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FOREWORD

DurinG the last thirty years 1t has repeatedly been suggested to me
to write 2 book on Rare Diseases In the present httle volume I
have not mcluded anything about leukemtas polycythemas ana
mras Hodgkin s disease and other reticuloses myelomatosts, atypreal
{ primary ) amvlordosts, familial hzmoly tic jaundice nfantile acro
dyma myositts ossifi glycogen lation disease (v Grerke),
certam types of cholesterol deposition aortic co arctaton and
developmental abnormalities of the blood vessels certain develop

mental abnormalities of the skeleton and other diseases and
developmental abnormaliies which formerly from time to ume
have specially interested me I have, however here considered a
great number of dysplastic and other dneases and syndromes (s
Index at end) I hope the reader will excuse occasional repetition

T wish to thank the publishers and editors of the medical journals
mentioned m the varous sections—especially the Brtish Medial
Journal the Lancet the Proceedings of the Royal Society of Medine
the Annals of the Rheumatic Diseasés the British Journal of Dermatology
and Syphalis the Bntish Journal of Childrens Diseases and (many
articles) the Medical Press and Circular—for kand permussion to reprint
or otherwise to make use of my pubhshed articles

FPW

Fanuary 1946
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ON RARE DISEASES AND SYNDROMES,
WITH SOME EXAMPLES*

1 suaLL first quote from an old paper of mine on the subject 2

A disease, as the term was formerly used was a group of various
signs and symptoms It was, 1n fact, what we now call a syndrome
or symptom complex When the cause or causes of such a syndrome
have been more or less discovered the syndrome becomes a disease,
but many syndromes of unknown causation are still called diseases,
and disease in such cases 1s only a courtesy ttfe In Pagets bone

disease, which we call osteiss deformans, though an age factor
and occastonal famibal incidence are adnutted, we still do not know
the mun cause or causes and the relation of the condition to pro
cesses of osteoporosis Perhaps an 1 reaction

some unknown osteoporotic agent plays an wmportant part in
producing the chnical and pathological features of osteitis defor
mans {ordinary as well as unusual forms)

Out of many cases of fibracystic disease of bones (using the term
1n the sense of a syndrome) a definite real disease has been separated
due to hyperparathyroidism from the presence of a functionally
active endocrine tumour a parathyrod adenoma the surgical
removal of which may lead to cure Before the discovery of the
phismodium of malana ague was strictly speakang, only a syndrome
which chmically at one time included vanous cases of cholangitis
malignant endocarditis etc  as well as true malaria Though 1t 15
probably correct to speak of Cushing s pitwitary disease 1t 1s hardly
correct to speak of Cushings syndrome since the actual chimcal
syndrome 1n question 15 not peculitr to pitustary basophiha (baso
phulic adénoma) and was recognized before Cushing s important
work on the subject

Having to some extent explamed my use of the terms syndromes
and diseases I come to the question of the value of chimical societies
m therr recogmtion study and treatment 1 believe that further
progress . medical knowledge will largely be due to the study of
rare diseases and syndromes For one common disease or syndrome
there are several rare ones the study of any of which can help
scientific progress as much as the study of a common one Though
I admut that special knowlcdgc of common diseases 15 required for

edical Press and Circular 1946 215

*Brit AMed Joumal 1937 2 9% (with shghl aleration)



8 RARF DISLASES AND SOME DFBATARLE SUBJECTS

the allev1ition of the vast majonty of patients, the diagnos:s even of
common diseases can often not be established without a hnowledge
of rare ones, which have to be excluded m comng to the correct
diagnosis Rare diseases are like the proverbial exceptions m so
far as they prove (probant) or test the current rules and theories
that have been set up about all hinds of diseases and morbid pro
cesses Pasteur said that more can be learned from nvestigating
rare, apparently exceptional, cases than from ordmary typical ones
That 15 to say, such rare cases are not really exceptions to Nature s
laws, and by mvestigating them something more about Nature’s
laws can be ascertaned

As T have above remarked the diagnosis of common duseases and
syndromes 1s greatly facihtated by a knowledge of the rire diseases
and syndromes which have to be excluded Such a knowledge 15
made relatively easy by the formation of chimcal societies, 1t 15
mmpossible for anyone to become acquamted with many rare
diseases and syndromes by means only of his own private or even
hospatal practice From a former member 1 heard long ago of the
advantages obtamed by having been a member of the Society of
Chnical Observation in London, a predecessor of the Chnical
Souety of London, to which I mvself belonged before 1t became the
present Clinical Section of the Royal Society of Medicine

One ot the many advantages of demonstrating puzzhng or rare
cases at such a society the transactions of which are printed has
been so 1t seems to me, msufliciently acknowledged In a free
country hke England patents are fortunately—at all events mn
London—not compelled to keep to one doctor or one hospttal ,
otherwise a patient with a rare disease or syndrome raght be chained
to the doctor who happened first of alf to diagnose his condition
untl either cure was effected or the patient or the doctor died
When such a patient decides to try a new hospital the mevitable
mquiry which the new hospital makes 15 addressed to the medical
or surgical registrar of the old hospital Much trouble 15 then saved
if 2 reprint or punted excerpt of the account of the case from the
proceedings of some chinucal soctety can be ent in answer I wonder
whether hospital authorities even now quite realize the advantages
to be gamned by supporting (or even founding) such clinical societies
both m regard to the treatment of patients i their hospitals and 1n
regard to the advancement of medical knowledge 1n general State
climcal societies should clasm a place 1 any Utopsa of the future



THE STURGE RALICHER DISEASE 9

In regard to clinical meetings I suggest 1t would be best fo have
the examination of the patients on a day preceding the discussion
as this would enable members to look up their notes bearing on the
cases and make the discussions more complete and profitable In
this way real advance 1n hnowledge 1s also more hikelt to be made

THE STURGE- I\ALISCHER DISEASE
Axovc the many rare 1 and develof 1 diseases of
the nervous svstem—inborn diseases or abnormalities of develop-
ment, potentially present at birth though often not or only mmper-
fectly developed till some period of post natal hfe—s a curous
dysplastic hemangiectatic condiion  with which mv nime has

The Sturge Kalischer disease appearance of the pat ent
sometimes been associated especially n Sweden and Amernca,
mnvolving parts both of the skin of the face and the meninges I

happened to be the first (1922) to publish the radiographic appear
ances of the brain n a typical case of this hind and the condition




10 RARE DISEASES AND SOME DEBATABLE SUBJFCTS 1

may be compared to such congenital and dey elopmental dysplastic
diseases, as Lindau s disexse von Rechlinghausen’s neurofibroma
tosis, syringomyela (and syringobulbia), and Bourneuille s disease
or epilonn (a syndrome including tuberous sclerosss of the bram and
Pringle s nevord telangiectatic type of sebaceous 1denoma)

The patient was indeed a remrkable sight She was a rather
abesc young woman with 1 fleshy face, much of wiich, especially

The Sturge halucher disease Skiagram shov ng calcy
fed memngeal hxmang ectati  jesion of the left
cerebral hemi {here
the left side, was scarlet or purple owing to a very large telangiec
tatic navus, on the left side she had an ox eye (buphthalmos
congemt1] glaucoma) and the right half of her bodv was smaller
than the Jeft half and also hemparetic pomting to a fesion on the
Jeft side of the brun * Because the \ ray findings by Dr James
Metealfe 1n my case proved the existence of a more or less calaified
S\veber F Patkes Journ Neurol a d Pgychopatliol 1922 3 134 and Proc Ry Soc
Vfed 19289 22 437
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THE STURGE KRALISCHER DISEASE 11

and apparently festooned lesion on the surface of the left cerebral
hemusphere, b H hrabbe! suggested the term Parkes Weber
Dinutr: disease V. Dimtr,® in the Argentine having described the
X ray findings 1n a simular case 1n 1973

But 1 1935 Professor Hilding Bergstrand® called the condition
the Sturge Weber disease because of the priority of Dr W Allen
Sturge s account 1 1879 I find that Dr Sturge? reported the case
of a gl aged 6} years with an extensive telangiectatic navus,
especially of the right side of the face and head nght sided buph
thalmos, and epileptic fits begmnmg m the left hand He con
cluded that the nght side of the bram was also imsolved m the
nzvoid condition—and this in spite of adverse criticism by leadmg
members of the London medical profession at the meeting as may
be seen by the account of the discusston published m the Bnifish
Medical Journal at the time R Schirmer of Greifswald® had already
described the case of a man aged 36 with an extenswve telangiec
tatic nevus especially of the left side of the face and left sided
buphthalmos but he made no allusion to epileptic fits or bramn
disease

Much still remains to be discovered regarding the nature and
pathogenesis of this disease but the prionty of explaiming the
gross connexion of the various lesions 1n a typical case belongs to
W Allen Sturge If anyone s name should be added to his 1t should
be not mmne or Dimutr1 s but kalscher s, since S hahscher i 1gor®
published an elaborate account of the post mortem findings m the
bram of a child who was affected in the same way as Sturges
patient mme and those of others A study of the whole subject of
telangrectatic and angioma like dysplastas and also the mvanable
absence of any hereditary or even famihal incidence both tend to
convince me that the Sturge Kalischer disease must be due not
(hke Recklingh s neurofibromatosis) to any genetic cause but
to some accidental local mjury (mechamical chemucal or physical)
to the ovum at some period after fertlhzation that s to say to the
embryo during early imntra uterime hfe

Kabbe h H Ack Mewr! d Poyohatry 1934 32
Dimit N, Re dsoc Med drgent vows 3605 O

Bergswand H  Second [ ternational ¥ urologtc 1 Cotgre 1935 Abtacts p 124
Prof Bergstrand s colleague the bra n surgeon H Olivchrona used the same term

Stug W A Traws CI Soc Lond 879 12 162

Schrme R Von Graef s d chw fur Ophih lmol 1860 7 Part1 119

Ralscher S rch f Psyeh u Veenhalk 1901 38 171 Dr K Blum ha sug
gested the term  Sturge Ralischer eb r d sease
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may be comparcd to such congenital ind developmental dvsplastic
diseases 1s Landaw’s disease, von Recklingh wsen’s neurofibroma
tosss, syningomyeha (and syringobulbta), and Bournesille s disease
or epilon (a syndrome mcluding tuberaus sclerosss of the brun and
Pringle s nvord telangiectatic type of sebaceous adenoma)

The patient wis mdeed a remarkable sight She was a rather
obese youns, woman with 1 fleshy face much of which, especially

The Sturge halscher disease Sktagram showing cale
fed meningeal hxmang ectatic leson of the left
cerebral hemusphere

the left side, was scarlet or purple owing to a very large telangrec
tatic navus, on the left side she had an ox eye (buphthalmos
congenital glaucoma) and the right half of her bady was smaller
than the left half and also hermparctic pomnting to a lesion on the
left side of the bramn ® Because the X ray findings by Dr James
Metcslfe 1n my case proved the existence of a more or less calaified

SWeber b latkes Joumn Newrol ad Pyych pathol 192z 3 134 and Proc Roy Soc
\ed 1)2B-g 22 431



THE EHLERS DANLOS SYNDROME 13

The cutaneous friability mvolves both the shin and 1ts blood
sessels Bruwes occur much too readily A shght knock, especially
where the skin hes directly over bone (eg over patelle tibre
olecranons), may produce a hzmatoma or actual splitting of the
shin If there be an actual wound 1t tends to gape n spite of stitch
mg and gies rise to a characteristic broad cigarette paper or
papyraceous afrophic scar Such peculiar scars bruises and resulting
pigmentation-—especrally the broad transvefse atrophic scars over
the knees—constitute the most obvious climical mamifestation of the
Ehlers Danlos syndrome and Ronchese prefers to use the term
dermatorrhexss (sphtting or cleavage of skin) so as to stress this
most important feature of the syndrome To my mihd however,
one should speak of the conditton not as dermatorrhexss but
rather as an abnormal tendency to dermatorrhe<is—that 15 to say
as abnormal friability or fragihity of skin

Owing to the over extensuibibity of jomnts wnd the hereditary
history 1 the pseudo hzmophilic condrtion described by G Sach
(Deut Arch Rl Med , 1935 1936, 178 663) 1 his article headed
Status dysvascularss a case with pecubiar friability of the blood
vessels there can be httle doubt that 1t should be regarded as a
varety of the Ehlers Danlos syndrome

There 15 a superficial resemblance between some of the papy
raceous scars 1n the Ehlers Danlos syndrome and so called 1dio
pathic striz atrophice of the skin—which develop 1diopathically
or fter mfectious diseases such s enteric fever 1 voung persons
especially about the period of puberty when general growth of the
body 1s actively progressing—notably the transverse striz patellares
But the latter are never the result of actual wounds or traumata
and never have the broad loose papyraceous appearance of the
Ehlers Danlos scars and do not usually occur over the actual
pitellz as those of the Ehlers Danlos syndrome do 3

Bruuses and slight hematomata 1n the Ehlers Danlos syndrome—
lesions 1n the dermus or even involving subcutaneous tissue—should
not be confused with the blood bhisters (bulle with more or less
sanguineous contents separating the epidermis from the dermis)

which are characteristic of dystrophic tvpes of epidermolysis
bullosa

0n the whole sabject of diopathic str = atroph cm of puberty see F P W ber
Lanct 1935 2 885 and 1347 Practt er 1917 99 453 Br Journ Derm 1926 38 1
and remarks n discussion” Prac Rey Soc Med Section Dermatol 19 4 17 45 and
Proc Ry S¢ Md Se tion Child 1927 20 11
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THE EHLERS-DANLOS SYNDROME

1 wiLt now der a develoj 1 hymal dysplastic
syndrome, often of strikingly famihal incdence I Strictlv speabing
1t m1y clam to be a real dgeare lihe Recklinghrusens neuro
fibromtosis etc—of genetic mutatonal ongin  The complete
form of the Ehlers Danlos svndrome 15 constituted by the association
of three man gene abnormalities of development

{1) Over elastiaity of shin, (2) over extensibihty of jownts and
(3) shin fraability, o which the third 15 the most important con
stituent

‘Incomplete cases with over elastic skin or over extensibility of !
Jonts or both, but without some degree of the charactenstic

Atcoph  trausverse scars ov £ the patell 1n the Eblers Iianlos syndeome

cutancous frabihity should hardly be included as examples of
the Ehlers Danlos syndrome, especially when there 1s absence of
typical more or les complete cases m the family For mstance a
shght degree of over extensinlity of fingers or thumbs 1 quite
common amongst ordinary persons who are generally regarded as
normal The over elasticaitv of the shin in the Ehiers Danlos syn
drome may be hnuted to certain regipns notably to the skin about
the etbows and knees *

See B P \eber Brt Journ Derm 1936 48

6Gog
300 confusion i the terms thalasodermia  cutis [axa  foose slan  dermatolyss
clastic sk etc s ¥ P Weber Ur{ and Gut Fenvew 1923 27 407



FAMILIAL RECURRENT BULLOUS ERUPTION 15

the same tendency to get bullz on the feet m summer Rubbing 15
sard to favour the development of the bulle There have been many
reports in America on this ‘Cockayne or Weber Cochayne bullous
eruption—set especially M Waisman Recurrent Bullons Eruption
of the Feet and Hands (Weber Cockayne)—Localized Eprdermo
lysis Bullosa J Amer med 4ssoc 1944 124 1247 contamng manv
references to the recent literature see also ] B S Haldane A New
Pedigree of Recurrent Bullous Eruption of the Feet  Journ Heredut
(Balimore) 1942, 33 17 Dr E A Cockayne has suggested to
me that there may be a Mendehan recessne as well as a dommant
type This would account for the apparent absence of hereditary
mcidence 1 the case of the boy I saw first T do not know 1f there
was any parental consangumity, but there not rarely 1s i Jewish
families Like his Dr Cockayne pomnts out that haserland and
Harnison s patient was the only member of his famuly known to be
affected but he was a Jew, the son of cousms

SJOGREN’S SYNDROME:!

Hewrix SJoGREN of Jonkoping (1933 and later), starting from the
eye changes has succeeded 1n establishing the existence of a syn
drome which 1 1ts complete form mcludes kerato conjunctivitis
sicca  xerostomua, rhinitts sicca  pharyngitis sicca and laryngitis
sicca but which 15 far more often incomplete There are chronic
mflammatory changes in the parotid glands usually without sup
puration but with recurrent exacerbations leading to permanent
enlargement sclerosis or atrophy n wregular combmation analo
gous changes m the other sahvary and in the mucosal glands and
also 1n the lacrimal glands (though usually without obvious chmcal
enlargement) The skin {especially the sweat glands) and stomach
(acxd producing glands) may be myvolved m some cases The chmcal
onset often more marked on one side than the other 1s imntermittent
and msidious and the patients are mostly ruddle aged women
Clinteal accomparmiments may include acceleration of erythrocyte
sedtmentation  alterations 1 the blood count body temperature
and blood sugar curve arthritic symptoms and apparently some
times the presence of focal infection

Syogren concludes The morbd changes of the eye appear to
find therr simplest explanation i the fact that owing to extreme

. 3'\“'" Brit Jour Ophthalmology 194 29 299 and M4 P 55 and Cic 193, 713
s
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In the Ehlers Danlos scars there 1s sometimes a development of
soft molluscoid or cyst ike pseudo tumours of loose connective
tr sue, which, when present, have by some been regarded as con
sututing, a fourth clinical manifestation of the Ehlers Danlos syndrome
A fifth climeal mamyfestation, which may be adnutted, 1s the occasional
presence of peculiar freely movable nodules 1 the subcutaneous
tissue of certain regions These nodules, or ‘spherules’ are usually
pea sized or smaller nd shp about under the skin, apparently m
the superficial portion of the subrutancous fat By Iight pressure
with the finger they can easily be moved an inch or considerably
more without any pamn or tenderness being complamed of In spite
of their frequent hardness they have been found to consist of fat
1 think, howeser, that they should not be termed hpomnata’, they
constitute evidence of a special kind of dysplasia n the more super
ficsal portions of the panmculus adiposus Appaently sprouting
{bud like) lobules of subcutaneous fat are formed, which by gradual
thinning and atrophy of their pedicles become free or almost free
bodies under the (unnaturally?) loose skin  Probably m time they
may become munute o1l contaming cyst hike spherules, with thick
ened or calcareous walls ¢

FAMILIAL RECURRENT BULLOUS ERUPTION
OF THE FEET AND HANDS
IN HOT WEATHER

Waat has been regarded by some as a local vanety of epidermolysis
bullosa 15 a disease more or less completely localized to the hands
or feet or both hands and feet characterized by a recurrent bullous
eruptton m summer, the exating cause bemng the hot weather more
than local traumatism The famibal inadence 1s very strikang, as
first pointed out by E A Cockayne (Bnt J Derm 1938 50 358),
who however could find only one similar case recorded namely,
that m a boy aged 4 years by ¥ Parkes Weber (Proc Rgy Soc Med,
Section Dermat 1926, 19 72) This boy 1s still troubled 1n exactly
the same way 1n summer the bullous eruption on his feet duning
summer makes stinding painful and work n the Royal Awr Force
became practically smpossible In this particular case 1 could obtain
no family hustory of any smular condition T have recently been told
of another case 1n a boy, aged 6 years whose father has always had

f the Subcutancous Spherules in Some Caes of the Ehlers Danlos
s):;;.;;or::ml:\!r!? P Weber and Janct K vatken Laneet 1338
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glands of the gastro mtestinal canal—suggest some derangement of
the vegetative nervous system Some of the patients are of neuro
pathic type

In a relatnely early case that T have seen recently with Dr B
Rogo! the patent a woman {widow) aged 37 years, 15 recovering
from her fourth attack In the mtervals between the attacks she has
hitherto appeared practically normal The attachs last about four
weeks and are marhed by dryness of her mouth with some swelling
of the parotid and submaxillary salnary glands feeling of soreness
and dryness of the eyes with some blurning of vision dryness of the
skin, puffiness of the face and whole body notably about the
anMes 1f not actually cedema ‘Menstruation 15 absent or scanty
dunng the attach There 15 some evidence of retention of flud
during the attack and increased urinary output during the period
of recorery No fever has been detected Considerable muscular
asthenia and general lasstude accompany the attach and may
persist for some tume after the attach Keratiis with reduced
vision 1 one eye was reported mn October, 1943 There has
been over a years interval between the present and the last
attack The attacks have been in cold weather suggesting that
winter favours  some disturbance of the endocrinal balance
Dr Rogol has"noticed that a shght growth of hair on the hps
\at, legst upper lip) and sides of the face comades with the
peniod of recovery {as marhed by return of the sabvary secrevon),
but gradually disappears spontancously No drugs have hitherto
been found to be of any real use n this patient

AN UNKNOWN DISEASE!
Tue patent Mrs M W  when aged 44 years was admitted to
hospital on September 20 1937 with the history of having been
athng for the last four months wath loss of body weight and patlor
she also complaned of pamns 1n vanous parts of the body The ery
throcvte sedimentation rate was extremely accelerated  Skia
graphic examination of the lungs (September 17 1937) just before
the patients admission showed much abnormal shadowng a
rounded mass in the right upper zone and a mass also i the left
upper zone  She mentioned that not long before the commence
ment of her illness she cut her left thumb whilst carving some cold
famb the wound took two weeks to heal In the hospital she fre
quently had moderate fever {about 100 ¥ ) ull about the middle
Afer Brit J umal Dermat 1933 51 13
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diminution or complete abohtion of the Incrimal secretion, the
comyunctiny tself 15 obhiged to provide for the cntire secretion of
flmd  As the result of this 1 chironie awdemn anises, wlich gradunlly
leads to degeneration nd atrophy of the epithclium  One moy
suggest 1 nnlogous explinttion for the second ry chnges i the
oral mucosy when they rise m crses of chronic serostomiy of wy
nature

In some cnses the definite ocular changes re preceded by the
silivary ghnd troubles, sometimes perhaps they may remun ibsent
altogether

Non Ocular ! ealtures of Syogren s Syndrome —~Ap rt from the ch inges
m the svinry glinds ind the mouth, non ocular feitures 1 enses
that T hiave been able to see mysell hawe wncluded Dryness i the
nose, pharyns and laryna, sccondary dysphagin (Plummer Vinson
syndrome), sccondary cough (from dryness of mouth nd phuyny),
adhlorhydnn, dryness of shin dryness and atroplic chnnge m
vagma lmost complete lopecin, necelerated erythrocy te sedimen
tation, hypochromic ananma, low blood pressure low blood sugtr,
Jow blood cderim, Raynwd ke Dlueness of hands and [eet,
tel mmiectisir on lips wnd tips of fingers, telngiecttie, pigmentiry
and sclerodermn like changes in the legs (Sheldons cise 1938},
delusional mental changes and acewsional epleptic fits (Sheldon s
cse 1938)

It 1s possible that some of these features—e g the telangiectasit
and the 1lopeeri— may be superndded conditions not dieectly con
nected with the Sjogren s syndrome

In regrd to the curious features i Sheldon s cse T have heard
ol wother ¢1se of Sjogren s svndrome with simular leg, pigme itation

Itislory —The primary case of Sjogrens syndrome remuns
unknown though nfective toxic Allergie wmd endocrine fictors
1s well 15 vitumm (especnidly vitumn A) deficency have Wl been
suggested It forins one ol 1 group of syndromes or diseases specilly
affecting, the female sex such 1s <xophthalmic gostre 1y mphadenord
soitre, hipody strophii progressiva supertor  wchop ithie hy pochromic
wd swmple achlothydric Anamns - perhaps ulceratne  cohitts
Simmond s prtuntary cachexin nd s so ¢ alledd funeion il counter
pit  amorent neriost Though the ctology his not been dis
covered, it Appears to be of chronic inflimmatory nature— witness
the accelerated blood sedimentation wd occsional arthritic com
pheations Tts mamfold generlized manifestations—espectally
regrd to the silna, tear and sweit producing glands and the
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glands of the gastro intestinal canal—suggest some derang of
the vegetative nervous system Some of the patients are of neuro
pathic type

