartar emetic, but other trivalent antimony comnpounds
such as Fuadin and Repodral are preferred because thoy are less
toxic. Both drugy are administered intramuscularly tbedosafm’
adults being 3.5 ce. of the 6.3 per cent solution (1 co~85 my 'il.rﬂ
trivalent antimony) the first day and 5.0 cc. the second and
days, 5 ce. are then imjected every other day until 12 tol5 tufections
have been given. Higher dosapo is sdvocated by some authoes.
An aceurste chock should be kept on the urinary cutput.

It is by no means oncommon for patients to havo a relapse
sfter two or three manths, in which cose they should submit to
another leta rerles of infections of oither Fuadin or Repodral,

m?eggxmrﬁﬂbdngpﬂmd,o;dhﬂmltympmm

Mirecd! D has recently been introduced ay 2 useful remedy in
schistosomiasis it has the advantage of being effective when given
by mouth.
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Asearladis i3 effectively troated only when the infection i
entirely fntestinal, as it is not possihle to destroy the larvae which
have migrated bayond the intestinal mucosa.

The best therapeutic agent i papain, a crystalline proteclytio
enzyme decved from the latex of the papaw Papain digests
the keratogenous cuticle of Ascarls and thus allows the trtestinal
mzy'md;;dpmntnmﬁnddlgeﬂthawmn. Stuce the eggs are
not 1t is advisable to the treatment in
mumhygpm Tepeat

Ihavomedtwopmducu containing papain, Nematockd-Om
and Velardon, they have the great advantage of betng nontoxdc.

An effective and lees costly Temedy is the ofl of chenopodtum,
the dosage, however must be carefully controlled becauss of
the drugs extreme torldity It i contraindicated in pregnancy
acute infectious disesses, severs circulatory disturbances, and
dh;g;mmmmmmmucmm It is used
.

il & yours of o> drope

8
10
1z

BEkSooaa

14
16
18

Adunlts should take 24 drops. Castor ofl is given two hours
after the drug, ff thorough purgation is not obtatned, the castor
ted.

escariaris has been disappointin
The recent report by Brown on the use of i the
treatment of 51 Ascuris-infected children s encouraging  Thess
en were a syrup containing

of their worms as a result of a single course of treatment, This

i1 a cure rute of 90 per cent.
'l'hcmhnotpeclﬁou-mbneutfufcytum Surgical ex

Ciﬂonhbdlm:edforcy:uwhhﬂ:mmnﬂngpfmrymm
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Tapewnrms are best eliminated from the Intestingl tract by the
use of the oleoresin of aspidtum (male fern) tn doses not to ex
ceed 80 The patlent s put to bed and glven castor ofl,
cntbefcﬁm morning, a cup of black coffee with sugar fs
aflowed one bour before g the oleoresin of aspidium
The adult tapsworms are the easlest to destroy It Is often
necessary to pass @ duodenal tube through which a little chloro-
form i1 Infected, five minutes later castor ofl and the oleoresin
mc:jp(dlumamm This form of therapy is not recom-

ed in patients with hepatic or renal dissase it is contra
indlcated in pregnancy

A cure in oxyuriasis can not be obtuined unless the patient
wcpaatamobscrﬂnggrutdmﬂnmmprmtnum!n&on
The obfective of treatment i3 to eliminate the young worms from
the small Intestine and the sexually mature worms from the
colon.

In order to prevent autoinfection which takes place especially
at night, the patient fs fustructed to wear a pair of tight fitting
swim trunks. Thiswﬂlg;vmtthaﬂngmfxmnbmmingcon—
taminatod with egps w female worm depasits on the
skin of the anal reglon as its leaves the anns in quest of food,
inclting intanse ftching in this area. The swim trunks must be
bofled daily The skin of this ares should be lightly smesred
with ofntment of ammoniated mercury US.P to deter the worms
activity The hands and fingernails should be thoroughly
scrubbed with hot water and soap before ench meal

According to reports in the literature the oral administration of
a datly dose of oxytetracyelive for seven days is 100 per cent
carative In pin worm infection

During treatment, patients should abstain from eating carbo-
hydrates and ruffage-producing foods, since pin worms thrive on
thoso articles of diet.

Generalized 1 best treated by tetrachlor
ethylene given B mnch. Thorough purgs-
ﬁoni:nocusur}‘) this druy,

There is no uhgwugh ACTH

has been re-
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In very exrly cases, the use of drastic purgatives and gastrio
havage will sometimes hinder the worms from penectrating the
intestinal wall. This procedure s useful, however only in cases
in which the patient secks medical advice {mmediately after
baving eaten contaminated meat Once the trichinse have
become fastaned to the Intestinal mucosa, medication is generally

A fow drinks of hard Hquor without much water are populurdy
belioved to lighten the severity of the attack (vasodilator and
antitpermodio)

BEFERENCE
Bagwx, H. W The of Ascaris Lumbricoldos tnfs with piper
wine. Inter M. Diget, 66 43, 1965

(End of Dr Nevermann s coniribution.)

The flariform worms are nematodes of which the progeny are
motile larvae named microfllarias. They must escape from the
sin tlmfaedtngufnhluodmckl.:fgtammtmurdarm
complets life cycle in the tosect, which they are
cartied to another host.

of the mbcutanecus tisyues.  Although the disesse is not in-
digenous to the Americas, physicians should think of it in mis-
sionaries and other pemvons returning from long residences in
endemio areas such a3 certain parts of Africa,

American onchocerciasis is caused by fnvaston of the skin and
other parts of the body by Microfilariz or Onchocerca cauentiens
whkhhumsmlﬂedmmanbymnlb\ﬁunfthegmm
Stmmulium. Thesa are popalarly known as fites and abound
tn the forests of Mexico, Guatemala, and Veneznels.

The onchocercomn Is o sub noduls resembling a
cyst or lipoma and is the most common sign of the disease. Tt
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is bard and pot sdherent to the undelyig tiswues, jts chief
location being the scalp, where it may perforais the cranial
bones. In the beginning there is ereble edema of & livid
green color around these cystlike formations, which later be-
come hard and glosty as the disorder into the chronfe
mgawah}cbtbothnappeanwﬂnﬂecr:zrpl ted. Var
ous hypersensitive manifestations such as and veslcn-

dermatitis accompanied by intense itching may ap-
pear during the acute phase of the diseass.

Since onchocercomas are frequently surrounded by a wids zone
of sharply demarcated reduess and swelling resembling classic

and becawse it sffects the population of the Pacific
coastal regions of Mexico and Guatemals, the term coastal ery
sipelas 15 used for what is regarded by many s a variaat of the
disense and by some as an acate complication. Although gener
ally belleved to be duo to adult flarise ar thefr toxins, recent
studies have demanstrated the pressnce of streptococcd in many
of these patients. The eyes are affected in over 80 per cent of pa-
tients with onchocerciasis, snd blind results only too fre-
quently

Dractmenliags s & discase in which Guinea worm larvse mi-
grate fram the fntestine to the skin and then outside. The Infec-
tian was abundantly mtroduced by Negro slaves tto the Guyanas
Brazil, and the Caribbean area. for the porsibllity of lso-
lated cases in aress remote from facilities, the disorder
hes probably disd out fo the Americas bacause the eliminatian of
stagoant waters has destroyed the breeding places of Cyclops,
the intermediary host of the Gninea worm.

Filarisl elephantinds, of which the etologlo agent i Wucher
erla or Microfilarin bancrafti, Is characterived by enormous swel-
Ings of the legs and genitalls. Chronto urticariz has been found
amociated with this mitcroflariasds.  The disorder & fatdy eom-
mon along the northem cosstsl aress of South Americe nd
throughont the West Indles with & few endemic areas existing
tn Central Amesica. e s sbow

Elephantiasts {s by no means y¥ present fu patien
mgwmmnhnédﬁmmobboimﬂn to Lieske. This
Investigatar aleo found that Culex fatigans fs the domivant spe-
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cles of mosquito fn the Puerto Limon ares and that this mosquito
plays am tmpaortant role tn the transmission of flariesis.

Filarial elephantiasis must be distinguished from a similar
rwelling of the legs cansed by the entrancs of the streptococcus
through openings in the skin resulting from fungoas infections or
other primary infuries. Repeated attacks of acute lymphangitis
resnlting from such infections induce thickening of the skin end
swelling of the leg in » great many persona living in the troples.