In a relatuely early case that I have seen recently with Dr B
Rogo! the patient a woman (widow) aged 37 years 1s recovering
from her fourth attack In the intervals between the attacks she has
Iitherto appeared practically normal The attachs last about four
weeks and are marhed by dryness of her mouth with some swelling
of the parotid and submawllary salsary glands feeling of soreness
and dryness of the eyes with some blurring of vision  dryness of the
shin  puffiness of the face and whole body, notably about the
ankles 1f not actually cedema Menstruation 1s absent or scanty
during the attack There 1s some evidence of retention of flud
during the attach and increased urmary output duning the period
of recovery No fever has been detected Considerable muscular
asthema and general lassitude accompany the attack and may
persist for some time after the attack Keratiis with reduced
vision 1n one eye was reported i October 1944 There has
been over a years interval between the present and the last
attack The attacks have been mn cold weather suggesting that
winter favours some disturbance of the endocrinal balance
Dr Rogol ha¢noticed that a shght growth of har on the hps
(at Jeast upper lip) and sdes of the face comades with the
period of recovery (as marked by return of the salnary secretion)
but gradually disappears spontaneously No drugs have hitherto
been found to be of any real use 1n this patient

AN UNKRNOWN DISEASE:
TuE patient Mrs M W when aged 44 years was admtted to
hospital on September 20 1937 with the history of having been
aling for the last four months with loss of body weight and pallor,
she also complained of pains m various parts of the body The ery
throcvte sedimentation rate was extremely accelerated  Shia
graphic exammation of the lungs (September 17 1937) just before
the patients admussion showed much abnormal shadowmng a
rounded mass n the nght upper zone and a mass also 1n the left
upper zone She mentioned that not long before the commence
ment of her 1llness she cut her left thumb whilst carving some cold
lamb the wound took two weeks to heal In the hospital she fre
quently hid moderate fever (about 100 F) nll about the mddle
Aftee Brt Journal D m {1939 S1 132
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of January, 1938, afier which she had practically none When the
patient left hospital on May 21, 1938, her general condition had
greatly improved, she had gamned considerably mn weight the
anzmia was shghter, and the erythrocyte sedimentation rate was
less accelerated After that the ymprovement contmnued, but by
N ray examinition (December 3 1938) there was still gross lung

Shiagram of thorax September 17 193,

shadows though thev had diminished The right lung had become
somewhat contracted and the diagnosis of chromic pulmonary tuber
culoss suggested 1tself though tubercle bacilh had never been found
m the scanty sputum and the Pirquet cuts reactton was only
normally positne for adults The blood serum gaie negatne
Wassermann and Memiche reactions The pauent had one child
the only pregnancy) said te be living and hexlthy and grown up
The menopause occurred i September 1936

The most puzzhng feature 1n the case had however been the
apperrance, n all four Iimbs of tense subcutineous swellings,
which traselled slowly distalwards and then disappewred At the
beginming there were pam tenderness and redness of the shm
accompanyng the swellings the appeirance of which was also
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preceded by local pamn, but otherwise pun and redness were not
stribing features The swellings were manly n the subcutaneous
tissue but 1n places seemed adherent to the cutis and the fascia
and even the muscle at one part (right biceps) seemed to be mvolved
as 1f there were some actual myosins The sequence of events (all of
which tool place under our eyes in hospital) was as follows

About October 21, 1937 a tense swelling with the overlying skin
for a time very red was observed 1n the bend of the left elbow, about
the msertion of the biceps muscle and partly m the upper part of the
forearm Tt had been preceded by an aclung pam which started
suddenly two days previousty By November 16 the swelling no

BE v ey

Ll

Sk agram of thorax December 3 1938

longer acute divided mto two cherry sized nodules had trayelled
distalwards down the forearm one of these nodules was over the
flexor surface of the radius about half way between the elbow, Jomt
and wrist whilst the other was over the extensor surface of the ulna,
shghtly closer to the elbow jomnt than the wrist There was also a’
smaller (lentil sized) nodule near the first of these two—a hind of
satelite By November 24 the two chief nodules had nugrated
gradually towards the wrist the skin over them was red they were
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not tender, but ached shightly The swelltngs travclled slowly down
towards the wnist and finally disappeared

On December 27 there was considerable swellmg (sthout much
pam or tenderness) m the belly of the right biceps, this had begun
gradually with local pam on December 23 (There was no ‘blood
eosmophilia to suggest trichinosis ) By December 30 the swelling 1
the biceps muscle had completely disappered, but there was 2
walnut sized swelling 1n the position of the right supra trochlear
lymph gland very shightly tender to pressure and associated witha
hitle aching pam This swelling increased, and by January 1o
1938, had resolyed itself into two or three distinct nodules, but by
January 20 1t was represented only by two nodules slowly travelling
down the night forearm as the nodules 1n the left forearm had done
towards the wrist By about February 8 they had both faded anay

On January 13 1938 2 pamful and tender subcutaneous swellng
was observed on the inner side of each thigh just proximal to the
knee This disappeared, but about January 26 there were pam and
tenderness m both cilves and on the following dav there was
swelling at the outer side of both ankles Two days later we observed
some ardema of both ankles and of the dorsum of both feet There
was still a Iittle pain m the calves, but no tenderness to ordmary
touch On February 2 an 11l defined subcutaneous swelling could be
felt 1t the back of the Iower part of the Ieft calf but both legs seemed
well agan soon afterwards

In the early part of March there was temporarily an almost
panless movable subcutaneous nodule at the ulnar side of the right
forearm, close to the wrist over the nodule the skin was shightly
reddish  This seems really to have been connected with one of the
nodules n the night forearm which I thought had disappeared m
February Afterwards therc was no return of any subcutaneous
nodule or diffuse swelling

The patient left the hospital on May 21 1938 but was seen again
accastonnlly feeling fairlv well and able to get about On May 11
1939 Dr F G Chandler kindly exammed her at St Bartholomew s
Hospital and likewise examned all the shiagrams of the thornx that
had been taken He did not thmk the pulmonary condition was
tuberculosis but cautiously suggested sarcoidosis On December 19
1939 the patient was feeling very well excepting for some pains
She had no cough and had gamed m body weight Blood count
{May 15 1939) Hremoglobm 79 per cent, crythrocytes 4,100 000
colour mdex = o 96 Jeucocytes g 500



AN UNANOWN DISEASE o1

On June 12, 1941 she told me that for the last year she had been
suffermg from a mysterious disease of the left eye A fresh shiagram
(June 12 1941) of the thorax showed considerable remaiing
patches of shadowing Our radiologist Dr E J H Roth thought
that the appearances were not those of tuberculosis In regard to the
eye trouble she had consulted Mr N Bishop Harman by whose
kindness and thatof Mr P McGregor Moffatt I was informed that

Shiag am of thorax June r2 1931

there were the signs of severe chromc indo cychus but no evidence
as to the cause of the attack She was afterwards treated at \oor
fields Eye Hospital Bv April 1942 she was practically blind in
both eves ‘ieucomatous changesy Dr G \farkus found that
entropion was a complicating factor In nddinon she had developed
a kind of nephritis or nephrosis with 14 per mille albumen 1 the
urine by Esbach s tube

Treatment ncludmg fairly large doses of potssium iodide
seemed not definitely to help her I hear that she finally died at

Brighton about January, 1945 and the cause of death was given
on the death ceruficate a nephritis
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As to the remarkable wandering subcutaneous swellings on her
limbs 1t an early pertod of the disease (1937 38) I have never seen
anything similar As they did not ulcerate or form abscesses 70
culture was made, e g for sporothrix The changes mn the lungs, eyes
and kidneys were equally puzzling Was the whole illness a form of
sarcoidosts or was 1t sporotrichosis (as had been suggested by Dr
K Blum) or a mysterious mycosis (> aspergtllosis) of some hind®
Lymphangitic swellings and nodules on the imbs 1re well known mn
sporotrichosis but i the present patient 1t 15 remarkable that the
swellings and nodules should hase travelled centrifugally down the
hmbs Sporotrichosis may ffect the lungs kidneys (pyelonephritis)
and eyes (sporotrichic panophthalmia conjunctivitis and blephar
1tts) If the present case were onignally one of primary pulmonary
and systemic sporotrichosis one might understand a (sporotrichic)
lymphangitis sprexding from the trunk centrifugally down the
Imbs Jodides were perhaps commenced too late 1n the disease
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DYSPLASIAS AND DYSTROPHIES OF
THE SUBCUTANFOUS TISSUE
(Including the Panmculus Adiposus)

Asonest the dysplasias one mav nclude hyperplasias and hypo
plsias or aplasias Amongst the dystrophics one may nclude hyper
trophies and hypotrophies or atrophies 1 limit the term dysplasin
as far as possible to include only obviously mnborn developmental
condittons and processes Generalized obesity and generalized
emaciation nclude respectively hypertrophy and hypotrophy of the
panniculus adiposus In some elderly persons the semile mnvolu
tionary hypotrophic processes show themselves more obviously or
earhier 1n the shin and subcutaneous tissue than elsewhere

The most strihing example of limited atrophy of the panmculus
adiposus 15 furmshed bv the now well known condition (almost
always bilateral and symmetrical) termed lipodystrophia progressiva
superior which however 1s not always progressne indeed 1n
some cses the face and nech may remain the only parts of the body
mvolved In the most typical examples i women the atrophy of
the subcutaneous fat over the upper part of the body 1s accom
panted by an mcrease of the fit over the buttochs and thighs, which
makes the lipodystrophta more striking by contrast occasionally 1t
may constitute the main feature of the case  (See also p 113 )

In some cases of Cushings syndrome (especially m women)
obesity of the abdomen and trunk may be accompanied by a
remarkable thmness of the legs so that one 15 almost justified
speakmg of a lipodystrophia progressna inferior A lesser desree
of disappearance of the sub fat m the legs below the kuees
1s often present i healthy muddle aged women and cannot be
termed abnormal In aged arteriosclerotic subjects the dystrophic
wasting of subcutaneous tissue may be associated with pruritus and
recurrent erythematous or purpuric eruptions of the shin over some
limited area similar 1o local neurodermatis In a few cases of
Cushing s syndrome local symmetrical dystrophic conditions of the
subcutaneous tissue may be assoctited with sinmlar ¢rythematous or
purpuric eruptions and generalized diminution of resistance towards
pyogenic infections

SAftee Med Pessa d Ce 1943 209 203 205
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The condition known as erythrocyanosis crurum fmda puel
larum (feminarum) mav occasionally melude the subcutaneous
tissue 1n the swelling There may, however, be a true chilblamny
element superadded

Symmetrical diffuse hipomatosis (so called) of the nape of the
neck, and sometimes m front of the axille and 1 other regions, 1s a
form of consuitutional localized dystrophic hypertrophy of the
panmculus diposus which occurs 1 muddie aged men—hardly
ever m women—who often show a tendency to put on fat to a lesser
degree elsewhere They are mostly excessive beer drinkers taking
gin or other spirits m additton If they become emaciated from
hepatic cirrhosis and ascites (repeated tappings) the symmetrical
deposits do not atrophy to the same extent as the subcutancous fat
of the rest of the body The condition has apparently become very
rare  Muluple subcutaneous ipomata are most frequent in the
volutionary dystrophic pertod of hfe So called adiposis dolorosa
(Dercum s disease)— rare condition seen chiefly 1 women of the
same period of life—is probably at least partly of endocrine ongin
Patches of (1schamic) mflammatory sclerosis which may be pamnful
and tender on pressure are not rare in diffuse lipomatosis and
Dercum s disease and hypothyroid (endocrme) obesity in women
—constituting one form of chronic panniculitis

Areas of dysplastic hypoplasia or of hyperplasia of the subcutane
ous tissue and panntculus adiposus of congenital or developmental
origin constitute a rare hind of nevus 1n the broad sense of the term
A lineir dystrophy of the subcutanecus tissue with local more or
less complete atrophy of the panmiculus adiposus constitutes a
striking form of lmear morpheeic sclerodermin This rather dis
figuring condttion (generally affecting only one of the hmbs) after
progressing for a vanable period m7y remain stationary for the
rest of the patient s hife In tvpical inear morpheeic scleroderma the
cutis of the whole stripe may become closely adherent to the under
lymng fascia and muscle as after a Condoleon operation I have scen
such a process along the thigh of a woman result in a deep, per
manent longitudmal furrow between lofiy walls of abundant
muddle age painmiculus adiposus Strapes of this kind bear a striking
resemblance to some congemtal or deselopmental hinear navi and
one cannot help thinking that some linear morpheic Cases ansing
m early hfe may really be of the nature of delryed nevt

Atrophic changes 1n the subcutaneous tissue and panniculus
adiposus may accompny varously situated areas of morphoeic
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sclerodermua Similar atrophic changes, obviously of the same
nature, may occur very rarely without actual changes i the shin
that can be termed sclerodermatous Small local patches of sub
cutaneons fat atrophy resulting (as an diosyncratic reaction) from
wmsulin 1myections may simulate the (above mentioned) patches athed
to morphaic sclerodermia More or less permanent patches of
atrophy of the panniculus adiposus result from ‘relapsing febnle
non suppurative panmculitis, a rare disease or syndrome which
has been termed the ‘Weber Christian disease

In the well known dystrophie changes at the lower part of the leg
connected with varicose veins the subcutaneous tissue may he
involved as well as the cutis The cutis may thus become bound
down to the perosteum and fascia, and the resulting sclerotic area
may then closely sumulate the appearance of true sclerodermia In
a recent patient there was hikewise cedema fiom myocardial incom
petence which naturally could not mvolve the lde bound area
The contrast between this sclerotic area at the lower part of the leg
and the cedematous proxumal portion of the limb constituted at
fiest sight a puzzling phenomenon  Pseudo sclerodermuc  condt
tions may perhaps sometimes be caused by deficiency of vitamins
(rnicotinic acud) see R B AfcMilian, Bt Aed Journ 1943, 2
229

In the symmetrical and more or Iess generalized cases ot sclero
derma and der ositrs  the sut tissue (with the
panmculus adiposus) of the affected areas, particularly of the
extremities 15 to a greater or lesser degree involved This apphies to
the rarer acute and sub (true der yositic) as well as to
the less uncommon chronic cases It1s 1 the more acute {dermato
myositic) types with much swelling at the commencement that
recovery is more fikely to take place 1f the patent survives the active
stage of the discase The rare severe acute cases (apparently an
infectve febrile inflammatory d ease) seem to have a relation to the
chromc ¢ases superficially resembling that of the subcutaneous
nodules of acute rheumatism and chorea minor to the subcutaneous
nodules of rheumatod arthritis but this analogy will not bear
stretching  Sclerodermia of sclerodactyfia distribution, as in adult
cases mav anse occasionally even in early childhood In one case it
seemed to have already started at or before birth

In sclerodermia and allied conditions such as so called acro
dermatitts atropt chromica fibrous nodules
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appearance recalling rheumatic nodules, have occasionally been
noted—n children as well as 1n adults

The subcutaneous tissue may, of course be mnvolved m atropho
dermuas and dystrophodermias of various types wmcluding the well
known semle or pre senile parchment like areas on the bachs of the
hands also mn rare chronic artenial 1schamic conditions ncluding
chronte thrombo angutis obhterans

In most typical cases of acromegaly hypertrophy of parts of the
subcutaneous tissue constitutes a conspicuous feature, notably m
the face hands and feet The excessive productton of growth
hormone 1 the anterior part of the pitwitary gland, which 1s the
cause of acromegaly, seems to work differently m different acro
megalics—n some the changes are mainly m the bony sheleton m
others the soft parts are equally or even more strikingly affected the
viscera may bespecially enlarged (acromegahc cardiomegaly gastro
megaly etc) andin very few the scalp may be so hypertrophted m
area as well as in thickness that 1t has to become folded or convoluted
to keep attached to the shull Thus acromegaly 1s one cause of the
rare chmcal condition known as cutis verticis gyrata  cupssulcata
capiis  furrowed scalp  bulldog scalp  whirlpool scalp and
megalia cutis capttis other causes bemg a congenital or develop
mental nzvoid dystrophy and extremely rarely, Recklinghausen s
neurofibromatosis (sez later on) It scems that there are local con
stitutional predispositions which determme the relative degree
and distribution of the changes due to the growth hormone
of acromegaly In very rare cases the distribution 1s more or less
unilateral, one side of the body being more affected than the other
Thus 1 one acromegalic man only the right half of the scalp was
furrowed m the above manner se¢e Weber and Atkinson, Bri
Journ Derm 1928 40 454) I know of one shghtly acromegalic
woman m whom the dystrophic hypertrophy of subcutaneous tissue
1s specially marked m the legs and 1 accompanied by varicose vems
There 1s practically no pitting on pressure but the swelling i the
legs 1s said to become shightly less on Iymg down The appearance of
the limbs suggests a kind of carlv elephantiasis nostras For a
somewhat simlar case of chronic elephantiasis like ccdema—but of
umlateral distribution—in a young woman aged 21 years compare
L Lichtwitz Functional Pathology 1942 p 7, figs 16 and 17

In Recklinghausen s neurofibromatosis apart from the ordinary
characteristic symptoms some cases show remarkable dysplastic
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hypertrophic changes 1 parts of the subcutaneous tissue This may
take the form of tumour like masses of connective tissue—with or
without special neurofibromatous cords or so called pleform
neuroma —which distend the skin and wergh 1t down so as to form
pendulous tumours 1 various posiions In other cases large areas
of hypertrophic and dystrophic subcutaneous tissue and cutis
become folded and then hang (dermatolysis) hke curtamns or
flounces about some portion of the trunk or are suspended from the
abdomen or lower part of the trunk over the thighs

On ‘chalasodermia  loose shin  dermatolysis and hyperelstic
skin compare F P Weber, Urologic and Cutaneous Review, 1923 27
407 It 1s certam that examples of folded hypertrophic {or hyper
plastic) skin and subcutaneous tissue cannot all be included under
acromegaly neurofibromatosis and nzvoird conditions some are
connected with pseudo xanthoma elasticum {see further on)

The Ehlers Danlos syndrome 1s due to 2 pecuhar inborn dysplasia
mainly of the shin and subcutaneous tissues, whether or not any
history of the disease 1n other members of the family can be obtamed
The loose skin or cutis laxa 1s not a striking feature 1n every case
and when present, may be hmited to certamn parts of the body
notably about the elbows and knees The munute tense cyst hke
spherules which may be felt freely movable 1n the subcutaneous
ussue of a few cases (see Weber and Aitken Lancet 1938 1 198 and
Proc Roy Soc Med 1938, 31, 553) are almost completely separated
lobules of fat (hence their remarkably free mobility) and obviously
represent the result of a peculiar developmental dysplasta of the
panmiculus adiposus  The loose skin or cutis laxa of the Ehlers
Danlos syndrome should be distinguished from the so called cutis
laxa and folds and flounces of Reckinghausen s disease (sez above)
Moreover i the Ehlers Danlos syndrome the loose skin tends to
be specially well marked about the elbows and knees which 1s
not so 1n neurofibromatosis

It scems that in cutis laxa as m hyperelastic shin (cutss hy per
elastica) an atrophic or developmental dysplastic change produces
defictency of the normal attachment of the shin to the deeper
structures  But mucroscopical descriptions are not all mn accord
It 1 possible that there are varieties mtermediate between cutis laxa
and cutis hyperelastica and the difference between these two con
ditions may depend on the elastic fibres 1¢ on whether they are
normal or exaggerated 1n {yprcal hyperelastic cases and deficient or
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dysplastic or dystrophic in typical cutis laxa Thus areis of ‘cutis
laxa may Ithewise be present 1n the developmental dysplastic disease
termed by Bock elastosis dvstrophica (‘pseudo xanthoma elast
cum ), which more correctly should be named elastosis dys
plastica (Proc Roy Soc \led, 1936, 29, 294 and 1937, 30 199
Bock Zatschr Augenk , 1938, 95,1 W Freudenthal, Handh der Haut
und Ceschlectskrankh 1932 4 part 3 475)

That there 15 a local dystrophic state connected with so called
calemosss of the cutis and subcutaneous tnsue seems evident, but
m very rare cases a remarkable feature must be mentioned namely
the formation 1n the subcutaneous tissue over certan areas of a kind
of ‘lymph sacs reservows or cushtons which fluctuate hke
water beds when pressed on  This condition of lymph sacs may,
perhaps also occur without calcmosts (see Atkinson and Weber, Brit
Journ Derm 1938 50 270 J H Sheldon Proc Roy Soc Med
1934, 27, 623 Kumitrky and Melchior, drch f Derm u $3ph 1916,
123 133)

The subcutaneous tissue may, of course be mnvolved m Duput
tren s contraction and m analogous nodular changes mn the
palms without actual contraction and in acquired or congemtal
camptodactylia of fingers mostly the httle fingers

Some fibrous and fatty and vascular (blood and lymph vessets)
lumps and thickenings (single or multiple) m the subcutaneous
ussue and cuts should obviously be regarded as pseudo tumours of
dysplastic developmental origin— hamartomata m E  Albrecht s
sense of the term—whilst others may be assouated not with an
erolutionary dysplasia but with an mvolutionary dystrophc process of
later periods of life e g little telangiectatic venous nodules of lips
and mouth 1n elderlv persons plexiform neuroma (plexiform
neurofibroma} and molluscous fibromat1 and other so called
tumours of Recklinghusen s disease (see 2bove) are also hamarto
mata Here should also be mentioned the local congenital or
devclopmental lymphangiectanic condstions mvolving the sub
cutaneous tissue and cutis ancluding cystic and  stdl rarer,
lymphorrhagte varieties

I have once seen what I regarded as a peculiar nodular dysplastic
condition of the subc tissue of an d child asso
ciated with multple other abnormalities In rare cases of true
of parts of the hands or feet there may be local immense
with thickened cutis and increase of the

guganiism
increase of fat associated
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fibrous portion of netve trunks (conclusions from data about a case
gnenme by Dr R A Rowlands, 1931) Ido not know whether thus
condition 1s allied to what was formerly termed ‘malignant ipoma
of 2 hand or a foot—winch, I gather, was not a true neoplasm The
elephantiasis telangiectodes of Virchow 15 according to Virchow,
a congemtal nan 01d vascular condution with secondary hyperplastic
thickening of connectine tissue elements due to over nutrition from
excessive blood supply

Al xedema manifests itself manly as a mucinous mfiltration of the
cutis and subcutancous tissue, due to hypothyroidism The sub
cutaneous tissue as well as the cutis may be imvolved 1n rare cases of
atypical local amplowdesis and probably also to some extent m
atypical generalized or ‘primary amylodosss, with or without
special imvolvement of the tongue (amylod macroglosia the
Iubar ch Pact syndrome }

The subcutaneous tissue mry be affected by the nervous system
and apparently the Morvan type of syringomyehia may be the
cause of Ainhum hke changes m per ons who have never been m
tropical or sub tropical countries

Chromc obstructive cedema from various causes leads to per
manent thicheming of the subcutancous nssue of the affected parts
and ul fy 1o v i of elephanttasis of which condition
tropical filarsal elephantiasts 18 the most charactersstic example
Cases of elephantiasis nostras (1 e non trapical elephantiasis) ire
due to chromc obstructions of vemns and lymphatics draming the
~ffected parts owing to venous thrombosis syphilis tuberculous
neoplasms and chronic or recurrent lymphangitis of all kinds The
whopathic cedema of the Nonne Milroy Metge type 1n which
there 15 often 2 heredo fimibal history 15 due to some unknown con
gemtal or developmental abnormality of the lvmphatie crculation
of the affected parts Thi cedema 15 generally imuted to segments
of the hmbs ( segmental o~dema } the segments affected not being
necessarily the same 1in different members of the same famly A
Jate developmental cedema  apparently of sumlar nature but
Almost always svmmetrical and frequently without anv marked
familial incidence which gradually affects the lower imbs of young
persons —nearly always females commencing at about 12 to 22
years of age—ss unfortunately frequently confused with com
mencing cedema of cardiac or renal ongin The patients go from one
doctor to another and are treated 1n vam by drugs of the digitalis
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and salyrgan classes even operations hike that of Condoleon have
been tried Rest in bed temporarily removes the swelling completely,
at all events during the early stages The patients should content
themselves with the use of bandages and, when necessary, lymg
down For some reason or other the term ‘lymphocdema praecox

has been introduced for cedema of this class, though every cedema

1s lympheedema and, as a developmental cedema, 1t 1s rather jgte-
m onset than ‘preeox  Here one may note that the resistance pf
the tissues towards ‘postural (hy postatic) eedema of limbs obvioush

varies 1 different individuals and at different periods of hfe Note
niso the senile or presemle condition of bags below the eyes

A feetal type of elephantiasis like universal cedema 15 one of the
phenomena connected with feetal erythroblastosts, which 1s now
known to be due to a difference between the maternal and feetal
blood 1n regard to the Rh factor

This concise summary or survey (in which I must admue I have
occsonally for reasons of clinical diagnosts alluded also to mflam
matory condtions) might serve as a prelimmary step towards a
monograph on Cutaneous and Subcutaneous Nodules and Nodular
Conditions —a vast subject of constderable importance especially
m these days of biopsy diagnosis Even if one were to exclude
neoplastic metastases the list would be of enormous length—as one
would have to include enlargements of the superfictal lymph glands
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THE NODULES AND LYMPH-GLAND
ENLARGEMENT IN RHEUMATOID
ARTHRITIS

Also a Syndrome of Rheumatoid Arthritis combined
with Multiple Xanthomatous Connective Tissue
Infiltrations?

In this paper I shall consider the nodules of rheumatoid arthritis
and some of the clinical features of cases m which they occur
mcluding the occasional moderate pamless enlargement of super-
ficial lymph glands

Collins (1937} and others have shown that the characteristic
subcutaneous nodules consist of foc of fibrinord degeneration and
necrosts surrounded by a border of tissue reaction, notably by a
palisade like radiate arrangement of fibroblasts Obviously such a
microscopic appearance cannot be absolutely pathognomonic—
showing as 1t does 1 primitive type of reaction towards a central
degenerative or necrotic core of unknown causation the whole
process perhaps commencing as an acute focal exudatine lesion
Indeed, simlar appearances have been described i granuloma
annulare and Dr W Freudenthal has shown me mucroscopic
sections 1n illustration though granuloma annulare 15 clearly a
condition of totally different nature No exact -etiologcal explana
tion of the nodules will be possible before the main causative agent
of the rheumatoid disease has been discovered

The 1dentity of rheumatic fever with rheumatoid arthritis cannot
be proved by any histological resemblance between such primitive
types of reactive lesions as Aschoff bodies and the relatively tran
sitory rheumatic nodules 1n children suffermg from rheumatic
fever and chorea on the one hand and on the other the nodules of
rheumatoid arthnus Itis now umversally acknowledged that various
pathogenic agents (lving or not hving) may produce the same
reactive or degenerative macroscopic or microscopic picture also
that a resulting leston may largely depend on and morphologically
vary according to the reactive qualities of the soil on which an
identical agent works It must be admutted on the clintcal side that

1After Annals of the Rheumate Dusease London 1944 4 3

L understana that micro copically the so called | poid necrab os s (not ¢o ifined to
dhabetics) 15 a_omewhat analogous necrotic les on. but conta ning hipord
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and salyrgan classes even operations hike that of Condoléon have
been tried Rest in bed temporarily removes the swelling completely,
at all events durimg the carly stages The patients should content
themselves with the use of bandages and, when necessary lying
down For some reason or other the term lymphecdema prcox

has been introduced for cedema of this class though every eedema

1s lympheedema and, as a developmental cedema, 1t 1s rather lgre
mn onset than preecox * Here one may note that the resistance pf
the tissues towards postural (hypostatic) cedema of Iimbs obviously

varies m different individuals and at different periods of Iife Note
also the semile or presenile condition of ‘bags below the eyes

A feetal type of elephantiasts Iike universal cedema s one of the
phenomena connected with feetal erythroblastosis which 1s now
known to be due to a difference between the maternal and fetal
blood 1n regard to the Rh factor

This concise summary or survey (in which, I must admit I have
occasionally, for reasons of clinical diagnosis alluded also to inflam
matory conditions) might serve as a prelimmnary step towards a
monograph on Cutaneous and Subcutaneous Nodules and Nodular
Conditions —a vast subject of considerable importance espectally
n these days of biopsy diagnosts Ewven 1f one were to exclude
neoplastic metastases the list would be of enormous length—as one
would hve to include enlargements of the superficial lymph glands
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nodules about affectcd jomts Large Jobulated ones at the elbows
are connected with the olecranon burse Small ones over knuckles
of fingers and tocs and over both patelle These latter which
developed rpidly and almost pamles ty within the last weeks feel
like temse cysts nd are not defimtely attached esther to the cutis
or to the peniosteurn  There s a large, fluctuating, ganghen hie
swelling at the back of the right wrnst from which there are herna
ke protrustons Blood count Hb 58 per cent, ecrythrocytes
3900,000 per cmm , CI == 073 leucocytes 10 400 per crm
\poly morphonuctears 48 per cent, lymphocytes 31 per cent mone
cytes 5 per cent eosmophils 5 per cent, hasophuils ¢ per centd
Blood Wassermann reaction  negume Unne  nothing special
Brachsal blood pressure r150/90 mm Hg Blood cholesterol 220 mg
per 100 c cm Blood urea 90 5 mg, per 100 c cm Blood nric acid
4 1mg per 100 ¢ crn Basal metabohc rate +10 There 1s moderate
pamiess enlargeme nt of lymphatic glands 1 both axille No enlarge
ment of liver or spleen  Some pyorrhaea aheolans Nothing else
of import ince by ordimary exammation Recent dietenie trevtment
for gastric ulcer has been succe sful

Biopsr —\v colleague Mr H Rast hondly evarsed the whole
of the subc enlarged lobulated left olecranon bursal mass
1 which there was only 1 mmute synovial canty left The bursa was
transformed 1mto a mass of small hard nodules one of whnch was so
superfi 1l as actulv to be i the cuns The mass was clongatet,
measuring 6 5 «m n length, §5cm m width wd 20m m
depth and on masion presented an anemic whitsh, somewhat
gelatinous appearance Followmg s Dr J G Greenfield s nsto
logical report  The central core of the tissne consists of a structure
le s unnucleated— e necrotic—tstue which m van Gieson sec
tions shows a varying amount of collagen In some plices it forms
a loose networl, i other thicker strands The outlimes of old
obliter ited biood vessels can also be recognized Round this rore
there 15 a dense wall of viable collagen (1e nucleated connective
tissue with thich collagen fibres) with 1 pahisaded zone of radialhy
arranged fibroblasts between the vinble and necrotic tissue In one
place early necrass 15 talang place here and there are many
degencrated neutrophy lencocytes as welt as a smaller number of
coarsely grmular eostnophsls Lymphocvte and plasma cell 1nfi}
tranon 1 present an the lymphates of the derms No guant cells
seen  The photormicrographs show a necrotic centre with radiate
reactive border of the rheumatoid arthnts type

3
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there are subacute or chromic cases of rheumatic fever 1 adults
especally those affecting mamnly the small joints of the hands, which
—for a time at least—verv much recall the clinical features of
rheumtord arthritis and m which the differential diagnosis may
be at first difficult For the matter of that 1t 1s not always so verv easy
climeally to differentiate osteo arthritis ( degenerative arthritis)
from rheumatord arthrins Certanly pathological changes of both
categorics may occur 1n the same patient, as would seem a pron
probable Indeed, one would think that a patient with chrome
rheumatoid arthritis 1s more likely than others to develop some of the
degenerative changes of osteo arthritss, and vice versa I do not
hnow, however of any case 1n which a patient with osteo arthris
unmixed with rheumatod arthntis has developed subcutaneous
nodules (of the rheumatoid arthritis type) or moderate pamless
enlrgement of superficial lymphatic glands (of the rheumatod
arthritis type—see further on) It 1s said, indeed, that the very rare
large type of bone cyst above the acetabulum has been found m
osteo arthritis as well as in rheumatoid arthritis Thus Burt (1942)
illustrates an eximple in rheumatord arthritis whilst Alexis Thom
son (1979) figured sumilar cysts as from a case of osteo arthntis Of
great importance 1s the fact that patients with symptoms (for a time
at least) more or less clmically like those of rheumatoid arthritis may
present nodules and juxta articular nfiltrattons which on mucro
scopic exammation are found not to conform to the rheumatord
arthnts type But to this subject I will return further on

Some Case Histortes

I have mamly selected rather exaggerated evamples m which
mn addition to ordinary changes of chrontc rheumatord arthntis
here were subcutaneous nodules—in one case a smaller nodule
more cutaneous than subcutaneous could be exammed by biopsy—
enlarged synovial burse with thichened walls gangha of the hands
or wrists, Juxta articular thickenings of tendon msertions or tendon
sheaths, and moderate painless enlargement of superficial lymphtic

glinds

Case 1
Afrs A B aged 50 years has had rheumatord rthnitss for 25
vears The chief changes are 1n the hands and wrists Large wrist
gangln Lesser <lianges 1n the feet elbows and knees Subcutaneous
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special Erythrocyte sedimentation rate greatly accelerated Blood
Wassermann and hahn reactions negatve The blood cholesterols
rather on the low side The teeth were all removed at least
twelve years ago  About that tune the patient was found to have
a duodenal ulcer (confirmed by X ray exammation)

Buopsy ~Microscopic examination of one of the nodules shows
connective tissue reaction with foct of fibrinord degeneration and
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Case 2 Photomicrog aph of a ecton fom a sub
cutaneous nodule sho ng typical necrotic focus  1th
rad ate fibrobla tic border

necrosts surrounded by palisade hike radiate borders of fibroblasts,
as described by Collins (1937) m regard to the subcutaneous nodules
of rheumatoid arthritis

Cast g

E F aged 59 years English A stonemason working at present
25 2 post office packer Rheumatord arthnts of at least five years
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Case 2

C D, aged 48} years An office clerh (Weber, 1943, Case 2}
Rheumntord arthritis of three years duration Large cutaneous
subcutaneous nodules about the jonts, with juxta articular filtra
tions 1n the tendon sheaths and fibrous structures about the feet,
ankles hands, wrists elbows, and knces Most straihing are the red
shiny nodules over the metacirpo phalangeal articulations and
about the elbows—up to the size of large cherries The knees
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Case 2 Photog aph of nodules <n unper i mbs July 1945

ankles and feet are simlarly affected but the nodules are fess red
\ery charactenstic are the nodules along the ndge of the ulna of
both forearms from clbow to wrist Moderate pamless enlargement
of the ngumal, axillary and supracondylar lymphatic glands No
obvious splenomegaly None of the nodules are really pamful or
tender The tendon sheaths at various parts are nfiltrated notably
1n the palms and at the heels (Achilles tendons) The distribution of
the nodules and mfiltritions 15 markedly symmetrical There 13
some stiffness at the back of the nech and owmg to the condition
of the hnees the patient cannot bend forward properly The hands
are suff and show some subluxation of jomnts The fingers 1re sad
to turn dark blue nearly every morning 1n cold weather Ordinary
enammation of the thoris abdomen and urme shows nothing
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of focal collections of lymphocytes But if one looks at their tllustra
tions (for mstance p 147, ig 4 p 169 fig 3 and Plate VIII)
one recognizes the presence 1n these focal collections of so called
germ centres of Flemming Now surely such lymphadenoid foar
with typical germ centres can hardly be considered as patho
gnomomnic of any special disease Apart from therr conspicuous
presence m normal lymphadenoid tissue (lymph glands tonsils
the walle of the vermiform appendix and intestines the
Malpighian corpuscles of the spleen), they form a speual feature m
so called lymphadenoid goitres and are also not rare m thyroids
from patients with Graves disease I have seen them i abnormal
salivary glands They constitute a conspicuous feature of cutaneous
lymphocytomata (Epstein 1935) and may be found m various
other pathological conditions

‘The Painless Lymphadenopathy

Netther 15 there anything absolutely pathognomonic in the
pamless lymphadenopathy of the superficial lymph glands which 1s
present 1 many cases of rheumatoid arthritis though seldom
noticed by the patients themselves and often not looked for by the
exammmng doctor I myselfhave had 1 biopsy 1 only one of my cases
but I believe that the finding 1s typrcal for other cases also— namely,
a non spectfic follicular lymphadenopathy of touc or nfective
origin with marked enlargement of the germ centres of Flemmng
This must of course not be confused with the early stages of folli
cular reticulosts or follicular lymphoblastoma of non inflammatory
(neoplastic) ongin It tends to disappear when the general nd
articular conditions improve

Casr 4

Mrs G H aged 65 years Of thin wiry builld was under treat
ment 1 1941 and 1g42 for rheumatord arthritts She had suffered
from lobar pneumonta of the right upper lobe 1n the spring of 1939
In September 1940 she began to suffer from rheumatord arthritis
afterwards located notably n the hands with some fusiform swelling
of the finger joints There was also considerable stiffness of the
cervical spme Some moderate discrete pamless enlargement of
superfictal lymph glands i neck awlle and gromns of which patient
herself was unaware No enlargement of spleen or Iver Brachial
blood pressure 190/go mm Hg  Some hypertrophy of the left
ventricle of the heart apparently from high blood pressure Trace
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duration On the whole however an active man of ‘wiry type
Hard subcutaneous nodules about the size of an olne over ulnar
ridge near either elbow of about six months duration, not panful
but slightly tender to pressure Moderate, pamless, symmetrical
enlargement (the patient was unaware of this) of lymphatic glands
i wxille and groms Mo enlargement of spleen or Iner Tense cyst
like, pea sized pamless nodule over the proximal interphalangeal
Jomnt of the nght fourth finger, which appered 7bout tuche
months ago suddenly (as patients say such small nodules of rheu
matoid rthratss do) This was a cutaneous rather than a sub
cutancous fiodule He also has moderate flibby enlargement of the
night olecranon bursa which hurts shightly if he Jeans on 1t Some
stiffness and ulnar deviation of the fingers of the right hand Shght
stiffiness 1n cervical spime He had other symptoms formerly that
disappeared under treatment No history of gonorrheea or syphilis
Nothing special by ordinary exammation of thorix abdomen
nervous system and urine Shight anemia Blood sedimentation
shightly accelerited Blood Wassermann reaction negative Blood
cholesterol 845 mg per 100 cem Blood calcrum g mg per 100
ccm Blood urea 43 mg per 100 c cm Blood uric weid 3 2 mg
per 100 ¢ cm

Bropsy —My colleague Mr H Rast exased the above men
troned nodule from the knuckle of the right rng finger nd 1t was
carefully exammed by Dr W Freudenthal It showed multiple foct
of so called fibrinoid degeneration and necrosis (1s described by
Collins 1937) some of them surrounded by a palsaded border of
fibroblastic reaction elastic fibres practically absent from the
degeneratnne areas no giant cells seen

Remarks

Even if the histological features of the nodules of rheumatod
arthrieis were absolutely pathognomontc one would still be far from
the discovery of the essential pathogenic agent of the discase But,
as I hue already ponted out the type of lesion 1n question cannot
be regarded s really pathognomonic Alhson and Ghormley (1931)
(compnre also Ghormley 1938) made a great pomt of what they
call focal collections of lymphocvtes n the synovial membrane of
jomts bemng almost pathognomonic of prohferatne arthritis of
uncertun ongm —that 15 to sav  of rheumatod arthritis They
wnte (p 139) Dragnosss made positive on discovery mn the tissues
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A Syndrome of Rheumatoid Arthritis Combined
with~ Multiple Xanthomatous Connective-Tissue
Infiltrations

There are other subcutaneous nodules and mfiltrations which
might 1n rare cases be confused with those of theumatord arthritis
{Weber, 1943), but I shall here confine myself to a condition which
seems to be genume rheumatoid arthritis associated with multiple
~anthomatous nodules and infiltratons especially about the joints
and 1n the subcutaneous (occasionally cutaneous) tissue

The special case that I shall fully record here has been under
observation for several years I described 1t ongnally with Dr W
Freudenthal 1 1937 1nd later m 1943 (Weber and Freudenthal,
1937 Weber 1943), but can find no litcrature on the subject
excepting perhaps Layami s casc of “anthomatous chronic deform
g rheumatism (Layam, 1939 1aym and others 1939) Liyams
case was that of a woman, iged 46 years who had a deformmg
rheumatoid disease of fifteen years duration In addition to the
xanthomatous condition she had prolonged jaundice with hepato
megaly and there were other remarkable features m the account

However, owing to the hindness of Dr George Graham and
Dr E T D Fletcher I have been ible to examine two other men
n England apparently suffering from a somewhat simlar syndrome
1 hope that an 1ccount of these two cases will appear 1n due course
As I have been given hind permussion to refer to these cases with
my own one [ will here emphasize the pomnt thit hypercholes
terolemia seems not to be an essential  and 1s certamly not a
constant syraptom Another point 1s that the nfiltrations tend to be
greatly in excess of those generally recogmized as an occasional
teature m typical rheumatord arthritss In all three cases there was
strong evidence that the 1pplicition of heat made the xanthomatous
mifiltration worse This was pomted out to me by Dr Graham from
various observations in his own case and 1t may be of some thera
peutic sigmficance Dr Fletcher s patient believes that radiant heat
therapy (which was grven previously to seeing Dr Fletcher) had
made his trouble rather wore than better Both my patient and Dr
Graham s patient developed 1 florid merease of the subcutaneous
mfiltrations—which tended to become actually confluent 1n parts
over therr shoulders and backs (the spectally hot parts) after thev
had been lying for days on their backs i bed Another remarkable
feature in both Dr Graham s patient and mune was the occurrence
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of albumin mn the urme Blood count (Juls 1, 1g41) Hb 6 per
cent, ervthrocy tes 3 580 000 per ¢ em , C I = o g1, leucocytes 6,150
per emm  (polymorphonuclears 71 per cent, lymphocytes 21 per
cent monocytes 6 per cent , cosnophils 1 per cent basophils
1 per cent)

Biopsy —On September 12 1941 Mr Rast excised one of the
enlarged lymph glands from the nght axilla Dr J G Greenfields
microscopical report 15 The sections show general proliferatine
actrvaty with many mitoses 1 the lymphoid centres nd occasonal

Ca ¢ Photom rographof a  ton from an enlarged
Iumph gland  ho g toxe o nfect e foll cular
Ivmphad n pathy wth Ja ge germ-centres

coll of polymorph lear cells in relation to the simusoidal
systems There 15 also a shght fibrosis of the gland These are all
evidences of tosic or bacterial sumulation of no specific type

When the patient left the hospital on November 13 1942 she
could walk almost normally and no enlargement of any superficsal
Iymph glands could be felt, excepting the mgwnal glinds and thw
very shight and on the night side only
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€ 5 Thotograph of the night elbow “\ovember 15 1936
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(in addition to the lrge and medum sized nodules) of mmute
(muliary) superficial nodules ( droplets ), evidently arsing m the
outer part of the cutis  these appearcd for a time m great numbers
on the nose, forehead and other parts of the face and then dis
appeared without leaving a trice In my case the ulumate atrophy
or mvolution of the large nodular infiltrations tended to be more
complete than that which occurs 1 acknowledged cases of rheu
matoid arthritss Finally 1 cannot help thinkng that the xantho
matous mfiltrations n these Iittle known cases may have 1 relation
to the rheumatoid arthritss analogous to that which gouty topha
ceous deposits sometimes Appear to have to osteo arthritis with
exaggerated Heberden s nodes It m1y be remembered, by the way,
that Chauffird and others (1921 and 1923) found that tophaceous
depostts contamed 1 constderable admixture of cholesterol In Dr
Grahamss case a large sarcoma hbe growth ultimately developed
This reminds me of the possible though doubtless exceedingly rare
relation of sircoma to bemignant so called <antho myelom1 of
tendon sheaths and perhaps 1t might also be comparcd to the very
rarc supersention of frank spmdle celled sarcoma m multiple idio
pathic hamorrhagic sarcoma of Kapost (which 1s genernlly con
sidered not to be a true sarcoma) I well remember this occurring 1n
an old casc of Sequetra s (Sequerrt and Bramn  1970)

Case 5

This case was demonstrated by Parkes Weber and I'reudenthal
at the Royl Soctety of Medicme m December 1936 (VWeber nd
Ireudenthal 1937} under the heiding Nodulir non drabetic
cutineous xanthomatosss with hypercholesterolemin  but the
presence of cholesterol n the lestons was not absolutely proved, nd
the hypercholesterolemt was certainly not constant Iollowing 18
the ccount of the case up to the ttme of the demonstration n 1936

KR L + man aged 35 gencral {abourer began srx months
ago to suffer from pains and stiffness 1 various joints which obhged
him to grve up work Since then he has had varymg swellings of the
Lnee jownts and of the tendon sheaths at the back of the wrists now
hardly noticcable During the Iast siv months cutaneous nodules
(freely movable over the deeper parts) have been appearing on the
hands mostly on the bk of the fingers and thumbs espeaially near
¢they are hard 1nd reddssh averaging a small pea m size

the jomnts
; e same period stmihr no lules appenred over the ulnar

During th
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Blood unc acid 3 7 mg per 100 ¢ cm \on protemn nitrogen in the
blood 305 mg per 100 ccm Blood serum caleium 8 5 mg per
100 ¢ cm Blood-count (\ovember 214) Hb 8 per cent erythrocytes
1500000 leucocytes 3 500 per ccm (eosmophily 7 per cent
polymorphonuclear neutrophils 45 per cent, lymphocytes 45 per
tent, monocytes 3 per cent)

Biopsy —Histological report by Dr W Frendenthal The mun
change seen 1n the sections 1s the presence of Jarge masses of cells
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Case 5 Photomicrooraph of a section from an excised
nodul The epidesmus 13 secn 1 the upper part of fhe
figure and the larg  1ze of the prexantboma c [
15 0b 0us by ompanson with the e of the ep decmis

which form round or oval more or less defined areas and are
scattered uregularly between the bundles of the collagen tissue n
all parts of the cutis The cells are so numerous that therr mass
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ridges up to the size of a cherry over the night olecranon two
preces were excised for biopsy purposes from the left elbow and one
pet sized nodule from over the base of the left index finger Numer
ous smaller nodules are to be seen over the external ears and still
smaller oncs (really milary or minute) on the face, especially over
the borders of the lips and nostrils Some of the minute facial nodules
hate a yellowsh red colour None of the nodules have been itching
or pamful or tender to pressure, except the large ones at the elbon
Recently 1n December, fresh nodules, mostly red, have appeared
about the elbows over the back of both great trochanters, over the
buttochs nd over the coceyx in the mtergluteal fold There 1s
now nlso a conglomerate or confluent nodular plaque over the back
of both acromial regions—more pronounced on the nght side on
which the patient usually lies It1s lughly probable as I stated above
that this florid exacerbation of the subcutaneous mfiltrations was
mduced by local hent due to the patient lymng for days in bed His
body weight 15 53 2 hilogrimmes, agunst (apparently) 6o hilo
grammes early 1n November

There 1s nothmg especial 1n the past history, excepting dysentery
m 1920 m India The patient was kindly handed over by
Dr M B Ray and he was m hospital under my observation
from November 14 1936 to April, 1937

In the hospital there was occasional shght fever in November
By ordinary examination of the thorax ind 1bdomen and by A rav
examunation of the thorax 1nd bones of the hands and feet nothing
abnormal 1s found nor 1s there anything special to be noted 1
regard to the nervous system and eyes (fundi normal) and mternal
parts of the ears nose, and mouth (including pharvnx) There 15 ne
thicheming of the ulnar nerves at the elbows The urme shows
nothing abnormal (unless very shght excess of urobilmogen) and
no 1limentary glycosuria follows the ingestion of 50 g glucose
Fasting bloed sugar o o7 per 100 ¢ cm Blood sugar curve normal
Blood serum cholesterol on the first occasion was 230 mg per
100 ccm and on the second 350 mg per 1oo cem Fractional
cxammation of the gistric contents shows complete 1bsence of frec
hydrochlorsc acid even after 1 subcutancous mjection of histmine
pepsit present The blood serum which 1s derr but somewhat over
(oloured, gives a negatne direct but posine mdirect van den
Bergh reaction Wasserminn and Memiche reactions negine i
the blood Pirquet cutireaction negitne Blood sedimentition
not decidedly accelerated Blood urex 365 mg per 100 cem
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matoid disease She 1s a well built woman of about 10 st 4 1b m
weight There 15 chronic thickening of both wrists with limitation
of movement Both elbow jomnts cannot be properly extended The
right knee 1s somewhat flexed and there 13 crackling on motement
The left hnee seems normal There 15 thickening around the proximal
mnterphalangeal jomt of the left little finger and apparently some
wfiltration of its flexor tendon sheath No other jornts are affected,
and there are 1nd have been, no cutaneous or subcutaneous nodules
She has had twelve children of whom ten are hving and well Her
rheumatoid troubles commenced mn both hands eighteen months
after the birth of her third child that s to say, about sixteen and a
half years ago She has never had pain 1 connexion with them she
says, except a little aching an ramy weather, and she has never really
been laid up It 1s possible that her condition 1s stnilar to that of her
brother but 1 very mncomplete form of the disease

Summary

In this paper the nodules mfiltrations, and pamless adenopathy
of rieumntoid arthnts, and therr pathological sigmificance, arc
considered

Attention 1s alo drawn to the exstence of a Iittle known syP
drome m which clinical features of rheumatord arthnitis are asso
ciated with nodules and infiltrations apparently of xanthomatous
nature though hypercholesterolerma seems to be of not necessary
(at least not constant) occurrence I have described only one case
fully (which was first observed many years ago) but I know of the
eustence of other cases probably of the same category, two of which
will T hope be fully described m due course The interest of this
syndrome does not he m s extreme rarity but rather m the hght
which when more completely studied 1t 13 hkely to throw on the
pathology and nature of vartous other groups of cases

My thanks are due to Dr George Graham Dr M B Ray, and
Dr Ernest T D Fletcher for enabling me to see and helping me to
exarmune some of the patents to Mr H Rast for carrying out the
biopsy excistons to Dr W Freudenthal and Dr J G Greenfield for
their microscopic reports and to Dr Greenfield for photomicro

raphs 1nd to the Editors of the British Journal of Dermatology and the
Proceedings of the Royal Sociely of Vedicine for allowing me to use

previous papers of mine 1nd blocks for 1llustration
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SOME TELANGIECTATIC AND OTHER
ANOMALOUS VASGULAR GROUPS,
ESPECIALLY THOSE OF DYSPLASTIG
ORIGIN,

cluding those probably resulting from non-genetic
‘accidents’ durmng mtra-uterine development!