The positive dingnosis is made on finding the parasits in blood
fmeans token at night, although the paradie i often found in
fmears taken in the daytime. This {s in contrast with Filariadls loa
fn which smears are only positive tn blood taken in the daytime.

TREATMENT OF THE MICROFILARIASES

Hetrazan (disthylearbamezine) has to & great extent replaced
ﬂlrgimlexﬁrpatiunofdnunnhmmmn.althoughmrmoto
localities excixion ts still widsly practised. Excidon, however 1s
ot curative, becauss the patient is & reservolr of micrafilarise
thhmﬂmmmfedhm:pud!ngthomfedionmm
through the agency of imsscts.

In ouchocerclads, Hetrazan should be by mouth in dozes
of 2 to 3 mg per kilogram of body weight three times daily for
two repeating the treatment six months later if
In other types of microfilarasis, a dafly dosage of 3 mg. per kilo-
gram for three or four weeks is urually adoguate.

Suramin, e highty complex carbamide compound, is better tham
Hetrazan tn tnfections with Onchocerca volvulus, the spectes re-
sponsible for African onchocerciasis  Shnce most autharites ro-
gard Onchocerea volvulus and Onchocerca caucutlens as stmilar
specles, Buramin was tried in the Americes where it proved in-
effective. Suramin fs considersd superior to Hetrazan because it

mlerofilarias. Because of this, severe Teactions ocear less
often than after the nse of Hetrazan, which causes rapid destroc
Hom of large mmmbers of

Persons with eostnophilia and intestinal symptoms of flarial in-
festation often do not respond satisfactorily to Hetrazan, They
feel greatly tmproved and gain welght, nevertheloss, microflarian
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in the blood smear In thess persony, one should search
or the existence of associated parasites, Echer Lovshin, and
Reich showed that this often oceurs tn South Ameriea in coexist
ent intestinal nfeststion with Acanthochellonema perstans and
Mansonella ozxardi.
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Odds and Ends of Dermatology

By
Froderick R, Sclmidt

Amﬂhmnn(Tnmorlﬂmetn:hofPo{h) The exact noso-
loghe posttion of this condttion {s not clsar 1t begins with reddish
spots on exposed parts, particularly the face and hands, the Jesions
3000 becoming ratsed and crusted, ultimately healing with lght
scxrring.  They are definitely worse in summer Rearoning from
the absence of lymnndtheﬁght-emmﬂuucndh-
f:ﬂmﬂ.uncrfthemw conclodes that the condition i
ll:ﬂtmﬂnﬁmdmmmglufuﬂmddvdopnmt
in the form of these tumorliks keratores or acanthomas  He also
strenzes the need for distingulshing it from lupus erythematorus,

REFERENCE
¥ o discneim of cate of Captatn New W AL, and Conmander
Horton, 8, H.:  Multiplo scanthorse. Arch. Dermet. & Syph., 531475, 1053,

Acne vulgaris, The successful treatment of acne requires the
we of remedies carefully chosen from & large number of thera-
peutlo agents. If ever there it need for individualization in medi-
cal treatment, it #s here. A fudiclons use of some or all of the fol
lowing remedies is recommended

L Afew to fractional deses of x rays are most he
in lessontn eﬁ‘mﬁmﬂmd&uﬂghnds. T{:sﬂmuldbo one
at once and at frequent intervals in order to gain the confidence of
the patient. As 1 Jook back upon my experlence with aemo po-
tents who did not have at Jeast a fow x-ry treatments, I am con-
Vvioced that to them I was fust enother doctor who gave them pills

457
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and loticns and told them not to eat chocolate, Few of them re
turned a second time

P.Entmicma).edmlhﬁmlmnybegivenmdmoioﬁmui
dafly starting two weeks after the menstrual In
patients estrogen i1 also helpful in curbing the activity of the
scbaceous gland. My experiences with progesterons have pot
been favorable. The use of anterior pituitrin axtract in conjunc
tion with drainage of the cysts is indicated in cystic acne.

3 Orully administered vitamin A in daily doses of 100 000 units
is good adjuvant treatment for comedones

4. Anemia, %0 often smociated with acoe in young subjects,
should be combated with large doses of ferrous sulfate. Likewise,
patients with low basal metabolirm should be given thyrold ex
tract.

5 Existent focf of infection should be eliminotod. Treatment
with 2 gm. dafly of sulfadiazine for two weeks often does wonders
in the pustular
8. Control of coexistent ssborrheie devmatitis of the sealp with
Selsun or resorcinol monoacetate is exsential.

7 Excessive exposurs to nnlight or the ultraviolet lamp should
be avoided, as it iy common knowledge in the northern parts of
the United States that the fncfdence of patients with fresh attacks
or exacerbetions of acne rises in August and September after the
customary emmosl vecation.

8. The physician should constantly assure the patients of Wit
mate cure. At the same time, ho should at least attempt to
straighten out the patients mental conflicts and extricate him
from sy maritel or social “trapa.”

9 Contsct with Diesel off, and other petrolewm prod-
uctlthouldbewmfi:”"vorkmwitboﬂymbakylhnwbmeﬁ
posed to these mbstances froquently develop acne or folliculitis.

10 Dally intramusenlar injections of 1 ce. of placental extrsct
are aften beneficial. It i1 my experience that if improvement fails
to set In after 12 tnfections further treatment is uselens.

11 Restriction of milk intake is probably the most important
single distary prescription.

f‘;..aT mglapphmﬁonubmldbcprumbcd. It is advissble
mwub‘:g:fmtwimddlywid:undduhmdnﬂmcdoﬂdﬁﬂ'
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geat, avoiding vigurous rubbing with a washdoth or complexion
brush. A sulfur preparation may then be applied.

13. Skin planing with the high speed rotary technique has come
into vogue for the removal of acne scars This procedmre may be
caried out fn the physicians office, the patient returning to the
office daily to have the dressings changed. Heatless stane grinders

chrondca atrophicans (ACA) An unususl fea
tare of this disease is the occational fnitial fnvolvement of only
one extremity with subsequent of other extremitios.
Cases begtming with onflateral vol ent should be distin-
quithed from a closely related dermatosis deeribed by Pasini
under the name of idiopathic atrophoderma, in which kelotd for
mation sometimes takes place in the atrophio areas and at other
Hmes scleroderma supervenes. Imterne ftching s occaslonally
Present in both ACA and idiopathio atrophoderma,

The cause of ACA {1 not clear It is dificult to asome an fn-
herlted weakness of the elastic Sbers as the cansative factor in
view of the evidence showing that the elastic fibers in unaffected
treat are not destroyed unt] the dissase is well advanced.

Why 14 the elastio tixsue destroyed only in areas tnvaded by the
infllirate? In my opinion the answer lies in the epldemialoplc

and histoanatemio features of the disorder

Ithmlungbeant}nmghtﬂmtmmtcamaﬂgtmtnmﬂnv
momntaing of France and in the hilly regions of
and Poland. doctor seetng how the inhabitints of the rumal
districts of theeo Jands wash their clothes and trndge around bare-
footed tn all kinds of inclement weather can not fail to think about
medﬂvebpzmtufumtnrhemnaﬂofmandoﬂxm “collagen

" resulting from exp to cold and chilling, Thers is
plenty of “theumatism” among thess peop hﬁmmm
pathopenetio concept of arterlolar spasm induced by
Tany cnses of acute rhenmatic fever khbglmlmnrpcet.dmi.
hl'p'edpitnﬁng factor {n disord g stmiler histo

changres.
The pathologic changes in ACA present this stmflarity In
histologic sectlions of early lesions, one sees dilated blood ves-
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sels with endothelial profiferation and peripheral xones of in-
fammatory infiftration. In addition, the entire dermis shows
scattered areas of lymphocytic tnfiltrates und interstitial sdema.
In more advanced lesions, thers are also atrophy of the collage-
nous bundles and disintegration of the elastio fbers.  Along with
ultimats fbrosiy, these are features commonly met with tn most
“collagen diseases.”

The course of events in ACA thus parallels that cbserved in the
“collagen diseases,” snd the symptoms of the disorder likeveise find
their explanation in the chain of pathologic tissue changes in-
duced iitially by srteriolar spasm and secondarily by degevern-
tion of the collagen. According to théx concept, the entire process
is fnitiated by vascuolar renctionsy.

Thir theory of ctiology and pathagenetis is strengthened by the
occurrence of the diseass fn tempersts yones af the Amevicas
wiiere many people go bare-footed and are often exposed to chill
ing, snd by the rarity of the diseass in warmer climates whero
tho inhabitants also go bare-footed but do ot ruffer from the cold.

lestons of varying size and shape occurring mainly on the dorsa
of the feet, the antarior nurfaces of the legy, the dorsa of the fingers
and wrists and the thenar eminences Thelabmmm
and trangparent. There ars no subjective syniptoms
logic changes are suggestive of & nevoid anomaly with involve-
ment of the collsgen and elastic fbers
E: tion of the phot pt fmctaded fn the seticle by
Costs, saggests & dermatosts of similar appearsnes, numely licben
comens bypertrophicus.  This much neglected condition slso
show an ocresform distribution of hamy yellowish, hyperkers-
totic elememts which, in two patients whom I had under observe-
tion, wwere limited to the ankles and dovss of the fect. The patho-
logic changes resembled those in Costas patients, partionladly £
ons eomcedes that fbrosis and sclerosis of the dermal connective
trus s occurred o my potlents are natural conequences of
the degeneration of collagen.
It 1s ruggested that acrok lastofdosts of Costa
su tndividuslistic response 1o scratching and therefore

presont
belongs in
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the group of ocreaform disorders occurring a3 & secondary dis-
cuse following scratching or nonspecific dermatitis.  Further ob-
servation will probably determine its exact nosologio position

REFERENCE
Com, 0 C.  Acrokeratoslsstoidosls.  Arch, Derwat, & Syph., 70:388, 1054

Allergy Thers are four dermatoses in which hypersensitivity
i n proved causative factor namely acute cholinergie urticaria,
erythematons toxlc eruption, certain like dermatoses, and
contact sensitiration dermatitls. As to constitntes the hy
persensitivity factar there exists & sad lack of unanfmity smeng
Iﬂﬂg‘hﬁ. The evidence in support of ingested food and inhal
ety a3 allergenlo agents of disease is fnconclost
My own expertence with Urbach s Propeptones, di and
desentitization therapy wes sadly dilnppdnﬂngmmdh_
appointing has been my expertence with the antihistaminics, The
Twing at present, as far as the internal came of hypersensittvity 1
wncuned,hmwnrdhﬂwﬁun,pcrﬂaﬂaﬂyuﬂhudnmﬂctypom_
volving matnly the teeth and tonsils.

Duggan contends that the basic reaction of allergy is & reaction
dﬂnpmﬁu—nlarteﬂolu,mgudlwuﬂhnmhn-ucfm,aﬂﬂ
%y-;e.d]m mdimmlybeufaphyﬂmlmmmﬂgm.mﬁbody

Alopecla areats. Some 20 years ago, several French derma
Wﬁdmmdmmm’“ﬂ@
hair of patients wil
s o e e with which opect e They
sociated with disorders tn which the autonomic nervous sy
i3 favolved, as exophthalmic gofter gastdo uleer and $y3tem
Pdummdlmmmommdndunmtbemﬂmd
patients with alopecia areats, in whom emotiona]
quently the precipitating factor in provoking eptsodes of
fpasm, ForthhrmmArmld’:mmnmtwiu]Mdn’:m'
optimistic reassurance {s still tho best of
areatn,

h’n!memfmw

Amnular constrictions of the extremities. In 4q4

mular bands oecarring o the Htde toe and little fyge mfgh"*
um
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(xe0 p. 367) thero are a number of other conditions assocated
with constrictions of this typa. Rings of sclesotic Houe are oc
casionally found encircling one or more toes of newbom infants.
This congenital anomaly differs from ainhum M that plastic
surgery gives good results whereas in ainhum the end resalt &
spontanaous amputation, surgery being of no avall. Injuries such
as encircling lacerations as well as burny and frosthite sometimes
heal with annular scars  Finally diseases such as leprosy sclero-
derma, and syringomyelia should not be overlooked in this con-

nection.

Calelfylng epithelioma (Malherbe) In three unpublished
cases of Jeramfllo of Santiagn, Chils which I ohserved sod of
which I still rotain the histalogic sections, the lesions consisted of
hard, relatively deep-seated tamons, each sbout the siza of 2 Jarge
marble. One of thess littls tamors was situated on the farehesd
and the other two on the arms above the elbow Al thres p2
tents were females the everage age of the Jeslons sas 15 months
Ulceration did not occur In any of the lesions, as reported re-
cently by Castigliano and Rominger- the absence of ulceration in
Jaramillo s pattents was probably due to the clreumstance that
the tumors n his patients wers of relatively small stre end ro-
cent appesrance If Jaramillo had not becomo aware of these
littls growths while studying with Darler and had not been such
a keen diagnostician, the tumors would probebly have been disg-
nosed ax calcified eysty and allowed to grow In stre unti] nleere-
tion occwrred. There was no evidence of malignant neoplasia in

the histologfc sections
REFERENCE

" 535G md N C.]  Beoign calfylng cpitholions of E#
s, Arch, Derest. & Syph, 70500, 1954,

o

[o}

Chondrodermatitts podularis chronfca helicis, Paticnts with
nodular growth of the esr often give a history of frosthits,
mmwmpwtdmthohbodmd supply of the
affected ares are sufficlently impaired by the frostbite to Interfers
with normal repair of both the soft tissue and cartllage. ’Ibom;‘“]i
terference with the blood supply is expressed clinically by &
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uleer which i3 always found imderneath the crusted or hyperkera
totic surface of the noduls. Becauss of poar vescularization, the
e of x-ray radium, or carbon dioxide movw i1 contraindicated.
The best results ars obtained with plastio surgery
Congenital ichthyosiform erythroderma and ichthyosis. A 16-
your old white boy entered the hospital in July 1854, complaining
of inability to work becauss of the condition of his hands and fest,
He stated that “he was born with & red skin” and that his brother
hdﬁ;dmﬂnmndhjan.
most ting tam was the thickened and
ﬁ”muilhnmpahmm m The feet gave off a fetid
odor Tha original description of congenital ichthyosiform eryth-
Todorma by Brocq as quoted by Shelloy and Crissey fitted the
fppearance of the and soles exactly “The hyperkeratotic
Drocess may affect the palms of the hands, and the of the feet
to such a degree that {t constitutes there an enormous mass of
commtfied material with o yellowish appearance, almost villous,
neatly ember coloured, rocalling the most developed arsentesl

Ancther feature emphastred by Broeg and observed in this pa
lkﬂlwuﬂwmndmunufthehymﬂl.whmhmardmdand
tended to grow crooked. The patent stated that his hair and
valls grew very fast.

It wvas decided to treat the patient with dafly Intramuscalar in-
fectiona of 100 micrograms of vitamin Bua. Foot baths of a weak
solution of potasstum parmenganate were ordered to reduce the
fetid odor  Although the patioat soon began to feel stronger
mmmmdamgemihomhnmpictmunﬂlnﬁm’ﬂm
twentisth tnjection, when an eppreciabls softening of the cara-
Wmmdmhmﬁwm}mﬁm
skin of the affected parts was ly softer and the patient
W‘;Rbhmﬁumdutmdthahmdawlthrehuvnm

y March 15 1855, the ﬂeﬂthud!oﬁagu:dmn: toro-
S;‘drdlufthahomymnuuguthepnhmudw ane:!y.:we]l

hE:Jnhll] employed. Except for two periods of one week
each, in)ec{iom]imvebeenglvmwﬂhmtmtﬂmpdon.

The patient s brother has not been able to have the injections
of vitamin By, and his condition has ined unchanged
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Applylng this same form of therapy to patients with fch
mgm%ﬂhhmndlﬁonwmswlzdw%‘ikwmmm
the patient with congealtal tchthyosiform erythroderma began to
show tmprovement. The sama dosage Is betng employed in thess
patients and considerable softening of the skin of the affected
parts has occurred.  Here, too the softening did pot occur until
after the twentleth to twenty fifth tnjection.

REFERENCE
Bmocg, J L., in Ssviixy W B, end Comvwy § T Chesics dn Cliwicel Derme-
tology SpongBeld, [Minods, Charles C Thomat, 1963, p, 816

Darler s disease (Keratosis Follicularis) The youngest petleat
with this disorder encountered in my practice was seven vears
old, and the oldest was 46, Both wers males, the lestons appear
ing in the boy during the first year of life while the man first no-
ticed the eruption when ho was 30 years old There was Do
familial or heveditary factor in sither case. Both patients showed
characteristic clinical and histologic changes  If we classify Dar
landbmeuagenodmnutmi:.lhhtuomunmintbemﬂ
must be regarded as a hamartoma.