INTRODUCTORY REVARKS

Tae following 1s a rough classification of various telangrectatic and
some other anomalous vascular conditions accordmng to therr mam
ciimeal and pathological features Treatment 1s not considered
For conventence I include fisxed local erythemas due to persistent
dilatation of the superficial capillarzes of the affected parts ( telan
giectatic erythema ) even when the reddening 1s not accompanted
by dilatation of mdividual vessels sufficient to be visible to naked
eye mspection I have for convenience even included the recurrent
flushing of a single area known now as Frey s syndrome

In minute macular or papular vascular lesions 1t 15 often hard to
decide whether the constituent vessels are simply telangiectatic
{from local degeneranve or mflammatory causes) or are of bemgn
neoplastic or of hamar ongmn Conseq ly certam lesions
are termed telangtectases or angiomata (hemangtomata) mdiscrim
nately according to the fancy of the doctor

When telangiectases are due to local yieldmg of vessel walls of
hypostatic, toxic or inflammatory origm 1t 15 obvious that they
may be occastonally accompamied by true purpura due to diapedesis
through the affected vessel walls (for instance purpura annularis
telangrectodes of Majocchs purpuric pigmented lichenoid derma
utis and hypostatic dystrophic purpurtc and pigmentary con
ditions) sometunes there may be an awvitamunosss factor present

Spiders  aggregations of lmear telangiectases and local patches
of persistent erythema (without obvious naked eye dilatation of
individual vessels) when present i children and young persons are
probably wually of congemital or developmental dysplastic onigm
and may be regarded as dysplastic vascular nev1 {or delayed new )
1n the broad sense of the term navus and are allied to hamarto
mata (Albrecht) They may fade become less evident or altogether
disappear for a time when for any reason they are empty of blood

Afe Md Pes and Cre 1943 210 219-224
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IV

CHRONIC NECROBIOTIC SUBCUTANEOUS
NODULES OF THE RHEUMATOID
ARTHRITIS TYPE

Forrowine 15 a letter I wrote — Jancet, 1944, 2 611 —

Since Collins (1937) and others have conclustvely shown that the
charactenstic subcutaneous nodules of rheumatoid ~rthritis consist
of focr of fibrnoid degeneration and necrosis surrounded by a
border of tisue reaction notably with a palsade like ridmte
arrangement of fibroblasts, 1t has become evident that not all sub
cutancous nodules m cases of rheumatoid arthnus are micro
scopically of exactly the same type (F P Weber Brit Journ Dermat
1943, 55 1 and Im Rham Dis 1944, 4 3) To facilitate further
work on the subject (bropsy results especially) I would suggest that
the nodules of the now well known type, as described by Collns and
others should be termed chronic necrobiotic subcutaneous nodules
of the rtheumntoid arthnus type, this term to mclude induration>
of sumlar structurc 1 the walls of burse m tendon sheaths and
attached to fascre, igaments or periosteum or in 1 very few cases,
apprently 1rwsing from or mvalving the deep cutis  Some of the
exceptional nodules which I have m mind may apparently differ
altogether 1n histologicl structure whilst certain others may differ
only by depositron n the nodule of calcareous or ltpoid (cholesterol
or other matersal I cannot help thinhing that further biopst
exammations will furnish us with data of chncal and especinlly
dragnostic value
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ANOMALOUS VASCULAR GROUPS,
ESPECIALLY THOSE OF DYSPLASTIC
ORIGIN,

mcluding those probably resulting from non-genetic
‘acesdents' durmg intra-uterine development?

INTROPUCTORY REVARMS

Tre foll g 15 2 rough classification of varous telangrectatic and
some other Jous vascular 3 according to ther mam
chimucal and pathological features Treatment 15 not considered
For comewence 1 mclude fived local erythemas due to persistent
dilatation of the superficial capallarses of the affected parts (telan
geciatic erythema ) even when the reddening 15 not accompanied
by diatation of ;dnidual vessels sufficent to be visible to naked
eye mspection 1 have for conventence even included the recurrent
flushing of a single area known row as Frey s syndrome

In mmute macular or papular vascular lestons 1t 1s often hard to
demde whether the constiwent vessels are simply telangsectatic
{from local degenerative or mnflammatory causes) or are of bengn

) or of hamar origin  Consequently certam lesions

are termed telangsectases or angomata (hamangiomata) mdiscnmu
nately according to the fancy of the doctor

When telangrectases are due to local yielding of vessel walls of
hypostate toxic or mflammatory otigin 1t 15 obvious that they
may be occasionally accompanied by true purpura due to diapedests
through the affected vessel walls (for mstance purpura annularis
telangrectades of Mayocehs purpuric pigmented hehenaid derma
ttis and hypostatic dystrophac purpuric and pigmentary con
ditions} sometumes there may be an avitamenons factor present

Spiders  aggr of Imear tel; and local patches
of persistent erythema {wathowr obvious nahed eye ddatation of
sndwidual vessels) when present n ehildren and young persons are
probably usually of congenital or dexelopmental dysplasuc ongin
and may be regarded as dysplastic vascular st {or delayed naes )
in the broad sense of the term nzvus and are allied to hamarta
mata (Albrecht) They may fade hecome less evident or altogether
disappear for a tune when for any reason they are empty of blood

Afics Mid P sy and £

4

1943 210 =gy



50 RARE DISEASES AND SOME DEBATABLE SUBJECTS

‘Sprders and ruby spots may completely vanish owing to spon
taneous mvolution or blockage of supplying vessels

1 of 1 or develop al dysplastic ongin
may be connected with other vascular dysplastic conditions else
where  Thus, dysplastic developmental aneurysms of the splenc
artery have been found associated with hamorrhagic telangiectasia
of the Osler type (Norah Schuster, 1937), which 15 certamly 2
developmental dysplasia of the cutaneous and mucosal blood
vessels This may also be compared with the fact that dysplastic
(supposed ‘congenttal ) developmental aneurysms at the base of
the brain have been associated with co arctation (stenosss) of the
aortic isthmus (F P Weber, Proc Ry Soc Med Section of Med:
cmne, 1927, 20 29 and 1928 22 7 F H K Green Quant joum
Med, 1928, 21 419, Baker and Shelden, Amer Journ Med Sz,
1936, 191, 626)

The most generally known dysplastic vascular abnormalties of
the shin are of course the congemtal (systematised or not systema
tised) telangiectatic areas of the port wine stain type (capillary
angiomata) and the dysplastic vascular pseudo tumours generally
called venous or cavernous angiomata, such dysplastic psendo
tumours “re, according to my classification, examples of Albrechts
hamartomata But dysplastic vascular abnormalities of the skt
muy be the reverse of telangiectatic and I think that the mottled
prle patches on the thorax or other parts, known as newus anemicis
(Voerner, 19o6) are most probably explamned as due to Tocal
dysplastic vascular deficiency contrasting with the common telan
giectatic red or port wine navus Both these may be present 1
the same individual In regard to their possible relations to the
nervous system see F P Weber Bnt Journ Derm 1929 41 221
and Weber and Harris, thid 1932 44 77

Nature of Nevt—Nzwv1 to my mind 1n the broadest sense of the
term, are develoy J—mostly ¢ l—dysplasias The indi
vidual lesions are usually small but often muluple Large navi may
imvolve whole regions or segments of the body Nzvi i more or Jess
systematized distribution may occupy the surface of almost the whole
of one lateral half of the body ( nzvus unius laterss ) and sometimes
also considerable portions of the other half as well occasionally the
whole surface of the bodv may be more or less involved in telan
giectauic and other dysplastic (hy perplastic or hypoplastic) changes
Such extensne nzvord conditions may sometimes be assocrated
with bony or other abnormalities or malformations of development
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CrassiErcarion Wro Grours

(1) Ruby spots called also De Aorgan spots after the Middlesex
Hospital physiian should be famibar to all, as every adult and
even some chidren will find one or mere on some part of the body
if they search for them (F P Weber, Bz Med Journ 1936 2
693 and Proc Roy Soc Med, 1939 32 1394) They are apparently
true bemgnant neoplasms (minute capilary angiomata) and
although some of them dsapy by sp lution
(*thrombotic or atrophic closure of the supplymg blood vessel)
they tend on the whale to mcrease i number writh the mdidual s
age Of course doctors who thought that these spots had some
connexson with cancer were confirmed m thewr opimon by finding
them present m all thewr cancer patients w athout exception  others
found them a constant feature m all patients with degeneratine
heart disease others have found them associated with mental
disease and so on But although mteresting from this historical
pomnt of view they have no significance for any therapeutic or
general dragnostic purpose I regard them as simple mutational
tumours {rather than telangiectases) of the cutaneous capillaries
and of no zmportance not even as blemishes and hardly as identty
marks They may formerly have been of supposed value as witch
marks !

(2} Linear {hawr like or branched) telangiectases occur m most persons
at some period of their hves In children and youthful mmdwnduals
they are doubtless generaily of dysplastic origin but mn the old they
are lkely to be connected with (almost normal) degenerative pro
cesses On the nose and face they are often present as permanent
degenerative results of the frequent flushings of rosweea which may
be connected with gastric irntabihity aleoholic indulgence excessmne
rtea dnnking etc When associated with the puncuform telan
grectases and spiders of the Osler type of telangiectasta they are
of developmental dysplastic origm and often familal In eldesly
persons as already mentioned they may be regarded as quah
tatrvely if not quantitatively of almost normal {degenerative) occur
rence

Those seen 1 young persons on the back of the root of the neck
and between the shoulder blades we of dysplastic nature and have
often been thought to constitute a sign of actual (Platent)—or con

1 d Imonary tuberculosss but this 15 alto
Sigmificance of Cervical Capillary

gether false CF F P Weber
Marlangs  Lancet 1916 1 589
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The “telangiectatic girdle  around the trunk at about the level
of the diaphragm 1s likewse of dysplastic origin though 1t may be
favoured by bronchitis, asthma, and pulmonary emphysema and
tends to mcrease with age

Telangiectatic (as well as pigmentary) changes, notably on the
face, are occasionally associated with scleroderma, espectally of the
symmetrical (sclerodactylia} type They sometimes accompany
the allied conditions of de chromica atroph (atrophuca) of
Herxheimer and enthromelia of Pick Fine telangiectases may be
present, with redness especially on the eyelids and face, subacute

mositts or porf dlode ostits

Acquired plaques of telangiectases may be 1diopathrc (Brocg), of
may be caused by X rays

(3) The branching linear telangiectases on the thighs especially seen 1
young women, often with a blonde delicate type of skin are of
course of dysplastic ongn, though with age they often deselop mto
upper femoral superfictal tances They do not necessanly signify the
ultimate development of regular varicose vens of the legs but they
sometimes constitute a portion of the rare dysplastic condition
which m later ife may be termed progressive arborescent dy splastic
telangiectasta (see further on group 4) Patchy symmetrical telan
giectasia of the Jower mbs (mostly 1n women) may be assoctated
with a pecular firability (low resistance) of the skin leading 10
wndolent ulcers especially about the ankles orgamc changes m the
capillantes arterioles and venules may be present

(4) Progressue diffuse symmetrical dysplastic arborescent telangiectasia 15
a rare condition best marked tn the lower imbs of elderly women
(compare F P Weber Proc Roy Soc Med 1939 32 1394, Matchell
Heggs Wilson and Leitner :b:id  13g6) It may be regarded m some
cases as an extreme and progressive form of the preceding telan
grectatic dysplasia of the thighs, m which 1 degenerate factor with
mcreasing years has been added to the developmental dysplastic
one The picture of a fully developed case 1s very striking Allred
15 perhaps an extremely rare type of unuersal telangiectasia uith atrophic
changes 1 the shin. but the latter condition 1s more likely to occur 1n
children as 2 kind of universal nazvus or systematized more or less
umlateral nevus (nzvus umus latens) of telangiectatic nature com
bined with patchy hypoplastic dysplastic appearances n the skin

(5) Sprders This 15 a comement short American term for what
have been described under the head spider tel
‘spider angioma spider nmvus, navus arancus  stellate (star
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like} nmvus, stellate ang stellate tel The ‘body
of the spider or the centre of the star 15 the dilated termunal portion
of a cutancous artensole and the hanbs of the spider or rays of the
star are the dilated capilanes snto which the arteriole breaks up
Pulsation of the centre which can be easdy felt with the
finger m some cases 15 due to true expansie pulsatton of the
dilated end of the arterwole with each heart systole or to
systolie strmghtentng out of the artenolar stem if the artenole 1
developmentally of a corhscrew or spiral form (F P Weber Bnt
Journ Dem 1938 50 35 with hustological exammnauon by Dr W
Freudenthat}
Spiders 1n children and young persons are probably mostly of
1 or devel 1 dysp ongn and allted to hamarto
matons nevt but they may possibly sometimes (as has been sup
posed) be d with a 1 deheacy of some hand
and want of resistance towards mfections When ansing m older
mdividuals they may be of tovc or local mflammatory or degenera
tive onigin and therr frequent association with cirrhosis and hepatic
disease 15 well hnown When arsing duning pregnancy they may
be posstbly of hormonal {cestrogen) ongin that 1s to say the female
sexual hormone may be a factor  thetr causation—see Walsh and
Becker (Arch Derm and $iph 1041 44 616) and W B Bean (dmer
Journ Ved St 1942 204 251 and Amer Heart Journ 1443, 25
463) who described cases associated with acquired persstent
palmar erythema In regard to thew connexion with liver disease
and chromc mit pare J Gall s remarhable case
Proc Ry Sec Med Chn Section 1911 4 ¢2 Spiders consutute
an important feature m the Osler type of telangiectana {group &)
(6) Telangectasia of the Osler Gpe (hereditary hamorrhogie telan
guectasia of the skin and mucous membranes Rendu Osler telangrectasnia)
My own earhest contribution to the subject was a paper m 1967
on t typcal farmbal example (Lancet 1907 2 160} and i 1924
(Bnt Jowrn Chdd Dis 1924 21 ¥98) 1 alluded to analogous
hemorrhagic conditions m the almentary respiratory and urinary
tracts The telangiectases n this disease are of the spider lhinear
and punctiform kinds The chief sites are the face and mucous
membranes of the hips mouth pharynx and nose but the puncts
form telangectases on the fingers sometimes beneath the nails are
very charactersic The mucosa of other parts of the respratory
and almentary tracts may be imobed and hemoptysis hemate
mesis hazmorrhage from the bowel and hematuria occur i rare




54 RARE DISEASES AND SOME DEBATABLE SUBJECTS

cases, but epistavis 1s the chief hzmorrhagic symptom and may
occur n the absence of obvious telangiectases of the nasal mucosa,
familial epistaxis  probably of the same nature has been described
without obuious telangiectases having been noted anywhere In
some cases no famly history of the disease can be obtamed In
very rare cases no hamorrhage occurs In most cases attacks of
epistaxis precede the appearance of obvious cutaneous telan
glectases, the cutaneous telangiectases most frequently become mant
fest deadedly after the pertod of puberty To the present group,
1t seems to me might belong the patient who developed generalized
telangiectasia after measles and whose face 15 figured by G C
Andrews (Duseases of the Skin, second edition, 1938 p 803 fig 882)
The literature has been exhaustively dealt with by H 1 Goldstemn

The discase 1s a developmental often definitely hereditary
{Mendelian dominant) dysplasia of the munute blood vessels of
the sk and mucous membranes but symptoms may arse which
are due to secondary anemia caused by the repeated loss of blood
Degenerative changes may be superadded to the dysplastic cor
dition  Raynaud hike angiospastic attachs have been noted (Wigley
and Heggs, 1934) A few cases have been described (Elt Davis
1939) m which simple purpura was associated Various develop
mental abnormalities have occasionally been noted The spleen has
sometimes been enlarged and in Norah Schusters case multiple
aneurysms of the splenic 1rtery (? dysplastic developmental) were
found at the post mortem examunation (Journ Path and Bact 1937
44 29) Lowered blood calcium has also been noted Hepatic cirrhosis
has been recorded

Penfold and Lipscomb (Quart Fourn ed 1943 new seres, 12
157) have given a careful account of a Jewish family m London
whose members showed hereditary hemorrhagic telangiectasia com
bined with the developmental abnormahty of the red blood cells
known as (human) elliptocytosts

(7) Patches of persistent exythema on the soles palms face or elsewhert
are quite different from the patches of fixed erythema occa
sionally caused by the use of phenolphthalein or certam other drugs
1 have httle doubt that some cases are really of dysplastic
ongm and may be regarded as patches of congemtal or develop
mental erythrokeratosis wathout the keratolic component J E Lanes two
cases of eppthema palmare hereditarum (Arch Derm and $yph 1929
20 445) and similar crythema of palms and soles are due to
genetic local capillary abnormality In this connexion one
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may call to mund the luedo ke (Inedoid) telanguectatc paiches
occasionally met with on varsous parts of the body or lunbs and
which are etther telangrectanc nevi of shght degree (te relatinely
pale} or represent the remnant of ordinary telangrectatic neevi which
have meompletely moluted Telangiectatic patches occwr m the
sacral regron 1n some cases of spima bifida (with or without local
pigmentation) Some mentally defectis ¢ children havesy mmetrical
red patches on the face {cheeks)

Cases of acquired pesststent erythema palmare associated with
sprders have been described by Walsh and Becker and by W B
Bean as I have already mentioned Walsh and Becher were appar
ently the first to direct toac with pi

Patches of persistent infiltrated cutaneous erythema are sometymes met
with on the face especially forehead of muddle aged men with
Iypertomn poboythemca { polycythemia hypertoniea  the Geisbock
or nperpresic type of polycythenua ) In some cases at all events
these patches seem to be only modified rosacea m erythremc
subjects

18) Angeokeratomata (telengieciatc keratoses) and more diffuse angro
heratotic cond bons are perhaps partly of dysplastic ongme Thaseon
the scrotum and penss and on the body are httle hyperkeratotc
rodules en telangiectatic or angromatous bases hike small ascula
nzvi Thev or their hyperkeratotic ¢ may sp )
disappear more or less completely The rare angiokeratomata
{Mubelh) an the fingers (more rarely feet or ears or nose} mostly m
YOURg persons arc sometimes connected wn some way with a chal
blainy type of crculation

{9) Congemital rarcese vems  This » 2 local dysplastic dilatation
and thick of vems (phleh ) of any portion of the body
alhed to hamartomatous changes It 15 a kund of local vencus g
gantism superficially analogous i the almentary tract to congenital
megalocolon (Hurschsprungs duscase} The ordinary recognized
causes of varicose vens are not present Arteries may also be muolved
({phlebartertectisis) Compare F P Weber Bt Jown Child Dis
1918 15 13 nd 1936 33 to2

(10} Hamangwectatic kyp » sophy of lmbs \Many years ago I grouped
together various mostly unilateral conditwns under this heading
(s which the affected bmb was definately longer than the unaflected
one of the other side) 1o distingussh them chieflv from the Nonne
Milroy Meige congennal or developmental often heredo famahial
«dema of hmbs Se¢ Parkes Weber 8rt Journ Child Dus, 1918
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15 13 and A M H Gray, Proc Roy Soc Med, 1928,21 65 (with
d )} So called g 1 varicose veins may constitute a
part of the hemangiectatic picture 1n such cases My name has been
assocrated with this condition by A M H Gray and some others,
m Argentina 1t has been termed the Parkes Weber Klippel or
Khippel Parkes Weber syndrome (compare P P Reichenherm, §!
Barth Hospital Journ 1943 wartime series 4, 53) Typrcal cases are
always distinguished by increased length of long bones 1n the affected
(usually a lower) extremuty, m which there 1s also obvious enlarge
ment of artertes or vens or both, often there are vascular hamarto
mata in the affected extremity or other parts of the body, such as
not rarely accompany developmental hemn hypertrophy The
primary cause of the developmental condition 1s uncertan, but the
enlargement of long bones may be connected with increased arterial
blood supply possibly due to mcreased size of the nutnent artery
This condition 1n my opinion, differs from so called trze gigantism
of hands feet fingers or toes by absence of excessive thickening of
the nerves of the affected part, true gigantism being probably usually
of the nature of neuromatous or neurofibromatous hypertrophy
{ neuromatous elephantiasis ) and allied to Recklinghausen s neuro
fibromatosis and so called plexform neuromata Telangiectatic
hy pertrophy of Iimbs 1s of course a dysplastic condition and 1s fre
quently associated with dysplastic anomalies 1n the skin or other
parts There 1s seldom 1f ever any evidence of a simlar condztion
m other members of the famly

The term elephantiasis telangiectodes (Virchow) has been apphed to
a very rire congenital or developmental dysplastic condition
characterized by local thickenmgs of skin and subcutaneous tissue
with great enlargement of blood vessels According to Virchow the
elephntiasis hke condition 15 gradually produced by excessie
blood supply causing over nutrition of the connectne tissue ele
ments The hyperplastic thickenings may cause folds as in the
dermatolysis of Recklinghausen s neurofibromatosis I have never
seen such a case

(11) Hemanguectatic nevowd condinrons inioluing both face and cerebral
mentnges | happened to be the first to publish the radiographic
appearances of the brain in a typical case of this class with cales
fication (Parkes Weber Journ Aeurol and Psychopath 1922 3
134 9 and Proc Ry Soc Med 1928 1929 22 431) K H Krabbe
(Arch Neur and Pyech 1934 32 737 55) suggested the term Parkes
14 eber Dymutre disease, and Hilding Bergstrand (Second Internat Neurol
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Cong 1935 abswacts p 124} called the condiuon the Sturge N eber
diease—the name abo employed by the Swedwish bram surgeon, H
Olwekrona W Allen Sturge (Trans Clin Soc Lond 1879 12
162 7) reporsed the case of a gl aged 6} years with an extensive
telangiectatic navus especially of the might side of the face and
head right sided buphthalmus and epiteptic fits commencing
the left hand He concluded that the nght side of the bram was
also myobed i the nevnd condiwon R Schirmer of Gresfiwald
(Graefes Arch f Ophth 1860 7 Part ¥ 119 21) had already
deseribed the case of 2 man aged 36 years with an extensive
telangiectatic nanus especially of the left side of the face and left
sided buphthalmus, but he made no altusion to epileptic fits or
bramn disease I have suggested (Bné Med Jown, 1936 1 708)
that the disease ought to be called the Sturge hahischer rather than
Sturge Weber disease as the pathologist § Kabscher published
the post mortem exammation of a case 1 1go1 Dr h Blum has
suggested the name Sturge hahscher Weber disease

In thyy dysplastic hamartomatous disease a more or less wide
spread vascular nzvas of trigermal or more extensinve distribution
on one side of the face 15 assocrated with a vascular leptomeningeal
nxaus ( plexaform angioma ) on the same aide Contralateral con
vulsive attacks occur and there 1s usually more or less contralateral
hemiparesss with hemihy potrophy {or hemihypoplisia) the limbs
and perhaps the face beng smaller on the contriateral side Skia
grams of the hiead show a pecubiar festooned pattern due to calafi
catton about the blood vessels of the meningeal leson This calaifi
cation however by wtselfss probably not the cause of the hemiparess
and hemshvpotrophy

The conditton 15 developmental and there i seldom (if ever) any
evdence of hereditary or famihal occurrence It should be compared
to Bournewille s disease {twberous sclerosis epiloia) and Lindaus
discase In Lindau s disease which may be famibal bram lestons
are present not rarely m the cerebellum but never above the
tentorium cerebells as chey invarsably are in the Sturge Weber
disease In the latter disease there 15 not infrequently buphthalmus
present on the side of the menmgeal neves In Lindaus disease
ophthalmoscopic examination often shows the presence of the
charactenste angwmata (v Hippels disease } which have been
shown to be of the sume nature as the bram lestons In the Sturge
Weber disease it should be noted that the degree extent and distry
bution of the external vaseular navus vary greatly in different
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15,13, and A M H Gray, Proc Roy Soc Med, 1928,21 65 (with
discussion) o called congemital varicose vems may constitute a
part of the hemangiectatic picture m such cases My name has been
associated with this condition by A M H Gray and some others,
i Argentina 1t has been termed the Parkes Weber Khippel or
Klippel Parkes Weber syndrome (compare P P Reichenheim §t
Barth Hosputal Journ 1943, wartime senies, 4, 53) Typical cases are
always distinguished by increased length of long bones 1n the affected
{usurlly a lower) extremity, in which there 1s also obvious enlarge
ment of arteries or vens or both often there are vascular hamarto
mata in the affected extremty or other parts of the body, such as
not rarely accompany developmental hem hypertrophy The
primary cause of the developmental condition 15 uncertan, but the
enlargement of long bones may be connected with increased arteral
blood supply, possibly due to increased size of the nutrient artery
This condition 1n my opmion differs from so called true giganism
of hands, feet fingers or toes by absence of excessive thichening of
the nerves of the ffected part, true gigantism being probably usually
of the nature of neuromatous or neurofibromatous hypertrophy
( neuromatous elephantrasss ) and allied to Recklinghausen s neuro
fibromatosis and so called plexiform neuromita  Telangiectatic
hypertrophy of limbs 1s of course a dysplastic condition and 1s fre
quently associated with dysplastic anomalies 1n the skin or other
parts There 1s seldom if ever any evidence of a simular condrtion
n other members of the fammly

The term elephantiasis telangieciodes (Virchow) has been applied to
a very rare ¢ 1 or lof 1 dysplastic condition
charactenized by local thichenmgs of skin and subcutancous tissue
wath great enlargement of blood vessels According to Virchow the
elephantiasis ke condition 1s gradually produced by excessne
blood supply causmng over nutrition of the connective tissue ele
ments The hyperplastic thickenings may cause folds as n the
dermatolysis of Recklinghausen s neurofibromatosis I have never
seen such a case

(11} Hemangiectatic nevod conditions inolung both face and cerebral
meninges 1 happened to be the first to publish the radsographic
appearances of the bram 1n a typical case of this cliss with cala
fication (Parkes Weber, journ MNewrol and Psychopath 1922 3
134 9, and Proc Ray Soc Mled 1928 1929 22 431) K H Kkrabbe
(Arch Neur and Psych 1934 32 737 55) suggested the term Parkes
T eber Dimutry disease and Hilding Bergstrand (Second Internat Meurol
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apperance and occaswonal slight urtication of the lestons on rubr
bing them suggested that the condition was really an cxtremely
telangectane rartety of wrticara prgmentose of adalts Dr W Freudenthal
tells me that m 2 case of tns telangrectatic type he has found bssue
mast cells specsally grouped about the mmute blood vessels whereas
m typreal cases of urticarta pigmentosa the tissue mast cells consty
tute a more umformly contnuous layer 1w the cutis below the
epderms

{15} Here we may connder cases of recurrent non mflammatory
erythema always recurring at the same sites Frey s gndrome 15 50
called from Madame Lucic Frey who redisconered (hannaer Wilson)
the condtion in 1925 (Rey Newrol Pans 1923 2 97) Thus awriculo
temporal syndrome consists of a localised reflex flushing and sweating
at the side of the face on eatmg Ihe cotaneons area 2ffected 35
usvally that of the aurrculo temporal nerve and the condition s
generally connected with scarnng from wounds or suppuration m
the parotid newghbourhood I descrbed this syndrome which may
be urulateral or bilteral long ago (Tranr Chn Soc Lond 1897
xRo8 31 277 and Med Press and Cire 1905 130 261) My case
was a bilateral one n a young man n whom appendicitis was
foliowed by parotid buboes onc on exther side of the face both of
which had to be opened  Stmilar fushing and sweating best marked
on taking actd or hughly spreed food-—general or hauted to the head
and neck—may occur as an wdiosyncrasy mn otherwise normal per
sons whe have had no local mjury of any kind Such reactions on
eating undeubiedly represent a normal refles m a greatly evag
gerated form The hmstatron of the area of the reflex flushing and
sweatmng m Frey s syndrome 1 certamly connected i some way
with Jocal nerve snjury An excellent short article on the subject 15
that by A E Jones § Zartn Hosp Jourr 1942 war time series
3 117

(58) Relapsivg febnle nodular non suppurai e pannmcuhtis (1 eber
Chnstan dueese) 1 ongmally descnibed this very rare disease under
the headmg A case of relapsing non suppucitise nodular panm
culitss showing phagocytoss of subcutaneous fat cells by macro
phages {Bnt Journ Derm 1925 37 g01) and Prof H A Chnstan
tn hus very eltborate paper (Arck Int Med 1928 42 338) altered
the name by the msertion of the word febnle The disease or syn
drome 15 apparently similar to those described by Victor Plasfer m
i8yz and by Gilchrist and hetron 1 1916 but very hitle more
has been discovered as to sts enology (see R J Batley Fowrn Amer
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cases 1t 15 often not hmited to the head, sometimes 1t 15 of spstema
tized disinibulion on one side  sometimes 1t mvolves both sides of
the body, though to a different extent

A study of the whole subject of telangiectatic and angioma like
dysplasias—and the probably mnvariable absence of any heredutary,
or even familial, merdence—convinces me that the Sturge Weber
disease must be due not to any genetic cause but to some acct
dental local injury (mechanical chemical or physical) to the ovum
at some period after fertiization that 15 to say, to the embryo
during early intra uterme hfe

(12) Vaffuecr s yndrome This 15 the cponymous name given by
Carleton Ellungton, Greenfield and Robb Smuth (Quart Journ
AMed 1942 new series, 11 203) to a very rare associatton of dys
plastic conditions namely, dyschondroplasia (Ollter s disease) and
vascular hamartomata (cavernous anglomata and phlebectasia)
The above authors can find no evidence to uphold the view that
the whole syndrome 15 inherited Kast and v Recklmghausen pub
lished an elaborate study of 4 case (which has sometimes been sup
posed to be the earliest record) m Virchow 5 Archi 1889 118 1

(13) Telangsectases assocsated wath purpunc lesions This may oceur
as I have aiready stated when hypostatic toxic or mflammatory
conditions cause hemorrhagic lesions by local dapedesis, as well
as local dilatations by yielding of vessel walls This combination 15
present m Majocchy s purpura annulans telangiectodes and wn purpuric
prgmented hehenord dermanitis (Gougerot and Blum 1925) and often
n hypostatic dystrophic purpuric and pigmentary conditions such as may
be assoctated with varicose vens of the lower extrermities notably
1f a tovic factor (for mstance the use of drugs like abasmn or adalin)
be superadded

(14) Telangiectasta maculans erupta perstans an eruption of per
sistent red macules over the trunk and extremities espectally m
mddle aged obese females Indnidual diated blood vessels can
usually not be distinguished by naked eye inspection I mtroduced
the name 1n my ongmal paper with Dr H Hellenschmied Brt
FJourn Derm and Siph 1930 42, 374 at the same ume I pointed
out that 1t was probably the same condition as felangiectastes essen
trelles en plagues acquises (Brocq) See H W Barber and Parkes Weber,
Internai Chnics, 1932, series 42, 4 71 (with coloured illustrations)
and Parkes Weber ind H Rast Acta Dermato Venereol 1935 16
216 The patient 15 usually an obese rmddle aged woman beyond
the chmacteric period In the original paper I stated that the
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Archer {Lanczt 1927 2 595), both usth ergamic disease of the
central nervous system but without recurrent flushing and without
obvious abdominal visceral disease Archer described his case s
onc of multiple cavernons angomata of the sweat ducts

{19} In regard to punctate telangiectases or anglomata one ought
10 angoma serf { anfectnie axvus lupus )
to which Sir Jonathan Hutchnson engmally drew attention small
reddish pownts spreadmng sn lines and clusters and gradundly
voluting with pigmentation In very shght cases the diagnosis may
be difficult {f ¥ P Weber Proc Roy Soc Med Derm Section
1927 20 107) These cases are probably distinct from Schamberg s
progressie piguentary dermatoss (which ocours i males only)
P d purpunic hehenod dermautis (Gougerot and Blum)
and Magocchs s puspura {sze abose, group 13)

{20} Telangiectaue and pigmentary (hemosniderotic) lestons are
present m dystroptuc luedo racemosa {Inedo renculans) as they also
are 1 enthema ab gne (from constantly warmng the legs at the fire)
and epthema a calore (from repeated use of hot fomentations or
electric pads) Tela and ges bhewse
oceur 1 Jacobrs potkiloderma atrophicans rasculare {(which may re
semble lesions of \ ray dermatitis) mn dermaforponstes {as already
mentioned] or pokiledomatornonts w the fambal pokdoderma
cangemiale of S Thomson (with which Tonseth s case of cutns mar
morata tel: may be compared) m Bloch and
Stauffer s dyshormonal porkloderma hihe cases {1929) and in Cuatte s
potkilederma of the face and neck m women also of course n the
rare hereditary {(Mendelian recessne} developmental disease
xeraderma pigmentosum which has also been termed engioma prg
mentosum et atrophtcum and s charactensed by extreme wdiosyneratic
over sensitivity of the skin towards sunhght

An amportant  telang and p b 4
disease not ver meationed 15 the so called whopathic muitiple kemor
rhagec {first called prgmented) sarcoma of Aapon which 1 really appar
ently a kind of pseudo sarcomatosss It 15 chuefly et with (at least
as far as Lendon 15 concerned) 1 muddle aged or elderly Jewih
males from Central Eurape

In thus group some types of eutaneons sarcerd and very unusual
cases of fupus enthematosus should ake be menuioned Parches of
lupus erythematosus may show a telangiectatic appearance asso
ciated with pigmentanon the spots or macules of prgmentayon
having apparently been preceded by telangiectasss or telangiectane
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Med Assoc, 1937, 109, 1419) One of the causes may be the m
gestion of 1odides (or bromides?) 1n certam rdiosyncratic induniduals
(F P Weber, Bnt Journ Derm 1935, 47, 230) The subject 15
alluded to here only for comparison with other reddish swellings

(17) Carcinoma telangiectaticum Cases of carcinoma (of the breast),
m which the carcinoma cells spread through the channels of the
cutancous blood capillaries which they dilate and partilly block,
S0 as to gune rise to a curious red appearance of the shin of the
thorax I suggested the above name (1933) 1n preference to the
terms epsipelas or epsipelatodes, as 1 thought
that the condition did not really resemble erysipelas at all (¢f
Parhes Weber Intern Chmes, 1935 sertes 45 3 145 with coloured
plate) In this very rare condition the affected red or purple area,
which may gradually extend almost completely round the thorax,
1s found on microscopic examimnation to contain numerous dilated
blood capsllanies more or less full of cancer cells The microscopic
apperance diflers altogether from those of cancer en currasse’
and Paget s disease of the nipple—though all three conditions may
be associated together

(18) Alary or punctiform tel, or with re
current violent atlacks of cutaneous flushing 1 propose to call this Stetner
and Toerner s syndrome from the case recorded by them m 1909
(Deut  4rch klin VMed 96 105) under the heading Angiomatosis
multans These very rare cases seem gccasiontlly to be connected
with cancer of the hiver (case n a man shown me by Dr Ahce
Carleton) or cancer somewhere 1n the abdommal or pelvic viscera
In this connexton Sir Maurice A Cassidy s two cases of recurrent
phenomenal flushing of the face (and to some extent of the trunk
also) assoctated with carcimoma of abdommal viscera should be
considered (Proc Roy Soc Med 1931 24 139 920 and 1934 27
220) The patients nere both men aged 31 and 48 respecnely
In the coloured illustration of the younger man the flushed cheeks
are covered with defimte minute hair like telangiectases In both
cases the necropsy showed metastatic growths 1 the Iner i the
younger case apparently secondary to primary prostatic carciioma
{which was rccompanied by much diffuse pelsic fibrosis of mflam
matory or malignant nature) 1n the older case secondary to primary
carcinoma of the stomach (It 15 to the younger case that [ would
compare the man shown me by Dr Alce Carleton )

Cases of miliary hzmangiomatosts have been described by Wigley
and Pether (Proc Roy Soc Med 1934 27 1574) and by B W C
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VARIETIES OF FLUSHING AND BLUSHING
AND THE AURICULO-TEMPORAL AND
ALLIED SYNDROMES:

Blushung and Flushing

Tue phenomena of flushing and blushing are dependent on normal
and abnormal conditions of the autonomic nervous sysiem, and are
mumately connected with normal and abnormal emotional senst
uaty, and naturally with sex and age Amongst abnormal causutrve
factory there 18 often excessie vasomotor ercthym which may be
farulial and s sometimes assocrated with high blood pressure and
hyperthyrodism Local and wulateral paroxysmal flu lung may be
accompanied by or compared to recurrent local or unidateral
attacks of sweating waves of kwal or umlateral cutis anserina
{ goose skin ) parovysmal salivation et

(1) Blushmg which 1s by no means confined to the young has
apparently become somewhat les m evidence duning the present
century  probably owing to more natural educaton It 1s dis
unguished from other kinds of flushing by its emotional execiting
causes w1z shyness on beng looked at (at can hardly eccur m the
dark or without the presence of other persens excepimg from
emotional thoughts or recollections) true or false modesty shame
and sense of g fear of blushing hophobia ) In spite
of a passtble heredutary predispostiion to excessine biushing ordnary
ratignnl measures may be of use the doctor encouraging greater
frankness and a wholesome olyectiity i Ife discouragmng (by
explanation &te ) too much self conscionsness and the pagsent of
course endeavouring to avosd secrets which he feels he ought to be
ashamed of but facing up to them if they are there [ need hardly
mention the guestton of more elaborate {psycho analytical) methods
of treatment for special cases In regard to the value of objectinsty
1 would refer (as an analogy) to the occaswnal value of purposefal
objective actiity i preventing the onset of another common
paroxysmal autonomic nervous attack pamely sea sichreess Doubt
Jess many a boy w a rowing boat at a seaside holday resort has
fownd from personal expeneace that he can ofien avord sea uickness
by takang an energetic part m the actual rowing mstead of sitting
and doing nothmg 1 a tossing boat

Seer Md Pre mnd G 1934 213 299
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erythemn  Lupus erpthemalosus dussemunatus (so called) of chronic or
subacute course may flare up wath, or just before the commence
ment of, each menstrual period

(21) The glomus tumour of Masson (artenial angiomyoneuroma glo
mangwma) 15 a dysplstic benugnant organord hamartoma, ansing from
one of the neuromyo arterial peripheral vascular ( glomus’) organs
which were discovered by Masson during his research work m con
nexton with the origm of the glomus tumour These organs are
normally present m the hands and feet, but have not been discovered
elsewhere  Consequently, a glomus tumour found on the thigh,
shoulder or trunk mny be termed heterotoptc, and 1s rarer than
one on a finger a characteristic site 1s m the nail bed beneath 2
nail A glomus tumour 15 cutaneous subcutaneous and forms a
minute pinkish or bluish elevation which 15 extremely tender to
pressure or knocks The resulting pam 15 apt to radiate widely and
attacks may even occur spontanecusly An unusually large ( giant’)
glomus tumour 1 ltkely to cause less rather than more pam than
one of ordinary size Excision always removes the symptoms com
pletely and no recurrence takes place The first case recogmzed
chmcally m London was described by W Freudenthal, R G
Anderson and F Parkes Weber, with an elaborate histological
study by Freudenthal in the Br¢ Journ Dermatology 1937, 49 151
163 The patient an otherwise healthy woman aged 50 years had
had the mmute nodule i the pad of the little finger of the left hand
probably for 25 years and 1t had caused her much pam, excision
removed the pamn permanently

Glomus tumours are not hikely to be confused with cutancous or
subcutaneous lewomyomata though the latter are sometimes tender
to pressure and the skin over them may be reddish Osler s nodes
{Qsler s sign) 1n subacute bacterial endocarditis and in other septt
czmic conditions (possibly complicated by so called mycotic aneu
rysms) are seen most typically on the fingers and hands but Tast
tao short a time to be fused with glomus (see F Parkes
Weber, Quart Fourn Med, 1g13 13 384) A strawberry bike so
called {e L granuloma p ) on a finger 13
stll less likely to be rmstaken Small purplsh superficial nodules
oevassonally appear over the abdomen or other parts in cases of
penartenstss nodosa (compare A M Stewart Proc Rp Soc Med

1942, 35 18)
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usually to be no special subjectine cxatement present Dermo
graphism from rubbing by garments 1 uncoyening the chest must
be diunguished but may doubtless sometimes be an associated
phenomenon (every case should be specially tested for urticana
factitia)}

{4) Flushing of the face from anger and emotional excxtement of
various kinds 1s not rare espectaily i muddle aged men of a plethone
type Tt may be compared to the swelling of a turkey s wattle with
anger The story 1s teld of a young mnn sitting as a naked model
who on bewg angered by some mportant political mews was
observed not only to flush m his face and neck but to  become
bright red and lobster Itke over Yus whole body (1 Campbell op
at p 53)

{ _r,l)J The heetie flush of the face particularly i patients with fate
pulmonary tuberculosis should be mentioned here It may occur
symmetrically on both sides of the face especially after taking food
or may be better marked on one cheek, especially the side on which
the pattent hes Fortunately it 15 less commonly seen than it was
formerly In this connevion I know of the case of 2 child who showed
remarkable flushing on its chest after meals The chsld had a chronie
empyema and after this was successfully treated swrgically the
flushing I beheve ceased

{6) Rosaceons flushing of the face after eating drinlung tea etc
need not be discussed here In many eases fractional tests of the
stomach contents reveal achlorhydria or hypochlorhydna or hyper
chiorhydria and dietetsc and general hygienie treatment may be of
use Blotchy flushing of the face and upper part of the trusk after
eating may occur w wamen who are also subject to true blushing of
smlar blotchy distribution

{7} Flushing and sweating best marked on taking acid or highly
spiced food—hmrted to the head and nech or general—may occur
as a remarkably uncomfortable pecubarity m otherwise normal
persons who (unbike those m class 10) have had no suppurative
leman or surgical operation but 1t may apparently sometimes follow
mfectious diseases Such reactions on eating undoubtedly represent
a normal reflex in a greatly evaggerated form Stmelar but wmlateral
cases of unhnown ongin may be mentioned as also unilateral cases
of sweating only (In regard to uni 1 and local predsp
compare Weber and Athmson Brt Journ Derm 1928 40 454 and

Weber VMed Press and Core 1928 176 377) As analogous to such
cases the rare ones of unilateral cutss anserina (uniateral goose
sk ) may akso be referred to

N
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In some cases, 1s Darwin noted m his book on The Expression of the
Lmotions blushing 15 not confined to the face and neck but spreads
m partly blotchy distribution over the shoulders and even sometimes
over other parts of the body, espectally 1f the abdomen 15 exposed
(¢f H Campbell, Nusking and Vorbid Blushing, 1890, Pp 52 53) An
1bnormal blotchy type of blushing may be mherited from a parent
Just as a tendency to too frequent ordinary blushing sometimes 1
(¢f H Campbell op cut p 167)

Can blushing ever be voluntary® It cannot be dented that m
male eyes of the last century blushung often heightened the charm
of a beautful maden The same Greeh word, ereuthos was
apphed to blushmg as well 15 to the bloom and redness of frunt A
Innvely girl may well have liked to add to her charms by a judicious
blush The heart s action 1n certan indiiduals has apparently been
affected erther dwectly through the will or indwrectly through
voluntary emotional thought If vomuting cannot be induced
directly by will power 1t may 1n certan indniduals who vomit
easily (that 1s to say those 1n whom the vommtmng refley 15 easily
excted by relatively ight stimuli) be voluntarly brought about
mdrrectly by thinking of nauseating foods or tastes or smells or other
nauseating subjects and 1deas Probably the power of voluntary
blushing 1s capable of being acquired 1n an analogous wxy, t least
by certan (predisposed) mdividuals

(2) Chmacteric and post chmacteric flushing 1 women need
merely be referred to here though there are many variations 1n
degree and distribution and some cases may be associated with
actual disense m the pelvic organs Emotional factors may hikewtse
be present Dilatation of cutaneous vessels may sometimes occur 1t
association with an attackh of epilepsy or migramne’ One of the
numerous medical discoveries of quite modern times 15 the frequently
successful treatment of menopausal disorders mcluding cxcessii¢
attachs of flushing by sexual hormones

(3) A blotchy type of flushing on the face neck and chest mn post
climacteric and elderly women 1s not rarely observed when the
front of the thorax 1s uncovered for exammation (¢f F P Weber
Proc Ray Soc Med 1935 28 731) It scems to occur especally m
women with high blood pressure and tendency to hyperthyroidism
and vasomotor erethism It resembles ordinary blushing in some
tespects  but mn spite of the emotion1l appearance there seems

A duagreeable sensation of flushing and tension in the head may follow temporary

{ntncss 1o ¢lderly persons if an a strenuous walk they are uddenly stopped to cxam ne
something ( dilatation of vessels fullowing temy orary angio psm)
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nected with some suppuratie process m or surgical mierference
with the parotid gland—see wbove) Thesr patient was m otherwise
healthy wamen, aged 22 who at the age of five years had had
ymphatic glands excised from the nght side of the neck A year
after the operatan on eating flushing occurred m the night sub
mental region Two years fater on exting profuse sweating over
that same abnormal area made its (pperrance

The svadrome of crocodile tews  to which they allude s analo
gous 1 lacrimation ocewrring as a reflex response to eating 1t 15
always consequent to penpheral facal paralysis and has of course
only been observed on the paralysed side In most 2uthentated
cases the site of the lesson has been i the neighbourhood of the
geaiculate ganghon

Another analogous syndrome 15 abnormal mguwmal sweatimng
resulung from suppuration of an ingunal bubo

W C Wilson {Chmeal Scwerce London 1936 2 273) has studied
four cxamples of sweating on the face durng eatng in relation to
the question of mnervation of the sweat glands of the face He
concludes that the sweat glands of the human face have a double
nerve supply sympathetic secretory fibres and an accessory set
of fibres The sweating was proved to be the result of a reflex In one
case the efferent impulses were comveyed by the sympathetic secre
tory fibres i the other cases by the accessory fibres In refation to
reflex sweiting duning eating the question of whibatory nerve fibres
to the sweat gland 1s discussed Tt 1s suggested by Wilson that esces
sive reflex sneaung duning enng s related to a hyperactive condt
tion of the sweat glands as mdicated by thew response to pilocarpime
Such a hyperactne condstton mught follow degeneration of the
sympathetic nesves