0 doses of vitarin A In the form of butter and capsules of
fish oil were givem to thess patients.  Althongh the msn
improvement ouly at first, the boy fatled to respond at all, In fact,
at the time of his last visit, he was conxiderably worse than ever
Since then he was given g serfes of treatments with grens-ray
with indifferent results, & treatment which he undartook agalast
my wdvios to abstain from all kinds of radiation therapy Inclnd-
tng helintherapy

Darfer s disease should be distinguished from

1. Familial henign chronic pemphigus

2 Epidermodysplasia verruciformis. A 16 year old boy a
present in the San Juan do Dics hospital, shows &ll the features of
this direass, but one  Ho has not as yet developed either bash-
cell epithelioma or squamous-call carcicome. He has an extensivo
exuption of flat-topped, dirty yellow discrete and confloent hyper
kzmtoﬁchdmumcmblingvmumphmdﬂaﬂvﬂﬂm’m
hands, forearms, cheeks, chest, ankes, and lower third of the Jog*
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Thero iy kerstoderma patmarls. He is mentally deficient, gives
» confused history of attacks which might have been epileptic
seizures. He “belioves that he elways had the eruption.

This casa resemhles others that I have seen in that: the lesions
aro dirty yellow in contrast with the brown or grayish color of the
lesions tn Darler s disease; the abrence of mucosal leslons in con
trast with their occasional occurrence in Darler s disease; the oc-
mﬂmnlyrmo{kmmdxpa]mnrhetplmtnrh,uinﬁm
Ppatient, ks ala infrequently found in patients with Darler 5 disease
o acrokeratosls verruciformis the absence of crusts and verrucous
'ﬁn;mdﬂmny 03 in Darlers disease, treatment is ineffeo-

3 Acrokeratosts verruclformis (Hopf) Here again, the
lesions are dirty yellow and not brown, and their Iocalization
Toatnly 1f not exclustvely on tho doma of the hands and feet
ferves to distinguish this disorder clinically from Darler s disease
wd yiplasia verrociformis. The histologk examina-
rhdhﬂndivamthatﬂlauhmwlmunnufthnmﬂxof
Grinspan of Buenos Atres 1s a champion of the nevoid erigin of
verrucorm and acrokeratosis verrociformls,
b“‘nghhozﬂnicnunthnhﬂmmdnunmmnvkmaﬂhurby
md:idmnyu&wmbbﬂmﬂml,ﬁmlmﬁon
with epilepsy or other nevold malformations and the failure of
X-ray
Dermatitis herpetiformis. Patients with widespread dermatitts
of thls type, particularly when amociated with miense ftching, find
quick relief in the bath tub. I saw several men with dermatitis
ocnis, assoctated with ssvers fichtng who found fromedi-
mleliufh:thﬂinmlatodpmltmgﬁdﬁowingbtthuflhmlhm-
Pitel  This was constructed according to plans submiited by
Richl of Vienna and tnclnded a bammock and thermostat to per
it & persan to rematn in the bath for 24 hours a day at a constant
temperaturs of 98 F A littlo cider vinegar is added to the water
to inyre acidity  An ordinary large tub sults the almost
3 well, o3 the patfents mmumningmtho

However with a skin do not do s0 well tn
ook, persons dry
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My results with large dases of nicotinic acid in fresh cases and
cxacerbations have boen ax favorable as those with the “specific
drug, sulfapyridine. This {s usually attbuted to the inclusion of
the pyridine radical tn the molecule of both sulfapyridine and
nicotinie acid, the latter being pyridine-d-carboxylic acid. My
opinion, however & that the lmprovement is due salely to the
vasodilating effect of nicotinic acid,

Fowlers solution is @ good remedy for patients during the in-
tervals botween exacerbations.

Urbech and Wolfram s concept of a viral causation has been dis-
regarded for some time.  Many believe that there fx a closs din-
ical and pathologic connection with erythema annulare centrifo-
gum, in cases beginnlog with erythema annalare cen-
trifugum and Iater chowing the picture of dermatitis berpeth
formis  Others, like Borda, beliove that an inborn familial dis-
turbancs of totrapyrrhol metabolinn is the enuse. Progesterone
daficiency has also been

Herpes gestationis. Thiy dixenso is rogarded by most but by ro
means all desmatologists as closely related to dermatitls herpstl-
formis. It may be that it represents a vascular resction in ro-
1pante to a stress of pregnancy infection, or toremia. It s alo
poxsible that some cases occur in Rh-negative mothers who have
been sensitized by previous transfusion with Rh posittve blood.
Anﬂﬂhanﬁbodleunmythmdevdapwhichmctmthotsod‘
tive red cells entering the maternal circulation  The b is
herpes gestationiy.

HEFERENCE

Ureacnt, E, and Wournog, 8. The vinw of pemphigns cad denmstiths beqeth
formis  (Emploh tramslation by F R Schondt)  Axch, Dermet. & Sph, 8

739, 1800,

chor

Endometrial tissae fn the skin.  Eod 1al tisros b s
ally found at the umbilicus and o laparotomy scars At the mm-
bﬂyi::n.itocamintbefwmofnmﬂ.b}ukhmdu}awhb‘ﬂn—
creass in size, pain, and tendemesy st the menstrual
There Is external menstrial bleeding tn some cuses  In
omymumxmrcdinamo!QuhvgnmmdomcﬁmﬂB



QIS AMD XND8 OF DFFMATOLOGY 487

prosent in the farm of small or large, tender nodules usnally lying
deep in the abdaminal wall. The nodules generally invade the
muscle and fascia, thus becaming fixed. In contrast with the
thﬂlhmofthnumbﬂkxlmdulm,thnlﬂdonlimphnmdinh
peratomy scars are brown.

There are two theodes of one, thet endometrial
trme f4 implanted tn the wall at the time of

tud the other that remnumts of the original celom capable of en-
demetria] differentiation are narmally found st the wmbilicus.
Erytherna elevatum dintimum. This disorder does not enjoy &
most a3 an entlty characterized by symmetrical, red to
Prplo nodules occarring In men between 40 and 60 years of age,
there are some who admit that they can not recognize it.

of erythema mmltiforme grarloma anmulare, or granuloma fa
ciale. Tt fxresivtant to troatment, including x ray therapy
Erythema elsvatum dirtimm should ot be confused with a
dbordurbm-lngandmustdmﬂmrnamcmSpcnhh,m'{tmnpa-
Pﬂlﬂuulwnduypcrxmmte. This disorder acquired i3 nams fn
Argenting and & closely related to lupus erythematosus and actinlc
Tho subject is discoased by Corrales tn his chapter
on shin diseases cansed by sunlight.
Erythema multiforme.  Thero 1s » feature axsocisted with fresh
lu"“"‘l‘l'lfEI’)'thunnmult:l.ﬁ:rzm-.vwhk:.hha.lnotret:t'.\ivodmuz:hat
tention in the Hiterature. It consists of & pesrly white halo sur
Tounding the lesion it fs ephameru], lasting only a fow hours. The
"hﬂﬂmlurofﬂwhahhmuxpraﬂunoftnc:mmdmlu
tons (vasospasm) for this reason, vasodilators are highly indi-
cated in the early phase of this disorder
Avother little-recognized featrre of erythema multiforme is its
oecuslonal occurrence as the first evidence of leprosy  In o Cher
‘*"hdimwmnmobsmedincﬂximgo,thmmmccudw
©70ps of what Ormsby used to call erythema multiforme-articeria
yptom complex. Fresh lesions conststing matnly of papules
“ﬁwhedjn?pmreddnoughoutnpmdofmmﬂu The
tren nature of the underlytug diseate wes finally detected when
the patient s danghter told us that she was afraid of living with
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ber mother because the doctors had told ber that her mother had
Jeprosy  Subsequent examinations showed this to be the case.
‘ljgtbunnpemuf::nkkngudeduddmaamhntoferﬂhml
multiforme or as dermatitis herpetiformis, erythema
stans hos been recorded under a vadety of names. !uayth::
azmulare centrifugum, the disorder in many instances hears dose
resemblance to desmatitis herpetiformis tn its clinfeal and patho-
logic features. Same cases may be dermatophytids, as reported
by Jilson. The variety described by Wende as erythemn figun-
tum perstans is probably synonymous with erythema ammulars
centrifugum, both varieties beginning with flat papules and farm-
ing lesions with hard, elevated margins, whose hordness is doe to
interse edema rather than celluler infiitration. The remaining
verieties consist of single or multiple circinate and gyrate lestont
which persist for a few days only

A similar appearing lesion to the single ring variety of erythema
perstans, known as erythema chroalcum migrans, was observed
in Central Americe following tick bites. This lesion also lasted
only a few days.

REFERENCE
Tnavom, O. ¥ Alerglo comfirmmation that soee cwees of erytheme socolee
cootrifoyem aro dwmatophytide.  Arch. Dermer. & Sgph, 70:353 1854

Favre-Chaix disease. This is the Spanish and Latin Americen
equivaleat of vasculitis or capiflaritls 1t appears
M&mmmmdnmdu}wnﬁmwdﬁmoumwd
varicoss vetns  Pigmented and purpurie lesions, somewhat re-
scmbling those in progressive plgmentary dermatosis, are usually

The contral portion of the affected area is wually scle-
rotio Le. Millan s white atrophy

Granular-cofl myoblastoma. ‘When Tuta and I first callod the
attention of North American dermatologlsts to granular-cell mvo-
Hummof&uakhmlmmommmoffmhrgo%
grannles contatned within the cytoplam o temor
unknown. Aeoordingtochnrcgvanl investigators believe that
granular-cell myoblnstomas are comp d of efther
cells or endoneural fibroblasts. Othalnvewﬂ"’ ave told me

v
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that the grunles react posttively to the perfodic acid-Schiff tech-
nlqm,mwhldlmmthngranu!ﬁsmpmbablycomposedoi
mucopolysaccharides.

REFFRENCES
lz:wn Histopsthalogy of the Slia, Ed. 2 Philadelphs, London, Mant.
TD;-ﬁ{A.ndBmmr.!’R. So-called myoblastome,  Arch. Derne. &

Hidrocystoma. An uncommen disorder of the face and neck
hlwhldxu:unﬂyammberofnmﬂ,lm]md.mbcpidmmnl

tppear on otherwhs normsl skin.  Occagonally however as
happened in a patient observed in Chils, a salitary lesion mxy
ccer developing to the sim of a marble. This patient was 2
42-year old woman whose occupation s cook exposed her un-
duly to axcesive heat. As a result of this exposure, a marble-
stzed, tomse, deep-seated cyst doveloped tn the skin fmmediately

Onlﬂxmbgiummjnaﬁnn.thaum{mdcyﬂcomincddn
lirge cavity lined by too layers of epitbella] cells. ‘The histo-
gepess of thess cysts i3 pot clear many believing that they are
“mdbydm?hmuonufsmtmthsrmiducuwﬂh
consequent dilatation of the ducts, while others think that they
mumedbyadivupmufmduuufdmmtductapﬂhannm.
Hyperhidrosts, “The wse of Banthine bromide in oral doses of
50 or 100 my, tablets thres or four times daily provents the action
of acetylcho on the effector organs of cholinerglo nerves. In
thiswuy thuch.aunergio‘rympat.hetlc nerves to the sweat
gland are blocked. The drug also blocks the ganglions of the
autenomio system. Pro-Banthine bramide is eflective in smaller

Idiopathic atrophoderma of Pasini. This rare form of macuolar
mophyofth“'.dnuammmmdby:pouwpamman
thmmmh;wmchmmmdcdbymuythcmntmnhm
The center of the lesion is depressed below the level of the sur
rounding skdn. One s first thought is of scleroderma until the pal-
pating finger finds a soft, normal skin. The blstologic changes are
thoue of the “callagen diseases.  South American suthars empha
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size: the tmportance of distinguishing this of macular atrophy
from Oppenheim s dermatitis ah’uph!camtyiamlnm wnd Jadas
sohns anstoderma erythematosum,

Keratosls pilaris. This disorder & well treated by nightly

with 5 per cent salicylic acid soap Keratosis pilaris
belongs in the group of diseases having spinows elementy, nclod-
ing Uchen spinulosus and phrynoderma,

Miliarja. Sweating should be reduced to a minfmum by
restriction of activity and by wearlng as little clothing as possible.
Patients should be instructed to mop up sweat a3 500n s possible,
change their clothes often, take frequent shower baths, and weer
looss ftting imderdrawers to avoid chafing  No more fluid shonld

bo taken than is to quench the thirst. The fn of
adequate frosh foods and sodium chloride is The
following preparation {s effective,
R Meothol 10
Zinc_aride 150
Alabol (50% ) safficient to eake 1200

Patients shonld bo tnstructed to apply snhydrous lanolin to
favalved areas two or three times datly as necetsary  The purpose
of this Is to dissolve the keratin rings surrounding the crifices of
the sweat ducts.

The observations of Sargent and Slutsky seem, tn my opinion,
to warrent the use of the adrenocortical hormones in sovers cases
which do not d to routino 8 :

Infants with this disorder shoukd wear light clothing and be
dusted frequently with o dusting powder In more severo cases,
calumine lotion N.F may be utl

Miliaris or lichen tropicalis. Lichen tropicalis Is synony
with miltarfa tn many parts of Spanish Amerlen.

Panrdeulitis, febrile atrophying. This appropriate term s

by Pardo-Castello to designate the condition known to

English speaking dermatologists under the unwieldly name of
relapsing febrile nodular panmiculltis. The con-
dition vas odginally described by Gilchrist and Ketron and o
though genezally ed as one of the more or less Infreguent
Jisorders of the skig, It s in point of fact by no means uncommon
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Il!mppowdunmnnnomhdnetndlagnmﬁcdiﬁcnlﬁﬂun—
coumtered tn the estly stages of the disease.
Three patlents were observed in very estly phases of the dis-
order  Two were young women, while the third was a 44 yoar
old women. All thres complatned of constitntional symptoms of
malaise, muscalar patns, smd diarrhes. Fever was present. Tho
rmng'wtwumnhzdwvaaldeeplvnimwd,tandnrhardm-
fitrations varying n stzs from 3 to § cm. located on the upper
ams and thighs The lesions and symptams in the other two
women were shmilsr  The attack Jasted ebout a week . each
patient, leaving several sancerike, depressed scars. In nome of
the women did the inflltrations breek down to discharge en afly
or fatty yellowish-brown fluld, a3 occarred in two other cases.
It 13 dificult to distinguish this condition from stmilar hard,
deeply situated infiltrates occurring n scleredema adultorum,
sarcoidosts, gnd erythema induratum. In my ex
the differentiation from scleredema offers the greatest
becauso of the stmilarity of the ufiltrates  Thoso of
anddmhmdarythmindummmmofnnnﬂmbﬂ??mphy
'rom an etologic and int, fel @l
g mbsd Mmmmm.mmmmhh each other
fn they are both mantfestations of peripheeal vasculsr dis-
eass indoced by infection. The two younger women In my serles
had 1o further attacks after tonslloctomy was performed, and
the older woman rematned well after soveral badly infected
molsrs wers extracted.
Peculiar pigmentary disorder of unknown origin. A 12 year
brown

after exporure to the tropical sm whils svimming  The lestons
Wedmddmﬂymthsnﬁecttdum.mmaofwhidnhndbmn
covered by the swimming suit. There was no itching  On
“mﬂngﬁ\e:kln‘mmyufthawumbmumddmedmd
mnpbmmmmwhidxdldnotoemruthaumnnf
later exgminations. The lesions showed no tendency to coalesce.
The eruption has perststed for two years, although It s tendlng
to fede In mnny parts There has been no treatment other than
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Histologic sections were examined by Dr Fred Weldman, who
roported that he was unable to find evidence of urtiearin pig
mentoss (mast cells)

The sbssnce of mast callt in an otherwise typlce! cam of
urticaria pigmentoss finds & potsibls explanation fo the wotk of
Dremnan and Besre cited by Lever on 88 of the sscond
odition of his excellent book on histopal Drennan wod
Bears aceording to Lever demonstrated that biopsy sections
pafarmadthar}ynftertbalcdmhadbmtﬁvhdmmﬂy
show disintegration and & tempaorary disappearancs of mast celie

Pelingrous dermatitis following use of antiblotics. A 44 year
old whits woman sntered the hospital with am erythematobullons
eruption limited to the exposed parts of the body In addition,
tha legs showed a fow bullous elements. The appesrunce of o
face resembled that of acuts di ted hupoy eryth
The patient wes acutely fll with febrfle manifestations snd

She gave & history of having had Influenzs, for which the bed
been given penicillin infections. She alto took surecmycln &t
the same time. Ths rash appeared following the sevexth i
fection of penicfilin.  She denied the taking of alcoholic drinks.