Some additional wdwect hght 15 thrown on the problem of
fochized hyperhdrosts by the study of cises of more or less com
plete nhidrosis {absence of sweating) H R Richardson {Journ
Bl Chenn tr; Brlumore 1926 67 397) moude some careful observa
1ons m the case of a schoolboy who owing 1o 1 congemtal ecto
dermal defect had complete “bsence of sweat glands {confirmed by
muroscopical exammation] His ehmmation of heat and water
vapour wis estimated It was found that with exerase the ehmmna
tron of water dud not mncrease 2¢ 1t does m normal mdn cduals and his
body temperature rose somewhat Exposure to eviernal heat caused
the body temperntare to rise sharply and there was no merease m
the guantty of water vaponized The suthor concluded that in
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(8) Recurrent violent attachs of flushing of the face, and to some
extent of the trunk also, associated with muliary telangiectasia or
hxmangiomatoss In my paper on Some Telangiectatic and
Other Anomalous Vasculr Groups (Med Press and Cire | 1943, 210
219 224, group 18) I referred to such cases 1n men, assoctated with
cancer m the abdomen and fibrotic adhesions m the pelvs I pro
posed the term Stemer and Voerners syndrome, owing to the
description by these two nuthors of a case m 1909 under the heading
Angromatosis miliaris, 1 which, however, there was no mention
of cancer or 1bdominal or pelvic disease

(9) Here, I may also mention certan rare cases of chronic lupus
erythematosus dissemmatus in which a flare up occurs at the
menstrunl periods Permanently bright or dark red areas, such as
for mstance, certun cancerous conditions (e g the erythroplasia
of Queyrat) and those which are occasionally met with i erythe
matous  hchen plinus nd psonasss, should have no place 1
the present paper

(10) The auriculo temporal and allted syndromes

The Auriculo-Temporal and Allied Syndromes

The so called auriculo temporal syndrome consists of a localized
reflex flushing and sweating at the side of the face on eating The
cutancous arca affected, mn true cases, 1s that of the wriculo
temporal nere and the condition 15 connected with wounds or
suppuratne inflammation, which leave scarrmg m the parotid
region When there has been a leston on both sides the symptoms
may be bilateral The case which I described long ago (Trans Clin
Soc Lond 1897 1898 31, 277 and Med Press and Cure 1905 130
261) was a bilateral one i a young man m whom appendicitis was
followed by parotid buboes one on cither side of the face both of
which had to be opened There 1s a good deal of scattered literature
on the subject For an excellent short artcle se¢e A E Jones St
Barth Hosp Journ 1942 3, 117 The syndrome 1s sometimes called
Frey s syndrome after Madame Lucie Frey who as Kkannier Walson
wrtes rediscovered the condition 1n 1933 {(Rev Aeur Pars 1923
HVQ%prus J B Gaylor and E A Carmichael (Braiz London
1934 57, 443) m their discusston on Locahized Abnormal I'lushing
and Sweating on Eating  gnve the account of a case differing from
those of truc aurculo temporal syndrome (which 15 always con
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nected with some suppurative process m or surgieal mterference
with the parotid glnd—see 1bove) Thewr patient was an otherwise
healthy women aged 22 who ar the age of five years hod hnd
ymphatie glhnds exased from the right side of the nech A year
after the operation on exting flushing ocewrred m the night sub
mental region Two yoars later on crting profuse sweating over
that same 1bnormal 2ren made s 1ppenrance

The syndrome of crocodile tewrs  to which they allude s analo
gous 15 Jicnmaton occurnng as a reflex response to catng 1t 55
always consequent to persphertl facial paralyss and has of course
only been observed on the partlysed side In most tuthentscated
cases the site of the lesion has been in the neighbourhood of the
gemeunlue ganghon

Another annlogous syndrome 35 abnormal mgmnal swetting
resulting from suppuration of an mguimal bubo

W € Wilson (Chmcal Science London 1936 2 273) has studied
four examples of sweating on the face during eatmg n relttion to
the question of mnervaton of the sweat glands of the face He
concludes that the sweat glands of the human face have a double
nerve S\xpply syrnp\thehc secretory fibres and an accessory set
of fibres The sweating was proved to be the result of a reflex Inone
casc the efferent impulses were conveyed by the sympathetc secre
tory fibres 1 the other cases by the accessory fibres In relauion 1o
reflex swerting during canng the question of mbabitory nerve fibres
to the swent gland s discussed It 1s suggested by Walson that exces
sive reflex sweating during evting s rehted to 4 hyperacine condt
tion of the swent glands as mndicated by tharr response to pilocarpme
Such a hyperactive conditton mught follow degeneration of the
sympathetic nerves

Some ~ddiional sndirect hght 13 thrown on the problem of
loenhized bypertudrosts by the study of cnses of more or less com
plete anindrosis {thsence of sweating) H R Ruchardson (Journ
Biol Chemisty Brltumore 1926 67 397) made some carefig} observa
nons i the case of a schoolboy who owing to 1 congenutal ecto
dermal defect had complete thsence of sweat glands (confirmed by
microscoptet! His b 1on of heat and water
vapour was estimrted  frwas found that with exercise the ehmma
tion of wter did not mcrense as 1t does in norm individuals and hus
body temperature rose somewht Dxposure to external heat erused
the body temperiure to nise sharply 'nd there was no increase m
the quantity of water vaponzed The author concluded thae m
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ordiniry mdmaduals the sweat glinds constitute an emergency
apparttus which 15 called upon only under exceptional conditions

To some cxtent Richardson s obseryattons correspond with those
of Mogens Fog (Journ 1lmer Med 1ssoc, 1936 106, 2040} A man
aged 25 with nothing tbnormal in lus farmily history, at 21 years
of age suffered from  Jong febrile disease (paratyphoid fever) After
that he was unable to perspire (general requured anhidrosis) under
arcumstinces (heat feser work) which usually cause sweatmng, but
mstead of sweting he suffered from feelings of discomfort pracordial
pun palpitition dyspnaca and congestive flushing of the shin
prrticularly of the fice The skin was dry and scaly, and microscopic
examnation (bropsy; showed that 1bout one haif of the sweat glands
were present, while the other half had undergone degeneration

An observition by J M Berhman and B T Horton (Proc Staf
Meetings VMo Clinte 1937 12 168) suggests that absence of sweatmg
may lso be due to bystera A woman, ged 36 complamed of
wtolerance to heat since the age of 11 years, wnd had been supposed
to be suffering from heat allergy In regard to the absence of
sweating the pitient behmved much as if she had undergone com
plete sympathectomy  But n inability to walk at 1 normal rate
and ~ psychological examination pomted to hysteria and 1t was
frankly suggested to her that her whole trouble was the result of
hysteria Then on being mduced to remaun in the sun her sweat
apparatus commenced to ¢t and she became literally drenched
with persprration



VII

‘IDIOPATHIC’ STRIZ ATROPHICE OF
PUBERTY IN A GIRL:®

Iv ordnary cases strie atrophtcx or stne cutis distensie can be
explamed as representiag a method of cutaneeus weommodation
towards di tension (physiological or pathological) when the shan is
relatively msuffictent—~that 15 to say unable to adjust wself by sts
normal elastic dustenstbihity I such cases a relatnely too rapid
growth or wmerense 1 bulh of the parts below the shin or 4 case of
chrome distension of seme hnd—such as a relately excessve
growth of subcutancous fat muscle or bane (especially connected
withpuberty) mammary gland thepregnant uterus ascstes sumours
or subcutaneous cedema—leads to 1 sphtung or clewvrge m the
decper parts of the cutis mamfested on the surfice by the wppear
ance of st wrophice which are 1t ficst generally red or purplich
and m time usually hecome whte and smaller as they keal up
Buthere Iwishtoreler only to those cases of strie not due to stretch
mgoftheskin thitis tosay the cases m which st have deseloped
apparently i the absence of any special distension-—in the 1bsence
of pregnancy asaites tumowrs subiutwmeous gedema  encessive
subcutancous fat and other usual causes In such cses the ordmary
growth of the long bones muscles and sabcutaneous 1t seems to be
associated with some msufficiency of the cutis (wath perhaps defi
aiency of elasticsty) which presents the sk from adjusting atself
to the parts beneath excepting by the process of multiple cleavage
~—that s to say by the formanon of strim atrophice  Surxe of this
mysterrous kund occur occasionally m appirently healthy and m
oven athletic mdaduals about the perod of puberty the skin
fathng 10 keep pace with the normaily rapid growth of certam parts
of the body such as the shoulders pelvis and thaighs In 1932 I saw
typical small strwe n the upper arms and upper parts of the thighs
that developed without obusous cause 1 a muscular male student
atan English unnersity Strie 1 the absence of the ordinary sauses are
however suil beiter hnown to gotur m connexion with enteric fever
{natably the strie patellares ; and certawn other mfections although
even e such cases the selective distribution of the strie and whether
they are symmetnictd or more or less umlatesak or not as T have
elsewhere endeavoured 10 explain must be due partly to mechanyeal
Wier Lowe t 193 2 892 and 1347



70 PARE DISEASES AND SOME DEBATABLE SUBJECTS

causes, such s the position of the patient mn bed, arrangement of
pillows etc
Strie form a promunent feature 1 the clmical syndrome atta
buted by Professor Harvey Cushing to pitwitary basophihia or
basophilic adenoma of the pituitary gland, and n 1932 1 suggested
that the refative msufficiency of the cutis which s a part factor
n the causation of the cutancous striz 1n so called 1diopathic and
post mfection cases may be duc to a temporay basophilic hyper
prtuitarism 1ssociated with the period of ripid growth at and follow
g puberty 3
I hwve recently seen a remarhable example of tdipathic stre
alrophice of puberty 1n a rather thin tall gl aged 134years Sheseems
bodily and mentally developed two years or so beyond her age a
good tenmis plaver but somewhat lanky and over grown and
mchned to slouch with bent back
when sitting it her school work Her
height 15 167 cm and her weight s

J i/ 51 5hg She commenced to menstru
i ate at 12 years of age and her
. mamme and pubic hair are farly
— ) developed She has a serses of bright

” - ‘ red transverse striz ( vergetures)

;\ / over her back from the level of the

R - tenth dorsal vertebra downwards

(see figure} There are several older

) (white) st over the outer upper

parts of both thighs and there are 2

few smaller red strie over the left

gluteal region It should be noted

that her mother has had white st

on the outer upper portions of both

D agram shov aem s o of ;:; thighs stce puberty though she feels

buttocks (a female aged 134 year ]  sure that none of these strie were
ever red

In the case of the present girl the red transverse striz over the

On this v hole subject of Weber T Parke  Unlateral Stz At opt ce Practto 1
1gr7 99 433 alo Weber Cutancou Stz Br jur D rm and Siph 19 6
38 t and 11 dicussons P S Med 193417 (> t Dem p 45) and
G927 20 (Sect Di Chld p 11)

Steber T Parkes Drol and Cutn fe 193 36,31 Th suggestdn i not
tho same as that Huch T made n a short pape o the Cauaton of St = At ph ez
Cots (Mergeture ) B ¢ Med Jum 1981 205
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back were first noticed by her mother about Christmas rgz4 when
they are said to have Jooked hke very thin scratches at that tme the
pattent had a shght attack of whoopwng cough In other respects she
has enjoyed good health The cawation of these diopathic stz
atrophicee of puberty 1s unknown unless my above suggestion on
the subject 15 correct Anyhow the patient 1 question developed a
tendency to the formanon of such strie at puberty as her mother
did and probably her habiual stooping over her schootwork has
determuned the posiuon of the striz—namely, on her back at right
angles to the comveaty of the bend It 1s posuble that the infection
with whoopmng cough played a part m the causation of the strre
{amalogous to the better known part played by entersc fover in
other cases) m assocration with the somewhat precocious onset of
puberty The bright red stripes across her back were very annoying
to the patient dunng summer at the seanide 1n regard to bathing
Postscript —In 1942 1 heard that the above panent was an excellent
general condition thin and actne and doing useful work but the
striz on her back were stlf present (punk not white) not depressed
nor rased above the general surfice

SOMEWHAT SIMILAR STRIZA IN A MALE:

In my artwcle on sdwpathic strie atrophice of puberty 1w e
Lancet of October 19 193y I described a remnrkable example of the
condition 1 2 healthy girl aged 133 years The stne which owing
to therr bright red colour must have been of fairly recent ongin were
transserse and somewhat wrregularly

sttuated over her back from the level of J
the tenth dorsal vertebra downwards ;
That her rapid growth i height and \
general development had something to )\ i 1
do with thewr onset there could be no

doubt She seemed bodily and mentalhy / MeETA
developed at least two yews beyond -

her age and had commenced o men {
struate 1t 12 vears of ige The pre i
sumption was that the stz would \

graduallh become paler and less con
spicuous  and would one rise 1 no Daegram shoswg the position of

trouble unless from thew appearance) ¢ it f:,,:h:gsj Vo back

Manct 3935 2 1347
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I have recently scen strie atrophicx of very similar distrtbution 1n
2 man, an Enghsh park Inbourer <ged 44 (see figure) They are
Imited to the lower (lumbosacral) part of his back and are trans
versely, somewhat wregularly  distributed more on the left than
on the right side But they are quite pale, whereas those on the
girl s back were red Obviousls they are very old, the patient knew
nothing about them and was appArently not even aware of their
presence before his recent exammation I can only think that they
were connccted m some way with rapid growth at puberty The
patient limself cime under observation for some totally dfferent
complunt but tus history shows thnt he did indeed develop very
rapidly at puberty for he was permutted to jon the Army whenhe
was only 154 years old pretending that he was already 18 The two
cases (1n both of which the Wassermann reaction was negatne) do
really throw some hght on each other 1nd on the desclopment,
without ny subjectve symptoms of such cases of idiopathic
strize wropinez of puberty and also on the prognoss

Some would prefer to call the condition m both cases atropho
dermua strinta (lnearis) by analogy with cases of atrophodermia
(morpheea) guttata  but I believe that the analogy 15 1 false one
though ¥ have heard of " case 1 which wdiopathic cutaneous striz
were combined with wdiopathic drop Iike atrophy of the shin



VIII

SUBGUTANEOUS CALCINOSIS OR MULTIPLE
CALCIFICATION IN THE SUBCUTANLOUS
TISSUE*

Tue patent Anna G then aged 7 yeirs, was admutted to the
German Hosprtal on July 30 1912 on account of the presence of 1
large number of hard nodules m the subcutaneous tissue of the
extremmtues and the poruons of the trunk adjownng the extremiues
Most of the nodules were smaller than an average pea but some of
themn especally those on the buttocks and about the knees were
much larger the larger nodules having apparently ansen by the
coalescence of several smaller nodules The fice head thorax and
abdomen were practically free On the child s admision to the
hospatal the skin over one of the nodules was ulcerated and the skin
was mflamed and adherent over one or two others but the nodules

as a rule gase rise to no pan or tenderness and seemed to have
developed without the child bemg aware of thewr exstence The
Tymphatic glands m the grotas and avlle and some m the neck

were moderately enlarged The Jiver and spleen could not be felt

and the chald seemed to be free fram amy visceral disease The urme
contamned no albumin or sugar There was no fever Brachial
systolic bleod pressure 110 mm Hg Ophthalmescopie  examn

ton (nght eye) showed nothing abnormal Blood exammation
{October 8 1912) Hemoglobin 70 per cent red cells 4 070 oo per
cubie millunetre of blood colour mdex o g white cells (after a
meal} 11 200 per cubtc mullimetre of blood The differential count
of the white cells gave Polymorphonuciear neutrophiles 65 per
cent small lymphocytes 27 per cemt large lymphocytes 2 per
cent large mononuclears g per cent transitionals 2 per cent

eosinophils 1 per cent mast cells none in the count The red blood

corpusiles appeared normal The coagulation time (estimated by
Sir A B Wrights tubes at 25 C©) was about three minutes On
October 7 1912 Dr & R Ward kindly esumated the calcium mdex
of the blwod by W Blar Belt s method and found st to be 5 36 as
agawst @ normal average of about o ¢ It should be added that the
child had some minute ¢ p on the

onT 1 tonsofth NV 1 t matonal Congress of Mediine London tgig
Scruox\nl Tarta (August 8 1933 pp 370-188
Th 2¢wa ho nand decnbed ac v Cl mca) Section of ih: Rmal Sacwl) af
Med ne n Ocwober 11 130z (Paced (1913 )
Bahu | JChidn Dna London tgug 10 97
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outer surfices of the upper cyelids, a few haur like telangrectases on
both cheeks, and 1 tendency to mottling of the ‘Inedo reticulata
kind on both forearms

According to the listory obtauned, the presence of hard sub
cutaneous nodules was first noticed twelve months before the
patient s admussion to the hospital and smce these were detected
many others had appered One hittle nodule near the right knee
became very promunent and discharged spontaneously six weeks
before admission In regard to the patient s past history, she was
sard to have been subject to skin cruptions, but the chief pomnt was
that in Nosember 190g she hid been under treatment at a fever
hosputal for scarlet fever and that from that time to August 1910,
she suffered successively from diphtheria paresis of the lower
extrermities (diphtheritic paralysts ®), 1 shin eruption somewhat
resembling hchen ruber, preumonia an abscess m the night axlla
and an nbscess 1t the back of the neck a corneal ulcer (marantic ?)
of the left eye and left sided otorrhaca The corneal ulcer perforated
(grving rise to considerable prolipse of the ns) but ultimately
healed up agmn During the latter period of this successton of
tllnesses the piuent was m the German Hospital She left the hospatal
on August 1 1910 but was rexdmutted mn September of the same
year for temporary fever of uncertain onigin Since that time the
child s condition seemed to have remamned sausfictory untl the
appearance of the subcutaneous nodules first attracted the parents
attention bout August 1911 In regard to the farmly history there
was hittle to be sud The father 1 traveller was 1 helthy looking
man who had never suffered from any ienereal disease The
mother 1ged 35 subject to epilepss had had no muscarriages or
abortions OF the patient s four brothers ind one sister one brother
had had rheumatic fever and 1mother had had tuberculous disease
of the left nnkle joint (the others said to be healthy)

That the subcutancous nodules 1n the present case consisted largely
of calcarcous material was proved both by Rontgen ray examination
and by chemrcal analysis The skiagrams (tiken by Dr G Dorner
1 August 1912) showed how numerous these calcareous infiltrations
were (there must have been over 1 hundred of them in the pauents
himbs) and suggested likewse that the larger noJules were formed
by the conlescence of smaller focr The nodules occasionally became
mflamed 1nd softened the shin over them tended to become ad
herent and 1f they were then left to themselves thin purulent
matter muixed with calcireous debris would doubtless be gradually



SUBCUTANEQUS CALCINOSIS Fa

extruded through a fistulous operung in the shin Two such softened
nadules had been excised and exammed The gritty material was
found to con st of calaum carbonate and caltwm phosphate
{The additon of weak sulphuric acd under the microscope was
followed by the separation of bubbles of carbonic acid gas and by
the formation of acicular crystals of calomm sulphate the ammomum
molybdate test showed the presence of phesphates) Neo tubercle
baaitlt or vther microbes were detected 1 the contents of the nodules
Culture tubes of glycertne agac glucose agar and egg agar were
wmocnlated but remamed stenle Another concretion was examned
for wric acxd by the murexide test but wath negane resalt Micro
scopict] sections of a softening nodule showed that the nodules
vonwisted of a sponge fike manx of subcutantous connective ussne
m the interstices of which the granular prrucles of hme salts were

bedded Thus a microscoprcal section stamned wath hematoxyha
shows many structurcless wlands (necrotic debris) from which the
hime salts have been removed (by the weak hydrochlorc acd
ordsnanly used for decaludymg) embedded m 2 spongy Frameworh
of connective tissue which 1 undergoing mftammatory small cell
mfftragon {nftammatory softering) previous 1o the process of
breaking down and discharging The nodule mn fact conssts of
granules of caletreous materal held together by a fibrous frame
worh and there » nothm,, of the complete (stone like) crlafication
met with i calesfied tuberculous {caseous) foes and n calcified
gummata The diffuseness of the process of catafication explams
why 1 this kind of calesfication the concretions cannot be shefled
out when an attempt 15 made to remove them

Turther sksagrams thindly taken by Dr Finzs) of the <bdomen
thorax and avlfe gave no evidence of calofication in the axillary
wmtrathoracie ot mtra abdorunal Iymphatuc glands or in amy of
the thoracic or abdomunal viscera

Since July 1gi2 the patient has been continuoushy under obser
vation She has had an ordwmary diet and has had a good appetite
Her gencral health has remamed evcellent though she his had
some stortheea from her old ear discase The nodules of calethcanon
fiave cerpunty decreased especraly those about the hips and but
tocks Thas 15 well shown by skiagrams tahen on July 31 3913 by
Dr R W A Snimond to compare with those tahen a ycar ago by
Dr Dorner Probably this s the first case of the hind showing such
marhed regression of the lestons Dr Salmond reports Compared
with the ongind N\ rav plutes the pitche of eluficatron show a




76 RARE DISEASES AND SOME DEBATABLE SUBJECTS

mrked decrersc This 1s more especially seen wn the upper part of
the thighs and hups  The subcutaneous nodules about the knees are
stll very conspicuous They form at present the most strihing
fenture of the ease The lymphatic glands of the axille and groms,
and some 1 the nech are still shightly enlarged

During most of the lnst year the child has been taking syrup of
sodide of iron, and during a great portion of the time small doses
of potassium 1odide s well Al medicine was temporanly discon
tinued on December 23 of last year and on January 12 Dr G R
Ward found the ealcrum index of the blood only o 855 He est
mated 1t ngain on July 31 after the patient had for some time been
having rather large doses of 1odide of won 1t was then very high
namely 1 46 It 1s worth while mentioming that on that occasion
he Iikewise estimated the resistance of the patient s red blood cells
to graduated hypotomc saline solutions and found that hzmolysis
occurred with between 03 and o35 per cent sodum chlonde
solutions

In regard to the xtiology of the calcareous nodules svphilis and
tuberculosis may be practicaily excluded by reason of the varwous
above mentioned datn Moreover both Wassermann s reaction for
syphulis (tried at the Lister Institute) and von Pirquet s cuti reaction
for tuberculosis gave a negative result the complete absence of
fever 1s ikewase an 1mportant pont The case 1s not at all like one of
myositis ossificans for the muscles (at all events 1s yet) seem not
to be affected there 15 no abnormal formation of true bone and
the mflammatory softening of the calcareous nodules 1s dufferent to
anything which occurs m myositis ossificans Moreover the child
has no shortness (mcrodactyly) of the great toes such as has been
recorded 1n several cases of myosttis ossificans The scattered litera
ture of the subject shows however that the child s condition can be
regarded as one of a definite disease as distinct at least as mvositts
ossificans and many other diseases

Calcmosts 1s probably the most convenient term to be used for
the disease 1n questron and more advanced cases have been described
under the headings Calcinoss interstitialis and  Calemosis univer
salis 17 Possibly the chief danger 1s the rish of septic mfection
associated wath the brealing down and discharge of the calcareous
nodules but 1 the present case (Anna G) there has been no
breaking down of this kind for quute a long while

There 15 a condition occurring mn rather older subjects which
possibly represents a morce chromic and less severe vartety of the



SLBLUT ANFQUS CALCINOSIS 77

same disease 10 14 15 1% Iy that conditton the calcareous depostts
eccur chiefly m the subcutineous cushions of the finger tps and ac
the elbows, about the olecranon, and somettmes m the toes Such
cases have been recently demonstrated m England by Scholefield
and Weber 14 by Haldin Davss,?and by W h Hunter® the patients
are all subject to Raynawd s phenomena and most of them gradually
develop a sclerodermatous change clnefly w the fingers { sclero
dactyha ) Sw Witham Osler has met with two such cases of
sclerodermia ssocaated with subcutaneous calesfication
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IX

IMPROVEMENT OCCURRING IN CASLS OF
CALCINOSIS UNIVERSALIS IN CHILDREN!