Examination for L.E. cells in the blood and hematoylin-
staining bodies in the tinus was nogative The biopsy exnmina
tion falled to disclose evidenco of lupus erythematosus.

Quinserins was administered orally on the ssxumption that
wo wero dealing with & case of polymorphous light esuption.
This was discontinued when ths patient grew poticeably woese
Becoming discouraged, she left the hoapital,

About this time, I cams across the article by Morrls, fo which
mmmﬁmmﬁnm dermatitis followin
the of sntihiotics. His patients were °
by the oral administration of nlcotinic scld and by coKl 1
compresses  Since prompt recurrence of the dermatitis

in his petlents when they stopped taking micotinic
Morris concludes that the Interferencs in nicatiuke acld me
lism caused by antfbiotic medfcation fs probabh ur

An anslogous situation, in my oploion §8 ¢
ine deficiency of schorhele dermatitty,
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Momem, G. Bi Pellagrons dermatitis following we of antibiotics.  Generol
FPracttloner 9 T1, 1054,

Phrynoderma. This is only one manifestatton of vitemin A
deficiency Tt fs important to remember that the fully de-
veloped ‘picture of phrynoderma is by po means common
Furthermare, it fs misleading to say that the distinguishing fea
ture of the eruption is hyperkeratoss, for patients in the early
stages of this condition nsually show only dryness, roughoess,
mﬁ&am 1f treatment i3 started eardy in the

o dirorder hyperkeratintration of the conjunctival

d comeal epitheltam does not ocoor

This condition §s by no means rars in § America, al-
though advanced csses with extensive hyperkeratoses and facial
‘were not ored

Porckeratosty Mibelli. This is a genodermatosis in which the
method of tnherltance is ome of regular dominance. Thero is
¢ pousible relationship between this condition and vitimin A.
The presence of mucosal leskns 13 muts witness to its erraneous
3 porokerutosts and {ndicates that the characteristic
Hm-ﬂhmddlmﬂx,hmtmﬂlylmtcdmtheopm-
Ing of x ewoat dnct. A patient observed tn Quirogas clinic had
:hmzillymwyammmd,ﬂn.mukvmhedmon
fﬂh'}mbﬂcmlmm The slightly ratsed margin was better
them seen.
The best rexnlts that I have seen In thiy disarder were obtatned
ﬁhmufﬂmlpooncm'eﬁnmdmhvyﬂmmdﬂhmeﬂa
" with the galvanocautery for treatment of the central portion
oy et
This name shoald be excluxively to the dis-
emler wrhich begtns betwoen the first and th years of life a3
tensely froling popules localzed on the arms and legr. Do-
P‘.‘..;imgﬁnﬁlfurtharm go s mall or benign.
Wﬁmﬂ in both tvpes, but the ferocions
m*"tmofﬂn 7 ind the widetpread distribution of malig
Prurigo seriomly affect the general health of the patient, in
cootrast with the mildness of symptoms in benlgn peurigo. Pa-
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tiants with prurigo generally feel more comfortable In the summer

Hebra orj| ly divided prurigo into prorigo fesox and mits,
which T have fust colled malignant and benign prurigo, respec
tively I believe that the ¢ to regurd prurigo ferox and
prwrigo nodularly ws synouymous with cireumseribed newro-
dermatitis ts vofustified.

‘The cwuve of prorigo is not clear  Varkous hypotheses advanced
to clarify the situation have not been substantiated. It i3 prob-
able that & sumber of caussiive agents ars capable of precipltat
ing episodes of itching and crops of letlony, as in urticarls. Ameny
these factors are hyp stivity toxle products of digestt
distarbed metehaliom of mknown natars, and emotional stress.

When @ descriptive adjectve is added to prurigo, It s no
longer trae prorige. Prorigo nodulads is an uncommon di-
ocder 8, g at any time of Hfe, Tt is characterized by reddish-
xown, rounded nodunles usnally Jocated on the stms, fegn
and back, and occasiomally on other parts of the body Thess
nodaler sre tntensely pruritic.  The histapathology #s distinctive.
There is a coustderable bulk of svidence supparting an allergenic
factor However treatment directed against the hypersensitivity
factor is myually fruitless

Prosigo and prorigo nodulsrls are thus cleardy defied clinfeal
and histopathologic entities, Prurigo does not devalop from papu-
ler orticaria, ay Ormsby concluded fram the observation of &
great vumber of children with papular urticarls whom be ob-
served in London with Coleott Fox.  Urticarial complications not
infrequently ocour in excly phares of prarigo, but they are ot

prurigo.

It {5 saggested that the terms, Bonlers prurige and Broeqs
acute g0 of children and sdnlts which ars widely wsed i
sm&mbﬂmﬁmmhmmnaumnfuﬁngmﬂ
trrelevant.  Far all other dermmtoset aesociated with typical
pepules of prurigo, with or without lichentfiention, ft woukd be
Petter to usa the term, prorigolike  Thos

1 Ammﬂmm@%m&n&m@ﬁ?ﬂmm
pearing particolarly in the V-srea of the and

2 gtypicdpmﬂgolikn confined to the lower extremb
ties uppoaring in crops es: winter to disappear {n sugmer
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& Large nodules resembling those of prurigo
odularls, appearing an the arms. These large prurigo-
ke letions are associated with erythema and in advanced cases
with lichentfication as well. They occor mainly tn persons living
st high altttudes, such as the westarn parts of the United States,
wand Guadalajara in Mexico and the central platean of Cen-
tnl America. The eruption it recurrent. In two patients ob-
served fn Costa Rica, wroporphyrin was not found in ths urine.
Preado-acanthosts nigricans. Curth pointed out in pumerous
Publicationy on the subject that this disorder ocewms only
chese, darkly plgmented mndividugks. She alto states that the

changes between the breasts ximilar to those de-
wribed by Gougerot and Carteaud as papfllomatose confinente
o raticules may be a feature of psendo acanthods nigricans.”
I—“Ipaﬂﬁmwithcougmta.ud&rtund'ldwsnobwwd
in Quiroga s clinic, the Jerions consisted of small, greyish, verru-
a1, papillomatous papules which had appeered fn crops on
the chert and neck and i the exllary Interscspuler and sacral
feglons, Tho individual lesion was difficalt to distingutsh from
fevus verrpeosns  In Quiroga s opinion, the only disticttve fea
taro of this disorder 1s the reticulated character of the lesions at
the barder of the affected areas, whereas Gurth sets it eside from
roznthosis nigricans by potnting out that the course of trus acan-
thoals nigricems s independent of obesity and its accompanying
mechanical features.

REFERENCE
Coamg B O In meterial xhibitnd i Soletfic
the Amedcan of Deemutology

Exhibfts  Aunnal Mosting of
Palmer Houss, Chicags, Decenber,

Paovierls, The offective treatmont of psorlasts with vitemin B
by Bonflla-Dib, desorves pocial contideration, 50 excellent have
been the results. 1 have been privileged to observe mors than 20
Patienty treated {n this manner snd Dr Bonilla has kindly per
mitted me to givo a short summary of his results.

Most of the patients in this series had recetved routine treat
ment for proriasis, often Including the Goeckermamn technk

que,
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all types af Jocal applications, intravenous salicylic acid, suto-
hemotherapy Fowler's solution, ACTH or cartisons. Elghty per
cent of thess individuelt had hed the disenss for many years.
All were highly skeptical of recelving benefit from the Injections.
The treatment ists of dally int lar injectons of 1000
microgrums of vitamin By given without interruption untll jn-
volation of all Jestons takes place. Five per cent cintment of
ammoniated mercury US.P is prescribed for a1l patients

In & fow paticnts 35 to 40 infections wore

there was noticeeble fmprovement. Most patients, however
showed definite flattening of leslons by the tenth injection i
three patients only ten injections were required to clear the

eruption,

In spite of the high dosage used in this form of therapy it was
not necessary to fson in A single case.  Almost every
ll:ntientspohof cellog stronger  Seven patients suffered u re-
pse when they stopped treatment too soon but wpon its re-
sumption, fmprovement soon took place with complate involution
of lesions

When patients with sebarthefe dermatitis wore subjected to
this therapy the rorults wero con The first patients
af this serles weve given dafly miram injections of 1000
micrograms of vitamin By untll {t was noticed that the lesiom
of practically all patients grew worse soon after the Afth or sixth
treatment and that the patients complatned of not feeling well
When, however LbedmgemredueadmlOOm}cmgmnudnﬂy

ent soon became manifest fn about 50 per cent af these
individuals. It was finally concluded that patients with sebor
thele dematitls are sometimes benefitted by vitamin Bu, although
the results are unprodictable.