In the September part of the Britush Journal of Dermatolagy and
Sphilis (1935 47 340 52) Dr Mason Bolam described and dis
cussed 1 very i case of the or unnersal type of
calenosss ta a hittle girl aged 6 years But nerther he nor most other
recent wnters seem te be acquainted with the striing improy ement
which has been observed 1n certam cises of stmilar type The first
case showing such 1mprosement wis demonsirated and described
by me ar the Scienteenth Internanional Congress of Medicine
(Bectton of Dermatology and Syphulis) winch was held mn London
i Auvgust 1913 This case was also the first case of the unnversal
or generalized (metabolic) type of calemous demonstrated or
desertbed m thr Enghsh fanguage and one amongst the first cases
of calemosts without sclerodermia recorded anywhere

Though at the Cangress 1t excited the interest of Professor Unna
of Hamburg Professor Riehl of Vienna Professor Dind of Lausanne
and other dermatelogists present my case has almost completely
been overloohed 1w subsequent references to the hterature of the

subgect I am thersfore jusufied I think m grvng a short resume of
the case here

The patient Amna G then aged 7 years was admted to the
German Hospstal on July 30 1912 ? on account of the presence of
a large number of hard nodules 1 the subcutaneous ussue of the
extreruties and the portions of the trunk adjoming the extrernues
Mast of the nodules were smaller than an average pea but some of
thern especrally those on the buttocks and about the knees were
much larger the larger nodules having apparently arisen by the
coalescence of several smaller nodules The face head thorax and
abdomen were practically free On the child s wdmussion to the
hospital the skin aver one of the nodules was ulcerated and the
skin was inflamed and adherent over one or two others but the
rodules 35 1 rule gave Tise to no pain or tenderness and seemed
to harve developed wathout the child betng aware of therr evistence

From By Ju D mat 1935 47 400

F Parks Weher Subcutaneows Calemo P de fth Se uf enthr Jie 2 tunal
o M diewm Secnon N1 Pa ¢ 2 {mees ng of \uga 8 1ge3) pp 175-88
asalo Joy n and descnbed at the Gl mical Sect on of the Royal Sociery

1h e
of M3 on Outaber tr 1912 (1 wedng 1013 6 2g1 5 of F I Weber
Bt Jun Chld B Lindon 1013 30 g7
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The Iymphatc glands m the groins and avillz, and some m the
neck, were moderately enlirged The Iner ind spleen could not be
felt and the child seemed to be free from any visceral disease

It should be 1dded that the child htd some mimute cutancous
punctiform telngicctases on the outer surfaces of the upper eyelids
1 few hur ke telingiectases on both cheeks and a tendency to
motthing of the Iivedo reticulnta Lind on both fore irms

I will not repeat 2l that 1s stated in the previous section Suffice
1t to »ay that nodules of caletfication certnnly markedly decreased,
especrilly those 1bout the hips and buttocks This was well shown
by skiagrams taken on July 31 1913, to compare with those taken
1 year previously

In the nccount of my case it the International Medical Congress
(August, 1913} I referred to Max Verse s excellent paper on Cal
cinosis Universalis {Ziegler s Beutrage 1912 53 212) which mncluded
an analysss of previous luerature on the whole subject

Unfortunately the patient left England with her parents some
time afterwards and was lost sight of butn 1932 R L J hennedy?
deseribed the case of a girl with calanesis and scleroderma m
which the calcareous deposits partmlly disappeared during treat
ment by a ketogemic diet That patient was aged 6 years when seen
m September 1928 and it June 1932 avery remarkable improve
ment could be demonstrated Dr Kkennedy, i the literature of the
subject had been unable to find any record of a simular clearing up
of extensn e calcarcous deposits

In 1931 ] Craig and A Lyall® had described the cse of a gul
aged 54 years with calcinosis umversalis (without any sclerodermia),
1n which mprovement followed the admumstration of di sodmm
phosphate by the mouth In a few weeks ume the calcareous
depostts were shown by \ ray exammnation to have greatly drmin
1shed Treatment by syrup of the 1odide of iron had previously been
tried without apprecaable benefit

It 15 therefore quite certan that m 1 few cases of calcinosis i
chuldren great dumnution of the calcareous deposis s Judged

SR L J hennedy Collected Papers of the Maro Clmic 1933 (for the year 193 ) 24

' 4 A Lyall A Cae of Calanos Unnersalis and a §aggested Method

o’llwc
a
L Gt et Jaan Chid Dis 1931 28 93¢

of Treatment
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especrally by careful N ray examumation has been obsersed under
vanous methods of treatment It my be noted that all the three
cases above referred to were m guls It 15 posuble that calomoss
untversalis % fes¢ rarve n fernales than in medes

Postseript (xg;S) —For a review of the whole hterature on
G yus Calermosss see F R B Athanson and
F Parkes “cbcr Bnt Journ Dermatofogy 1938 50 267
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MACROGENITOSOMIA OF THE ‘JUVENILE
HERCULES TYPE' WITH A SWELLING IN
THE SUPERIOR MEDIASTINUM

(A New Syndrome >)!

MacrocENITOSOMIA that 15 to say, strikingly precocious sexual and
bodily growth 1s of relati ely rare occurrence and when 1t occurs,
15 seldom the only obviously abnormal finding There may be some
thing pecuhar not only in the degree but also m the character of
the excesstve sexual development for instance there may be marhed
heterosexual features especinlly so called vinhism 1n females When
i children there 1s hyperplasia or a primary tumour of an endocrine
gland 1t 15 natural to suppose that this either durectly by the hor
mones which 1t produces or indirectly by upsetting the endocrine
balance 15 the cause of the macrogenitosomia and other assocrated
sexual abnormalities

In ther paper of May 10 1906, Guthrie and Emery (Trans Chn
Soc Lond , 1907 40 175) wrote We desire to support Parhes
Weber s contention that two dstinct types of cases are scen In
connexion with hypernephromata (they mean of course, cortical
hypernephromata) namely (1) The precoctously obese type (2)
the muscular or wfant Hercules type The precociously obese type
may be seen 1 erther sex, the muscular type seems to be chiefly met
with 1 males By precocious obestty a term first used by Parkes
Weber we think of the obesitv commonly seen 1n muddle aged men
and women and not merely plumpness or excessive adtposity such
as may be produced mn mfancy and childhood by excess of patent
foods In precocious obestty the features ue bloated the cheehs
swell with fatness the complexion 1s dusky and congested

From this second type 1t 1s now clear that the clmical symptoms of
Cushing s disease due as Cushmng thought to a functioning
basophil adenoma of the antertor lobe of the pituitary gland cannot
always be distinguished In 1935 A C Crooke ( Journ Path and Bact
41, 339) described a remarkable hyaline change in the basophil cells
of the pituitary gland which he found m all cases exhibitmg Cush
mg s syndrome whether or not an actual basophil adenoma was
detected And 3t must be noted that Crooke s hyalme change and
M d Press and Coc 193¢ 211 2 (wtl

1After my paper v ith Dr M ohl
Dr Vhohls kind permussion)
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the presence of munute basophul adenomata may, perhaps simply be
the result {and evidence) of excessne functional actuaty of the
prturtary basophil cells—which excessne activity may be secondary
to some primary disturbance of other endocrine organs notably the
suprarenal cortex Crooke also found his hyalme change m the
pitustary gland mn the cases of primary mahgnant neoplasm of the
thymus with endocnne symptoms somewhat resembling Cushung s
syndrome which had been described 1 1931 by Leyton Turnbull
and Bratton {Journ Path and Bact 34 635) To these cases of the
Leyton Turnbull Bratton syndrome we shall refer agam further
on

A lar type of pr develor has been found con
nected with certain primary testicular tumours for a short summary
on macrogenitosomita with tumours of the testes and ovaries see
that by F Parkes Weber included 1 a paper by R P Rowland and
G W Nicholson wn 1g2q (Guy s Hospatal Beports 79 405)

Some of the most mteresting cases of macrogemtosomia~—smostly
1 boys of the muscular type—are those associated with tumours of
the pineal body or the mud bramn and hypothalamus The subject
has been discussed among others by Le Marquand and D S
Russell (Royal Berkshuire Hosputal Reports 1934 1935 p 3t} m
whose case a boy aged 4 years and 10 months at hus death a small
tamaour was found occupying the mterpeduncular space attached
to the night corpus mamrmlare and the tuber cmereum The tumour
appeared to be a redundant portion of the brain tissue formed by a
developmental error—a hamartoma or chonistomaa of Albrecht It
was therefore quite unrelated to an endocnine tumour of any hind
There was no mternal hydrocephalus 10 that case to produce pres
sure and complicate the question of causation of the macrogemito
sorua A comparable case of mac 15 that described
by H Cohen § Pesnybacker and D S Russell at the annmal
wmeeting of the Association of Physicians of Great Britamn and Ireland
on June 12 1943 (Quart Fourn led 1943 12 262) A boy of seven
vears had the gemital and skeletal deselopment of 2 youth of 15
years but showed no sutellectual precocty There was a cysue
wstrocytoma mvolung the third ventriclke the rght temparad lobe
and the hvpothal mcluding the Hary bodies and causing
by drocephalus and {amongst other clmacal signs) papilicedema  The
pineal bods was normal and Professor Cohen said he doubted 1f any
mcretory function could ever be assigned to that body

There has been much expernimentation observation and du
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cussion regarding the probable functions of the normal thymus
gland, nd whether or not one 1s justified 1n regarding 1t as an endo
crime orgrn The balince of opinion has gradunally become more and
more m fuour of the thymus acting 15 1n endocrine organ even {m
many mdiiduals) durmng adult ife G Worms and H P Rlotz
(Le Thymus Parss, 1935 94) sum up the results of obsersations by
many workers on the subject regarding the interaction of the thymus
and genertine organs  The development of the generative organs 1s
directly dependent on good functioning of the thymus their evolu
tion at puberty provohes the mvolution of the thymus and this
thymic mvolution can be retarded or even prevented by castration
A Crottt (Diseases of the Thyrod, Parathyrord and Thymus London
1938, p 1028 writes that 1t has been shown by Gudernatsch (1914)
and Rowntree wnd others (1935) that rats born from parents and
ancestors who hive been hyperthymized for generauons show
enormous somitic development  sexual precocity, and seem to
possess 1 heen ntelhgence

Many pathological observations suggest that the thymus can exert
an important nfluence of some hind even i dult hfe How else
cn onc explamn the good effect of thymectomy in many cases of
myasthenin gravis (for 4 short summary on this subject see F Parkes
Weber and K Blum  Lvmpho epithelioma of the Thymus  Journ
Aeur and Psychopathol 1942 5 148 see also recent summary by
M Nellen Brt ed Journ 1943 2 778) Then there are the above
mentioned cases of a primary malignant tumour (described as
medullary small celled carcimoma) of the thymus with hypertrophy
of suprarenal cortex and thyroid gland and symptoms somewhat
resemblimg those of Cushing s syndrome (Leyton Turnbull and
Bratton s paper on this subject has alrcady been referred to} E J
Kepler and others in a communtcation on Polyglndular Dys
crastas mvolumng Abnormalities of Sexual Characteristics  Proc
Staff Meeting Mayo Clme 1933 8 102 (Case 4) described the case
of a woman aged 46 years with symptoms somewhat resembhing
those of Cushing s syndrome The post mortem examination showed
a thymus tumour and nothing abnormal was found m the prtuitary
gland ull Crooke later demonsirated the presence of Ins piturtary
basophilic cell hyalne change {see above) The case could be
regarded 1s an adult example of the Leyton Turnbull Bratton
syndrome In this connevion also Levton ef a/ mn their paper (foc
it ) refer to the case of a woman aged 64 years (described by J B
Dugwd and A M Kennedy Journ Path and Bact, 1930, 33, 93) as
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one 1n some respects to be compared with their cases She had
glycosuria, enlargement of the suprarenal bodies and colloid gortre
together with a small celled medullary circinoma of the thymus
Furthermore, as to some extent bearmg on the subject, Mr J E H
Reoberts has hindly permtted us to mention that at the mecting of
the Royal Society of Mediane (Clintcal Section) on December 10
1943 he showed a boy aged 16 years with abnormally small testes
and bilateral gynzcomastta (Proc Ry Soc Med, 1943 1944 37
157) The boy had been treated by deep N rays for what was
probably a large rapidly growing (malignant) primary thymic
tumour mamly m the anterior mediastinum and cwsing alarming
pressure signs As a result of the treatment the tumour had dis
appeared  Skiagraphic examunation after six months showed no
recurrence The smallness of the testes remained unaltered The
enlargement of the breasts which had come on at the ume when
the thoracic pressure signs commenced (suggesting causal connexion
with the tumour) somewhat dimimished with the disappearance
of the tumour, so Mr Roberts and the patient limself, thought

We will now clinically describe the case of a boy aged 143 years
with macrogenitosomia of what we would term the juvenile
Hercules type who has a swelling 1n the superior mediastinum
probably an enlarged thymus or a thymic neoplasm

Description of Case

The patient D C aged 14} years when first examined by us
at the commencement of October, 1943 15 a darh complexioned
boy born i London on February 20 1929 of Russian Jewish
parents Hes 5t 73 m { =1 71 metres) m height and g st 12 Ib
(63 3 llograms) i weight and has the muscular and external
sexual deselopment of a muscular sexually fully developed adult
man There 1s no excess of subcutancous fat and the perfectly
symmetrical muscular contour of his body and himbs especrally
his lower Iimbs would rival that of the statue of a well built Greek
athlete or young Hercules There 1s a good denl of hair over his
sternum and lower limbs 1 addition to s factal and pubic hair
which latter 1s abundant and of male distribution (see photographs
figs 1 and 2) A congemital developmental defect which should be
mentioned here 1s an extensi e systematized pigmentary neus unius
latens of the left half of his trunk and left upper Iimb His intelli
gence 1s slightly above the normal average for his age In Ius general
manner and beh v iour he gives one a somewhat langid and rather
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shy impression On the sexual side he seems like a normal young
adult He has occastonal erections i connexion with sexual thoughts
or sights though no semmal emussions

History —According to his mother he had rheumatic fever some
years 1go and was sent, on account of a “weak heart, to a speaal
school and while there he was not allowed to play football and
other games Since then he h1s plyed football, but, accordmng to

Fics 1and — Photograph October o 1943
\See accomnt m 1 1)

e mother, this does not swit him He has always tended to get too
easily out of breath and for some time has not rarely had a pam n
the lower left region of the thorax occasionally also across the upper
part of his chest As to his macrogenitosomia his great mcrease m
general bodily development, according to lus mother and the panent
himself commenced three years ago (previously he was Itke other
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boys) It seems that the precoctous sesual development com
menced about the simc time During the last mne months he has
had to shave his fice  There seems to be nothing special in the family
Tustory, exceptin,, that a first cousin of the patient, a woman aged
about 50 years has apparently had deep \ ray treatment for an
mternal growth of some hind

Fic 3 —gk agram of thorax October 25 1943
(See accon £ an text )

Clinical Examination and Present Findings ~By ordinary examination
we find ko detmite s1gn of disease 1n thorax or abdomen No enlarge-
ment of lner spleen or superficial lymphane glnds The thyrod



88 RARE DISEASES AND SOME DEBATABLE SUBJECTS

glnd does not scem to be 1bnormal hnee Jerks equal moderately
active Dr € Markus kindly evamuned the patient’s eyes m par
trcular with regard to the fundt pupils nd muscles and found
nothing abnormal, the visual fields were free for hand movements
Blood count (October 20 1943) hemoglobm 88 per cent ervthro
cytes 4,680 0oo colour ndex = o 94, leucocytes 6100 (polys
53 per cent lymphos 39 per cent monos 8 per cent) Urme specific
gravity 1012 to 1020, tad, clear medium yellow colour, nothmg
abnormal detected by ordinarv or microscopical exammation
Blood sugar and sugar tolerance curve normal Blood cholesterol
180 mg per cent Blood serum calaum g 8 mg per cent Blood
Wassermann reaction negative Blood sedimentation no accelera
tion Brachial blood pressure 110/66 mm Hg Pulse 66 regular
Electrocardiogram (Dr T' P Duras) nothing vbnormal except
that the S—T segment 15 slightly depressed in lead three Frac
tional tests of stomach contents fter a test meal could unfortunately
not be cirried out

\ ray Examnation (Dr F G Wood) —A lobultr tumour 1s vistble
i the supertor mediastinum 1 close relation to the aorta (see
lustration fig 3) It shows transmitted pulsation (to the left) on
kymography A tomograph section at 8 cm shows 1t extendmg
downwards some distance below the bifurcation of the trichea A
bartum swallow shows nothing nbnormal—no compresston of the
cesophagus Examination of the stomach and mtestines by a barium
meal shows nothing abnormal The exact position and outlne of the
kidneys cannot be made out (an exammation by uroselektan or
uropac was for certain reasons not carried out though it imght have
demonstrated the position of the renal pelves and ureters 1n regard
to possible presence of suprarenal cortical hyperplasia or tumour)
Radwograms of both hands and wrists show full adult osstfication
excepting that the distal epiphyses of radius and ulna are not quite
jomed yet By skiagraphic exymmation Dr Wood can find
nothing abnormal 1n regard to the pituitary fossa and shull

Denttion —All the second teeth aren full evidence except the four
wisdom teeth Dr Wood says that the lower molars have an extra
(fifth) cusp on the Iingual aspect

Mr F Lioyd Warren of the Chester Beatty Research Insutute
Royal Cancer Hospital kindly undertook to estumate the excretion
of 17 Letosterond 1 the patient s urme He reported that the assay
came out at 14 3 mgm_of 17 ketosteroid per d1y which he regarded
as an average normal figure for an adult male
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MEASUREMENTS CAREFULLY TAREN ON DECEMBER 31, 1943
Compared to normal averages for boy of 15 years
{After Le Marquand and Tover)

MNormal a erage
Circumference of the head above the

eyebrows 23 1n 21 8mn
Circumference of the chest at mpple

level 33 51 303 m
Circumference of the abdomen at

umbilical level 28 5m 26 41

Span with outstretched arms from
tip of one middle finger 1o tp of
the other 705m 61 71065 51

Height 6751 6o3t06y51m

Lower measurement (from the top
of the pubic bone to the sole of
the foot)

Upper measurement (from the top
of the pubic bone to the top of
the head) 34 m 29 jto 32 31

Weght 1391b 8y 4to11341b

We have specially to thank Dr H M Turnbull Mr F Llovd
Warren Dr F G Wood Dr C Markus and Dr F P Duras for
therr help 1n the examnation of this case

335m 302to3321m

Remarks

How are we to explam this case” The mass 1n the upper medias
tinum 15 2lmost certanly either a large (Ppersistent and hyper
trophied) thymus or a primary tumour of the thymus If1t1s a per
sistent hypertrophied thymus 1t 1s a developmental abnormality
An indunidual with a developmental abnormality of one kind has
not rarely also one or more developmental abnormahties of other
kinds This boy has also the systematzed neius umus laters—which
1s a dc\ elopmental abnorm:\hq —and a sull mare prongunced
1 (late develop 1) abnormality, namely the pre
coclons sexuil and general development or macrogemitosomia Some
mught therefore regard the case merely as one of muluple develop
mental abnormahties—aberrations mn growth associated but not

causally connected with each other
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On the other hand, ue beltere that the thymus must be regarded
s an endocrine organ (compare our references to the subject i the
preltminary portion of this paper), and that i our patient this
endocrine organ 1s enlarged by hypertrophy or hyperplasia or func
troning neoplasm ( endocrine tumour ) of 1ts endocrine constituents
If that 15 really so, the macrogenttosomta must be regarded as a
manifestatron of response towards excess of thymus hormones the
active endocrine constituents of the thymus having become greatly
mcreased mstead of undergoing an atrophic process, as they should
do at normnl puberty The results of what one may call artificial
experimental hyperthymism  of rats (Rowntree and others) to
which we have alreadv referred, certainly seem to support this view

Macrogemtosomra of thymic origin may be a feature of the Ley
ton Turnbull Bratton syndrome 1f 1t occurs in young subjects (see
above) but this 15 of a different type to the macrogentosomza in our
case  which 15 a dehnite example of the muscular or juvemle
Hercules tvpe Just as endocrme tumours of the suprarenal cortex
m children may cause macrogenitosorma either of the precocious
obesity type (resembling some of the mam fextures of Cushings
syndrome) or of the muscular or mfant Hercules type—probably
according to the sex and bodily soil on which the suprarenal cortical
hormones act—may not endocrine tumours or functioning hvper
plasia of the thymus wn children cause m rwcrogenttosomua cither of
the precocious obesity type somewhat resembhng Cushings
syndrome (as i the Leyton Turnbull Bratton syndrome) or of the
muscular or juvenile Hercules type as i our present case” This
case would then be a new syndrome (perhaps the first published
example) namely thymic macrogenitosomta of the mfant (juverle)
Hercules type—constituting a kind of mssing link 1n the cham of
recorded types As i suprarenal cortical endocrme tumours the
mfant Hercules type of macrogenitosorma occurs only m some cases,
those m which the bocilv soil must be supposed to be favourable
and only 1n males so 1n endocrine tumours or functioning hyper
plasta of the thymus the nfant (juverule) Hercules type of macro
genttosornia will probably be found to occur only in males and only
m certam males, doubtless those whose bodily soil 1s in some way
favourable for the development of that type of macrogenitosomia

In regard to treatment of the case we mtend to recommend deep
\ ray treatment that 15 to say 1f there 15 any evidence that the

tumour 1s Increasing
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If our explanation (as above given) of the present case be regarded
as probably correct 1t may well be asked how we would account
for the stnhingly different syndrome m the case to which Mr
J E H Roberts has kindly allowed us to refer In that case there
was apparently a rapidly growmng mabgnant but extremely radio
sensitive  primary tumour of the thymus whereas in our case the
presumably primary thymc tumour or functionmng thymic hyper
plasia seems to be (as yet) smaller and less active We would suggest
however that this difference i results may be due less to differ
ence 1n the thymic hormones at work than to difference m the bodily
soil on which the hormones have been acting Both patients are
males but ours 15 younger than Mr Roberts and his body may
therefore have been more susceptible to the action of any hormones
which promote sexual and bodily growth Moreover it 1s quite
possible that in our case there was already a specially virile tendency
towards early sexual and bodily development whereas i Mr
Roberts case there may have been low virihity (note the smaliness
of the testes) and the sexual balance may have been more easily
upset towards the female side (note the gynzcomastia) by shock
action of the rapidly growing endocrine thymic tumour There may
hkewise have been some oniginal potential difference between the
two cases m regard to the reactive power of the suprarenal cortex and
other endocrine organs secondanly mnvolved by the upset of the
normal endocrine balance

Postscript by Dr Parkes Weber December 1945 —The patient D G
has developed into a practically normal mdividual allowing for
the tendency to somewhat premature development in dark com
plewioned Russian Jewish children He 1s of the Jean muscular type
and very hairy especially of course in the pubic region but his
pems and testicles are not particularly large Nothing definitely
abnormal 15 now seen by skiagraphic examination of the thorax
The macrogemtosomia apparently represented a deselopmental
phase connected with delayed mvolution of a rather large thvmus
No X ray treatment has been employed The temporary develop
mental syndrome 1n this case may probably be regarded as a non
malignant analogue of the Leyton Turnbull Bratton thymus syndrome
the delayed mvolution of a large thymus being the mam causative
factor Curniously enough I hnow of no published account of a

sumilar case although 1t 15 unlikely that such cases are mn reabtv
extremely rare
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GYNZECOMASTIA, ESPECIALLY IN REGARD TO
THE EFFECTS OF ENDOCRINE TUMOURS:

I7 15 now almost a platitude to sty that i regard to the causation
of somatic sexual peculiarities not only the effect of—or the reaction
towrds—hormones has to be considered but also the zygotic
make up of the ndiidual, mcluding hereditary tendencies tem
pormly modified by 1ge and other circumstances which help to
constitute the soil on which the hormones work

In regird to socalled sexual characters —including both
somatic and psychical ones—no mdividual 15 completely and only
male or female The hermphrodite (androgynoid and gynandroid)
features may vary in degree, hiid and sttuation from slight hetero
sexual abnormality n secondary sexual characters (almost within
normal hmts) such as 1n the distribution of the pubic har, to true
(so called glandular ) hermaphroditism and to psychical bisexuality
and homosexuality