Rat-bite fevers. Tho rash when present, differs in the two forms
of this disordar  In the spirillar type of fection known as sodokn
the site of the bite heals without showing much inflammatary re-
action, until ono day the patient becaming acutely {If with severe
musculer pains chifls, vomiting, and prostration, it mpidly be-
comes painfally mﬂmandncqmm-pmh color Lyt
phangitis of the draining lymphatie occurs, the severity
of the inflommatory resction with the subsequent lymphatic
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Involvement ranging from mild changes to necrosis. The flaroup
ltlbedtnof!lnbltehumdnmdwithagﬁemludmacum
tTuption that begins on the abdomen with uish red, sligh!
&ﬂﬂedmaculahnving:ha.rp}ydeﬁncdbordm Thhrmeouli’
wypdﬂuthcpuﬂmtfoelsbc&u Then suddenly after o
d!ﬂrapitaofsevunldny:,thcpadmtmﬂmlmhpsewﬂd]
Is of oven greater severity than the frst attack. He notices that
bix spots have come back larger and darker then before, Theso
indurated pat oftlwlatent&guuamhdvely
fow in number and asymmetricelly disposed.
Intherh'eptolndnaryfmmlmownuﬂuurhﬂlfm the
ste of the bite is not inflamed nor does lymphangitis cecur The
mhm:unﬂ:ndmduhmm%ammm
mutwiﬂ:ingrm:nmnbenmrymeiﬂm]mandmhand;,
mmdfoetmmnmdi:ﬁncuontothnuynmehica]pattmof
ﬁl.ulnrge'u—ytl indurated patches in sodokn, Petechial
‘*mmmwiﬂ:rwul]ingmundthejuint:mappm arthritiy
bdngﬁlamostpadstnntlymptumufthedbo:du
mﬂnwhmsdnmmoﬂppﬂmﬂfﬁnmﬂ;by&e
ofthemmaﬁvnngantinthehhod,mdby%
cutcome of the specific agglutination reaction Splrillam mig
mkn’!m.dﬂywﬂh(}icrggl:tﬂn. m@u&m
graerally mads with dilutions of 1 15 and 1 100 Both Spiriflim,
mhnumdSqutobadJlmmonmfurmhmhmdmﬂmb;mdmd
urﬁ:eof[nfectedmmﬂlﬂﬁmmmthﬁmhxmgamm
being fsolated and at other times althongh rarely hogy
Syphillitic chancre, cellulitis, erysfpelas, and should be
Wdﬁedmtbgdlﬂ'mﬁﬂdmgnm Althnughufnmm
Tenes fn the United States the pISlar form Iy poey o
lle:r.icv;;mdcertalncouz]trlcsol’SomJJ.J.J:ne:r(m‘mdnhh“_h“e
W@&ntmﬁuﬂoumdmﬂymwﬁh%
fover and other intermittent fovers. typhos

The thera) agmtofchoicutnmdakub
hﬂwmpenidmn. HTeomycin and




478 TO DEMMATOLOOT AHD MYCOLOGT

therapeutic agents available in the pre-steroid days. She ro-
rpondp::lu erently to the transfusion, and it was decided ot
fo give a second one.

Ten days after the transfusion, she suddenly became severely
lﬂ.mdamndh‘nnxfuﬂnnwupafmnedfmndzyslata One
hour later she was in shock. Oxygen was administerod.  She re
mained anuric and in a deep stupor for four days, efter which
she slowly recovered The cutanecns lestons and laborstary

of the disorder disappeared, and the patient s well
today elght years after her illness.

The donars blood showed no blood-group imcompatibility
However after the second transfusion ft was discovered that
the donor was Rh-positive and the patient, Rh-pegative. Her
grandparents on her mother s side were Basques, so thet she Is
what is called a 2-0amo Basque.  Statistics show that 20 per cent
of 2-name Basques are Rb-segative, this woman being & member
of this group.

A plausible explanation of what happened in this case is that
the woman becams critically il following the second trnsfusion
bocause the had been sensitived by the Rh-positive red cells of
the donors blood. The iuterval of 14 days between the two
transfustons had ensbled her to build up suffictent aotiRh
antlbodies to cruse a severe reaction to the Rhb-positive red
cells of the danors blood fmmediately following the sscond
transfuston.

Although isosensitixation by the Rh factor apparently cured
this patient of acute lupus erythematosus, the sk incurred with
this form of shock treatment bax deterred my colleagues, to
whom T have recounted the history of this case from using such
a dramatic therapeutic agent.

1t will be recalled that the Rh factor is not the only antigen
occurring in the red blood cells of man The antigens of the
ABOtyttunamu}sofnharttadfnCMwh!chpemﬂundnnged
thmgbaulllfe. Ofldmﬂarmmrn,nlthnughno”nheﬂttd.m
the specific anticellular antfbodies such as the antimesenchymal
opsonins. ’l'beposrﬂ)ﬂityafthmandgembdngthcmwd
hrpmaythamnmmuwurmﬂydlmumedby&pem




Ssrcoldesis. The tuberculous origin of srcoidosis is still
staunchly championed In spite of the fact that the mafority of
sarcodd patients show a pegative reaction to the injection of
tuberculin. The faflure of these patients to respond to tuberculin
13 looked wpon as an fndication that the tuberculous process is in
a0 anargic phaso dus to the specific relative anergy of the host.
It is mainteined by msmy that this specific relative anergy to
tubercalin occurring in most sarcold patients must be distin-
guished from the wonspecific anergy to tuberculin displayed by
patients with measles and other disorders.

The studies curried on by Rostenberg and his anocistes end
by Banes and Tsrael compriss a luarge part of the evidence tend
ing to cest doubt on the validity of the existence of specific relz

tive anergy to tuberculin in ts with sarcoidosis. Rosten-
berg and his associates ted a number of sarcold patients
u well g3 g number of with diseases other than sarcol-

Y
frank pulmonary tuberculosis with ppem'mceufthocutnwpm
letdons and conversion of tuberculin negattvity to positivity does
Dot support the theory of tuberculous origin. Even this
development could result from the frritation provided by the
causative agent of sarcofdosts ar iz products of disintegration,
&1 occurr in pulmonary silicosls, other chservations of & dmflar
natore tend to mitigate aguinst the tuberculons orign of sar

Ome of these observations Is the occnstonal development of
12reofd leslons townrd lepromatous leprosy  In a patient ob-
sexved tn Boltvia, this occurred four years sfter the establishment
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of a clinical and histe ic diagnosts of tdosis  1f coe
argues that this patient had the indetermtnate or borderline type
of}epmsywh!cgathmdwelopedtuwnrdleprmnmkprmy
never having had sarcofdosis at any time, it is equally correct to
maintatn that patients with histologically proved {dost
later develop pulmonary tuberculosts, origially had tuberculosis
and not sarcoldosts.

The faflure of patients with cntaneous sarcoidosis to develop
frunk tubercalosls or leproxy following the use of BCG vaccioe
alyo speaks strongly agalnst a tubercalous or Jeprous cansation.
Not cnly do thess individuals fall to develop frank manifestations
of thess di but the histologic changes in the inocalation
papals or in lesions existing at the time of the tnoculation are
not thoss uniformly found in tuberculosis or sarcoidosls

Tho respomse of patients with proved tuberculosis or leprosy
to the Kveim antigen is a feature worthy of consideration. It bas
boen demanstrated that the majority of such patients have a nege-
tive reaction to the Kveim antigen making it doubtful whether
ar not the antigen contains M tuberculosis, M. Jepras, or thetr
derivativea.

The subfect fy further complicated by the denial of the very
extstence of cutaneous sarcoldosis as an independent diseass by
many authodttes tn Mexico. They maintain thet all sarcoid-
like Jetiona of the ckin are manifestations of leprosy They base
their conviction on the similarity of clinical end not tnfrequant
histoanatomie alterations of the skin, bones, and other organs as
well a1 on the fmmunologic responss to lopromin sad the
roversal of this reaction from negative to positive through the use
of BCG

It would nevertheless be tnjudicions to resson fram thess ob-
cervations that sarcoidosts is not in scme way connected with
tuberculosts or leprosy  The conclusions drawn from many yeart
of clinical experfence do not warrant such & deduction.

The ki fc fndiags In cut ;..""a:;mg-
g@&vaofepﬂbelhldmdghntoeﬂmﬂcuhm. By way of com-
puﬂson,twuotbadimdmwﬂhmcwhndmﬂuﬁndtnymﬂﬂ

attention.
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One of these i inoculation lymphoreticulosis (cat
scratch diseace) In w! the histologio appearance of the fn-
fected lymph nodes i that of a reticular reaction. This re-
semblance to early sarcoid disease of the skin {s enhanced by the
Presence of tnclusion bodies which have been found by Schaumann
a3 well as Lover and Fretman,

Another disorder having samewhat simflar features {s lympho-

venereum. It is Hkewise characterized by widespread

gut the body diversity of clinical manifesta-

tlans, the presemce of incluson bodies, and the tendency to
fbrosls displayed by the diseass process in its involuntary phase.

The nature of the inclntton bodles occurring  patients with
sareoidods is uncertain. Thess bodies, however fn the Iymph
nodes of patients with lymphogranuloma venereum and benign
fnocalation Tym, culosis have been proved identlcal with
dlﬂelemmlary of the virnses responsibls for these dis-

Sud:ob’urvuﬂﬂmmggutdntmrmido:hhmodbvavm
The presence of inclusion bodies, however within giant cells in
tbﬂhmﬂngphnmufmt:nwulnrm{doshhbymmanmumdm
stve evidence of @ virl causation It will be recalled that the
abllity of many viruses to induce inclaxions i their host cells is
Dﬂﬁherunmmntnnﬂvimmnorhhpomuadnduﬂvalyby
viruer,  Furthermore, the presenoe of incluston bodies does not
fudicate sarcotdosls or virns disease, because they are also pres-
eat in the cutaneom ulomay of berylliors

Other disarders which sarcoidorls is occasionally assoc
tted are histoplasmosis and pesiarteritis vodoss. Histoplasmoss
is & diseass involving the reticuloendothellal system and pert
?{&ﬂﬁ:mdmhmgudcdbymmyuansculnmmﬁuhﬂan

In view of the foregoing, T would like to suggest that sar
cotdosls I3 a reticular reaction to hypersensitivity which may be
Induced by an as yet unidentified virus or n varlety of other
Infections agents.

The treatment of this disorder Is factory the resp. of
patients to drugs being erratic. Ihuvvfmdthemeuftﬂrrnny
cin attended with better than average results.
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Scleredema adultormm, A 23 year old whits womsn com-
plained that her skin, particularly of the neck, shoulders and
upper parts of the chest and back, was bard and “Jumpy  Thit
condition bad persisted for 10 yours following an sttack of in-
fluenza. The patient, upon her retarn to ber hame in Haswall, was
eaminad by Dr Harry Arnold, Jr, who made o diagoosts of
scloredema adultoram.
A white woman, 42 years af age, entered the hospital com-
phimngofpn}nmhmmm?xhouldm On exxmination,
tho skin and subcutaneony tisus of these parts as well as of the
neck way fornd to bo indusated. She had had an atteck of
grippe two vears cerlier and ever since had poticed stiffness of
the peck and shoulders. Her teath were In poor condition. The
extraction of all tfected teeth in conjunction with fntr
procaine therapy resulted tn considerable improvemeut.
These two cases emphasizs the oceasional chroatdity of scleres
dema sdultorum unmpartphyedbynnmtcoodcnt fafection
fn jts production. The possible devalopment of gemeralized
Jerodsrma in thess patients thonld be cansidered
Seborrhede dermatitts. This disorder f3 an entity occupying 4
position hotween chronic eczematous dermatitls end
prariats Ithpwﬁ:lyamodntedwithbm]mmmcmpyrkh‘
ine deficiency (ses p. 490) The histologic distinetton from
and circomseribed neurcdermatitls is often difficult.
However Caro states that sshorrheic dermatitis sbows greater
edema, & denser infilirete, and more parakerstosts than peoriass.
In ciroumstrbed neurodermatitts on the other hand, the opl
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dermis shows longer acumfnate rete pegs than in seborrhee
dermatits and there is less

In extenstve eruptions of seborrhelc dermatitls, involving the
entire head, neck, and chest, a trdsl with dafly injections of 100
microgramy of vitsmin Bu Is recommended.
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Sturge-Weber Syndrome. The recent report of King and
Schwarz a hitherto unreported complication of this
syndrome s of interest to darmatologiats In ons of the patients
studied by these authors, there was a calcified subdural hematoma

ipsllaters] to the factal nevus fammens and intracerebual calcHl-
cation.
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Telangl, <

laris eruptiva p 1 am afraid thet

T camot dirtinguish this from the eruption frequently seen tn

adult petients with wrticarla plgmentosa. Both conditions are

characterized dhlcally by pervistent, red macules with scarcely
{gmen

oy tation end histologically by mm tfiltrate comsisting
mhsyofmutmﬂx.

)vhncﬂ]smetnhaparm.hynlumnicndd,mdhhtnmlm.
Thess “heparinocytes wre widely distributed in the comnecttvo
thrue of the body In the normal skin, they sro present fn
relatively ymall nombers, occmring mainly along the smaller
blood vessels und around the hair follicles.

Recent studles of patients with urticaria pigmentos led Kon-
Tad and Winlder to coucluds that the repld formation of fnter
ttitial flnld evoked by stroking the lesions i3 due to the tncreased

permeability tnduced by heparin secreted by the mast
In commenting on theto conclusions, Sulzberger and

Baer point out that Konrad and Winkler fafl to produce evidence

of the presence of a specific hypersensitivity factor n urtearia
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plgxnemmwmd:wﬂdmmtfmthafu—mﬁmofwbahwhm

previomlydldmturﬁwaagam Thus, s definite pattern cun
notbawtfuru:ﬂcmﬁcninthhdim!der

Tbnsxphmuonofdxhphummmmuyneinthapxm
ofhmmmmﬁmngmmmwﬁm«
shsenice of & hypersensitivity factor Thus it s possible
thnnhatzxtmtiﬁnledmwmprhingthowhulhthamnltcf
inueuedupmnrypermeahﬂitymducedmtbybopmhbutbi
hktmntnerelusedﬁmnthemxstmﬂ ’Ihewmdﬂaﬁnguﬁod
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Thrombocytopenic prrpurs.
m&y.dmmadmmmjmaemmwmwmpwnmgd
weaknoss,louofqupeﬁm,mdfmqwnldsﬂh Her temperatir®
mnﬂmﬁﬂﬁnw‘mlolz F Scntmredmkregulﬂfummm
Lhcbodymanumbﬂofdnhhmy-edgodpl@ﬁ-m
color did not fade on pressure. The tches varied 1o size from
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About that time I ran acrots m article by Belber Davly, and
Epstetn, in which thess suthars repart & cass of thrombocyto-
paﬂ.cpurp\mocm!ngkupaﬂmtvdthmtmtchdhmoand
cfte this a3 an exampls of purpura caused by a virns. It scamed
ages wntl]l my patient returnad for observation and 1 could sk
ber whether she had a cat. She finally did return, and she had
t cat which was always scratching her
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Uloer tropleal. This disarder which might better be called
tropieal uleer Is found most commmonly in cal
countries an average yearly temperature of 70 F
of this kind have raised, slightly tndermined margins snd occur
by i i s A e o am grae, pctoted
body The infection is derived from sofl and grasses,

Perzoms bedng most often affected during the raimy season.

Troatment of this disorder has been greatly facilitated by the
sdvent of the anttblotic drugs. Ziprkowsk, Retn, end Kitchen
recently reported cures in 14 patients with & single Intremuscular
injfection of 1,200 000 units of penicflin procatne in ol snd
alrmtrom monostearate (PAM)  This therapy does awav with
the hitherto prevalent pecessity of complete bed rest in a
hospital. Patients with troplcal ulcer are usually undermourished.
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