It 15 quite obvrous that the zygotic make up of the body may be
such that one side of the body 15 more predisposed to react towards
hormonic influence than the other and that one region or organ may
be the only one to react In regard to such potential umilaterality
and local predispositions see Weber and Atlanson Brit journ Derm
1928 40, 45¢ and ¥ P Weber Med Press and Cere 1928 176 327

A curious cse to which one may refer in this connexion 1s that
of a man aged 59 years who had apparently alwavs had a hetero
toptc mammary rudiment on the mner side of the right thigh Thn
had mn recent years without any obvious cause developed mto 1
regular gynzcomastta of the size of a female breast (H Harschfield
Ved Rlmk 1933 29 1309)

In regard to the importance of the age factor in the production of
hormonic effects, I will mention the well known occastonal occur
rence of temporary gynzcomastia 1n boys at puberty which seems
to be due to a temporary burst of endocrine actvaty m the testes and
possibly m the adrenal cortex the endocrine secretions of these
organs probably contain not only androgen elements but abo
astrogen elements sufficient to produce temporary mamumary hyper
trophy 1n boys who happen to be predisposed by their zygotic mahe
up—that 15 fo sav by a potential local femmism manifesting 1tself
at that particular penod of fe For an mstance see F P Weber AMed

3From Med Press and Cue 1933 211 155
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Press and Cire 1928, 177 425 1 mention this merely to emphasize
the age factor i the production of hormonic effects I suppose
however, that any cause which dimmishes the androgen side of the
sexual hormonic balance may 1n predisposed induviduals mdrrectly
give nise to gynmcomasna It may perhaps be compared to the
temporary gynzcomastta sometumes produced by stilbeestrol treat
ment and temporary gynzcomastia after giving doca 1e desoxy
corticosterone acetate (R D Lawrence, Brit Med Journ, 1943 1
12) Perhaps the gynazcomastia saxd to have been noted wrth hepatic
crrrhosts m a few cases may be explained mn this way

In this paper I shall it myself to the question of gynzcomastia
n relation to endocrine tumours and by the term endocrine
tumour I mean one made up of neoplastic cells which have arisen
from the functioning endocrine cells of an endocrine organ and
which continue to possess more or less of therr original functional
activity mn spite of having become neoplastic (cf F P Weber Proc
Roy Soc Med 1929 22 415 Bnt Med Fourn 1929 2 533 Endo
crine Tumours and other Essays London 1936 pp 11 50)

From the preceding paragraphs it 1s I think quite clear that my
remarks will apply to unilateral as well as to bilateral gynzcomastra
that 15 to say to @ morphological fermimsm 1n one or both breasts
whether or not assoctated with features of morphological femmism
1 other parts of the body

Gynzcomastia and Endocrme Tumours of the
Adrenal Cortex

Esverything seemed to show that an effect of cortical hyperne
phromata was to induce features of virthism m females and to mcrease
virthstic features in males but mn a paper of 1926 (F P Weber Bnt
Journ Derm 1926 38 7 8) Dr J P zum Busch hindly allowed me to
describe a case which he had shown me mn 1915 with what one
mught call acute mammary ferunism resulting as a hormonic effect
from a rapidly growing primary malignant hypernephroma of the
left suprarenal cortex In that case the hormone from the endocrie
tumour had apparently stimulated the male mamma to take on an
active secreting functhion normal to the female mamma The
remarhable Bittorf Mathias case (E Mathtas ¥ irchou s Arch 192,
236 446) 1n a man aged 26 years was quite analogous (¢f also
F P Weber Lancet 1926 1, 1034)
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GYNACOMASTIA, ESPECIALLY IN REGARD TO
THE EFFECTS OF ENDOCRINE TUMOURS:

It 15 now almost a platitude to say that n regard to the causation
of somatic sevual peculiarities not only the effect of-—or the reaction
towards—hormones has to be considered but also the zvgotic
make up of the mdnidual mcluding hereditary tendencres, tem
poranly modified by age and other circumstances, which help to
constitute the soil on which the hormones work

In regard to socalled sexual chiracters —ncluding both
somatic and psychical ones—no mdnidual 15 completely and only
male or female The hermaphrodite (1ndrogynoid and gynandroid)
features may vary in degree hmid and situntion from shight hetero
sexual abnormality m secondary sexual characters (almost within
normal limits) such as m the distribution of the pubic haur, to true
(so called glandular ) hermaphroditism and to psychical bisexuality
and homosexuality

It 15 quite obvious that the zygotic make up of the body may be
such that one stde of the body 1s more predisposed to react towards
hormonic influence than the other and that one region or organ may
be the only one to react In regard to such potentral unilaterality
and local predispositions see Weber and Atkmson Brit Journ Derm
1928 40 454 and F P Weber fed Pressand Circ 1928 176 371

A curious cise to which one may refer m this connevion 1s that
of a man aged 59 years who had 1pparently always had a hetero
topic mammary rudiment on the mner side of the right thigh This
had 1n recent years without any obvious cause developed nto @
regular gynzcomastia of the size of a female breast (H Hirschfield
Vled Rlmk 1933 29 1309)

In regard to the importance of the age factor 1 the production of
hormonic effects, I will mention the well known occasional occur
rence of temporary gynzcomastia m bovs at puberty which seems
to be due to a temporary burst of endocrme activaty n the testes and
possibly m the adrenal cortex the endocrine secretions of these
organs probably contun not only androgen elements but also
cestrogen elements sufficient to produce temporary mamm iry hyper
trophy m boys who happen to be predisposed by therr zygotic make
up—that 1s to say by a potential local fermnism manifesting atsell
at that particular period of ife For an instance see F P Weber Med

\From Med Pressand Cire 19gs 211 155
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be followed by gynecomastia In the case of a man aged 73 vews
bilateral gynecomastia had followed prostatectomy and in one of
s hypertrophsed breasts true wammary carcinoma  supervened
afterwards (Peutde Ta Villeon Presse méd 1g24 12 832 raeeting of
the Societe des chirurgiens de Paris October 10 1924)

Gynzcomastia and Endocrme Tumours of the
Thymus

For evidence that endocrime arverfunction of the thymus may gie
yise 10 macrogemtosoma with & viuhstic tendency see ¥ Parles
Weber and M Wohl Macrogenttosomia of the jusentle Hercules
type with tumour 1 the supenor mediastinum  Hed Press and Circ
1944 211 22 In that paer Mr J E H Roberts kindly permutted
me to raention the case of 2 boy  aged 16 years whor he showed me
4t the Royal Soctety of Medicime (Clinical Section) or December 1o
1944 (Proc Rey Soc Med 1933 1944 37 157) The bay had bilateral
gynxcomastia and somewhat small testes and had been trented by
deep ™ rays for what was probably a large rapidly growng {mahg
rant) pumary thymuc tumour mawmby m the antenor mediastinum
and causing alarming pressare signs As 1 result of the treatment the
tumour had dwisappeared  Skiagraphic examunavon  after s
months showed no recurrence The smallness of the testes remamed
unaltered The enlargement of the breasts which had come on at
the time when the thoracic pressure signs commenced (Suggesting,
causaf connexion with the tumour) somewhat duminished with the
disappearance of the tumour  How can one reconcde the mammary
feramsm which octutred sn Mr Roberts case with the macro
of the »urd ular or jnventde Hercules —type

which was the senhing feature 1 the case described by F P {veber
and M Wehl? The difference 1s probably due less to difference n
the thymue hormones at work than to difference 1 the bodily sont
on which the harmones acted Both patients are males but ours
vounger (aged 143 vears) than Mr Roberts {1ged 16 years) and
his body may therefore hate been more mclimed to react vigorously
tow wds any hormanes which promote sexual and general boddy
grawth Moreorer 1t 15 quite poswible that i our case there was
already a spectally vinde tendency towards precocious sexunl and
general bodih development whereas i1 Mr Roberts case there
may hue been low virhty {note the smallness of the testes) and the
sexul balance m regard to the mamma may hive been more easiy
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Gynxecomastia and Endocrine Tumours of the
Pituitary Gland

Gynzcomastia with actual secretion of milk has been known to
occur i connection with icromegaly, that 1s to s1y, with eosmophil
adenoma of the pituitary pars anterior O Roth (Berl Rlin Itock
enschr , 1918, 55, 305} records such a case 1n a man, aged 28 years
I do not know, however, of mimmary hypertrophy or secretion of
mulk having ever been observed in males with the basophil adeno
mata of the pitwitary 1 Gushing s syndrome

Here I must refer to the occasional occurrence of macrogenito
somua 1n association with non endocrine tumours of the pineal body
or the mid brun and hypothalamus which by therr position 1
regard to and therr probable stimulation of or pressure on the hypo
thalamus, have given rise to macrogenitosorma mn boys One such
case, admirably described and elucidated by H S Le Marquand
and D S Russell (Royal Berkshire Hosputal Reports, 1934 1935 p 31)
was due to a hamartoma or choristomt {a kind of developmental
error) occupyng the nterpeduncular space attached to the right
corpus mammuilire and the tuber cinereum The most recent case
of the kind described by H Cohen J Pennybacker and D S
Russell (Quart journ Med 1943, 12, 262) was due to a cystic astro
cytoma 1nyolving notably the third ventricle and the hypathalamus
mcludmg the mammullary bodies and causing hydracephalus nd
papilledema

In some such cases however the feminustic sign of gynxcomastia
has been observed for mstance 1 a boy aged four years witha
pineal tumour whose case has been described by Oestreich and
Slwwyk (Virchow s Arch 1899 157, 475)

Gynzcomastia and Endocrine Tumours of the
Testis

Primary tumours of the testis ansing from the nterstitral cells
may give rise to macrogenstosora of the juvenile Hercules or
muscular type 1 boys (cf Rowland Nicholson and Weber Guys
Hosprtal Reports 1929 79 405) But the femumustic sign of gynzco
mastia has been noted 1 certamn cases of teratoma testis, due in some
cases prabably to the chorion carcinomatous elements present

Here one may note that ijury to a testis prostatectomy castration

m early hfe or testicular atrophy from various causes may sometimes
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PROBLEMS OF CORTICAL
HYPERADRENALISM:

Waevy by anslogy with hyperthyroidism the term  (anteror)
hyperpitwtansm had been miroduced for prtwitary gigantism and
acromegaly 3t became clear after some years that this must be
changed to {anterior) eosmophilic hyperpitwitarism to differentiate
it from  (anterior) basophthe hyperpitustansa —Cushing s syn
drome or rather Cushing s disease

Should cases of cortical hyperadrenthsm  hkewse be divided
mto two classes (5} the well known class m which excessive action
of the cortical endocrme cells (whether the result of a mahgnant
or non malignant endocrine tumour of the cortex or of mere hyper
function of the cortex without any actual endocrine tumour} pro
duces vinhsm (2] the much rarer cases m which 1t produces
fermmism ?

In a case shown to me i 1915—~a man aged 27 years to which my
then surgical colleague Dr zum Busch afterwards allowned me to
refer (Br § Derm 1926 28 7)—femunssm i the form of bikateral
mammary enlargement (a few drops of maitky fhnd could be squeezed
from the nipple of exther breast) occurred as the result of an adrenal
cortical endocrmme tumour 1 first thought that this was the only
example of the kind on record but the publication of the Battorf
Mathias case was earbier (Furchow s Areh 1922 236 466) and smce
then two or three well wthenticated analogous cases have been
recorded

The question has therefore naturally ansen whether there may
be an adrenal cortical hormone {2) with a femmsm producing
function kike folliculin as well as (4) 1 vinlism produesng hormone
Iike testosteronte and the active printple of andrewblastomata n
females 1f those who hold thus view are correct we already can
quote rare wstances of femunssm producing cortical hyper
adrenalism (with or without actual tumour formation) mn males
{as referred toabove) but are there analogous cases in females ? May
there not he muld forres of ferumsm producing cortical by peradren
ahsm m females {probably without any actual cortrcal endocrine
tumour} fo account for some cues of excessive development of the
uterus (perhaps with early and excessne menstruation and myo
mata} and posstbly exaggeraton of breast development and

Yeterm B 1 Md Fum t945 1 384
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tilted towards the female side {gynecomastia) by shock action of the
ripidly growing thymic neoplism

Remarks

Trom this short summary of the somatic effects of endocrine
tumours, at least m so far 1s the production of gynTcomastia 15
concerned, 1t would scem at first sight that functioning neoplasms
can ciuse mcerease of virtlism, or occasionally—at least at certain
2ges and under certamn cr —enactly opp effects
namely, signs of femimsm  The precse effect produced by the excess
of hormones entering the circulation dcpends doubtless to some
extent on the soil on which they work It 1s difficult of course to say
how much of the effect 1s due to direct action of the hormones and
how much to reaction towards the hormones VWhen the endocrme
(hormonic) balance 1s once upset by the development of a func
tionmg endocrine neoplism the hind ind amount of the somatic
effect produced must largely depend on the zygotic make up of the
ndradual {and the speaal portions of Ins body concerned), melud
g hereditary tendencies, temporanly modified by age and other
circumstances which help to constitute the soll on which the
hormones work In the present paper I have homited myself almost
entirely to somatic effects on the mamme
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A GLYCOSURIC FAMILY WITHOUT
HYPERGLYCZEMIA

So-called Renal Diabetes?

The Mother

Mrs B B an Englsh s oman now aged 57 {1931) 15 known to
have passed sugar b ber urine {between 1 and 4 per cent) for at
Teast forty four yews—-without hyperglycemn polyurin excessive
thisst or other distinguishing sigus of diabetes methtus Owing to the
absence of polyuria such cases cannot correctly be termed diabetes,
at least not according to the ongmal meaning of the term They
can hardly cven be termed renal  exvcepting in the sense that the
g]}rosuna 1s due to a low renal threshold for sugar which s a
I des el 1} cond as the hutory of the present
famxl', {and some other famales) shows Probably glycosuna ult now
has never heen koown to have ewsted quue so lone as forty four
vears but the patient 1 every day brealing her own record and
from the nature of the condition as now admutted t1s clear that an
others it may lost for an equally long or longer nme  There s no
evidence that it has exercised any mjurious inflaence on the general
henith of Mes E B or that per se 1t ever does so m simyglar cases

Efirstsaw Mrs E B on June 18 1914 when she was o years old
on her admission to the German Hospital smder my care suffering
from acute polyneunts of uncertam crwsauon all four imbs were
affected the upper ones much le s severely than the loswver ones In
the hospual the paralysis began rapidly 1o casappear and by Juhy 17
she conld walk about a lutle By July 30 her tendon reflexes had all
returned @ The substance excreted was ordmary glucose but there
w1s neither polvuna nor excesstee thist and the bloed sugar was
found to be only o 0820 094 per cent No disease in the theranc or
abdominal ssseera was discavered by ordinary examnation and the
blood serum gave 2 pegating Wassernnnn 1eaction

The ma ¢ interesting pomt m the previou history of the panent
was that w1887 when abaut 13 years of age, she had been an n
patieat at the Middlesex Hospatal suftermg from tonsiflitss From the
medic registrir of that hospital T ascertained that acco rding 10 the

At La iyt 2 s
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secondary female sex characters? Dr G Samson 1n a conversation
has even suggested to me that the femmstic features of so called
‘piturtary obestty and Trohlichs dystrophia adiposo genitalis m
both boys and girls might concenably partly be due to excessive
formation of such a feminism producing adrenal cortical hormone
Tt 1s clear that the above suggestions are only theoretical explana
tions In the same way, 1t might be suggested that an active thvmic
endocrine tumour or delayed mvolution of 1 Jarge thy mus in a young
male might cause either excessive vnilism of the macrogenitosoma
type, or still more rarely, femumsm with gynacomastra and smaliness
of testes and pemss, and that this might be accounted for by assuming
the existence of a vinlism producing thymc hormone dommating
1n the former cases, and a feminism producing thymic hormone 1n
the latter But other explanations seem more probable {Weber and
Wohl, Med Press and Cire, 1944 211 22 Weber, thid, p 155)
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sa» hum on May 1g soon after ks return he looked strong and
sunburnt his urine contamed 4 8 per cent sugar and was free from
acetone and ditcetic aad His bloed sugar (fasting} was 0 091 per
cent On May 22 2 blood sugar curve was taken 1nd found normal
the frsting blood sugar on that occasion bemg 0 073 per cent

3 Adaughter A E b aged 20 years whose unme when tested
recently contaned 4 3 per cent sugar Her blood sugar curve (June
5 1931} was found to be normal the fasung blood sugar on that
oceasion being o ofg per cent She 15 well grown and the only
obvious abnormality about her excepting the ghycosuria 1s that she
has a tvpical navus anemicus on her nght hand  whach I demon
strated on June 18 at the Dermatological Section of the Royal
Society of Medicine She sometimes has hedaches simlar to those
of her mother

4 Ason H J B aged 18 years hnd o 3 per cent sugar m his
wirne when 1t was tested recently His blood sugar curve on May 29
1935 wasnormal buton that occanon hus urine was free from sugar
It seems that he only oceastonaily has glycosura Dr George Graham
hs referred to mdniaduals with true renal ghycosurn  who pass
sugar only fter 1 meal {A nuscarnage at the fourth month came
(m 1915} between this chald and the youngest one )

5 The youngest child aboy A G V B aged 15 years was
recently found fo be passing urine contammng 2 5 per cent sugar
His blood sugar curve token on June 5 1931 was normal the
fsting blood sugar on that occasion bemg 0 684 per cent

Remarks

Thys fammly group though consssting of ounly two generations s
nteresting because it shows how 1n cases of the kind the glycosuna
my uerese the difficulues of dragnosis when any mfection or tem
porry iliness occurs Thus in the mother Mrs E B m 1514 the
ummportance of the glycosuria was not ~t fiest recognrzed when she
was attached by the alarming acute polynenritis and was almost
completely parilysed

When her son (] W B) had an attack of headache with shght
romiung as Jus mother sometmes has the discovery of sugtr in his
urine Jed 1n a New Zealand hospral} to the diagnosss of grive
dabetes mellttus ke was apparently given to understand that he
would fall a victim to diabetsc coma if he did not keep to the special
et and continue the wsubn myections When I heard of hus sup

N
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notes at that time (1887} she was passing 62 to 124 g of glucose n
852 to 1705 ccm of urme duly the specific gravity of the urine
bemng 1bout 1040

In July, 1919 Mrs E B saw Dr W Langdon Brown on account
of headaches he informed me that she still passed sugar m her urme
and that her blood sugar was within normal limits When I saw
her 1gain at the German Hospital on May 19, 1931 her urine was
of specific gravity 1036 and contained 3 5 per cent sugar, 1t gave
negative reactions for acetone 1nd diacetic acid The blood sugar
(fasting) was 0 096 per cent There can therefore be scarcely a doubt
that (as above stated) Mrs E B has had continuous glycosurta simce
her urme was tested for the first time 1n 1887 She has hved a hard
working hfe and apart from fibrositic tioubles and occasional head
aches (possibly of the nature of migramne and sometimes accom
panied by retching and 1if she takes any food, by vomuting) her
general health has been good

In regard to Mrs E B s parents tney are said to have been first
cousms and to have died of pulmonary tuberculosis aged g7 and
58 years respectively I do not know whether either of them or both
of them had glycosuria but Mrs E B s two sisters and one brother
have not glycosuria However Mrs E B s glycosurra ( renal
diabetes ) has been inherited by some of her children She has had
five children all of whom are sull Iining and one miscarrrige 1n
the following order

The Five Children

1 A daughter Mrs P aged 26 years who 1s married and has
one child a boy aged 4 years Specimens of urine from both of them
exammed m May 1931 have been found free from sugar They have,
therefore probably escaped the famihal glycosuria Tt should be
noted that this Mrs P the eldest chuld of Mrs E B had 1 different
father than Mrs E B s subsequent children have had all of whom
now hve glycosuria without hvperglycemra

2 J W B M E B seldestson aged 21 years awell developed
young man, when 1n New Zealand during November 1930 com
plamed of headache accompanied by a httle vomiting somewhnt
stmilar to hus mother s attacks His urine was exaruned and found
to contam sugar He was put on an anti drabetic diet and treated
with msulm tll his return to England m May 1931 in fact he
recerved msulin myections even during the voyage home When I
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LUTEMBACHER'S SYNDROME, WITH AN
ACCOUNT OF A CASE

Develop tal and Teleological Explanation of the

Condstion as the Result of Teleological Adaptine Re-

action Towards a Primary Developmental Error?

LuteueacHER s syndrome 15 maural stenosis with a defect 1 the
mteraunicular septum  Following 1s the chincal account of a ease
with a developmental and teleological explanation of the condition

Case

The patent 15 a young man aged 24 years aof rather delicate
hutld and looking shightly younger than Ius age There 1 a lutle
cyanosts m hips and toes but best marked 1n his fingers which
though not definitely clubbed have mcured nads He says that
as a child fie was always short of breath on even shight physical
exertion and was unable to take part in sports or gymnasties At
rest he did not notwe anything wrong Lately there has been an
exacerbation of symptoms owing to mereased muscular work e
has often had bronchitis and once pneumoma No history of rheu
matism Mo similar trouble kaown of amongst his relamves He says
that he comes of a heafthy famaly

Heart —Apex beat i gth left wtercostal space 4 1 to left of
mpple hne The mpulse 15 somewhat heaving and after exertion a
shghe thrill has somenmes been felt over a great part of the cardiac
area On auscult1tion there 55 2 deaded presystolic muremur ending
with a sharp first sound  this murraur 1s not localized to the apex
as st 55w some typreal cases of mutral stenosss but 1s best heard over
an aret nearer to the middle line There 15 no other murmur Pulse
about 6o Brachsal blood pressure 100 fo mm Hg Blood count
hamoglobin 106 per cemt erythrocytes 5000 000 colour mdex 1 ©
Erythrocvte sehmentation and clectrocardiogram show nothing
abnormal By ordmary examnation of the lungs abdommal viscera
and unne there 15 nothing abnormal ne enlargement of Iner or
spleen or superficd hymphaue glands no abnormality m sexual
development

. ray evamunation of the heart (by Dr ' G Wood to whom we
are indebted) The heart 15 enlarged to the left and shows promm
ence of the left ventricle The aorta 1s small The root shadows are

Vrom a paper s th D Genrud Swmon M4 P ol Ge 1gyy 213 g92
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posed dangerous tliness, I naturally suspected that his glycosuria
would turn out to be of the same nature as his mother s

The case of the mother (Mrs E B) 1s by atself of great mterest,
since 1t 15 clear that she must have been pasang sugar in her urme
for forty four years without bemng 1ny the worse for 1t Nevertheless
from the elaborate Study of Orthoglycemic Glycosuna with
Particular Reference to its Hereditabihty, by Dr Urban Hjarne
(translated by Carl Westman and published in Stockholm n 19°7),
a copy of which has been lent me by Dr Graham, 1t appears that
true diabetes mellitus m1y occur 1 renal glycosuria fammlies In
the present farmly the fact that the parents of Mrs E B were first
cousms should be noted, though 1t 15 not known whether ether of
them had glycosuna

I am indebted to the ssistance of my house physictan Dr M
Scholtz and without the help of Dr George Graham, I should not
have been able to settle the nature of the glycosurta in Mrs E B
n 1914

This account miy prosve of mterest 1 regard to simlar small
famiy groups that are certan to turn up from time to ume m
England and abroad Personally 1t may save me much trouble, as
my printed accounts of rare or doubtful cases have sometimes done,
by way of replying to doctors under whose observation the indt
viduals themselves or members of therr families subsequently fall

(This account was publshed m rg31 and the ages gnen are
those for that year The mother (Mrs E B) and all her children
are sull lying excepting one son who was lost m the war—
F P W, Februarv 1946)



LUTEMBACHER 8§ SYNDROME 105

somewhat deficient flow of blood into the aorta durtag mtr uterine
and early extrr uterne We The hypertrophy of the left ventricle
may be expiuned as due to icresed myoc wdial actnaty resuiting
from reactive ¢endeavour to force more blood mto the hypoplastic
sorta. {This explanation 13 not at varance with the fact thatn rare
cases of acqured pure matral stenosis of heumatic onigm the left
wentniele 15 not hypertrophied ) What 1 somewhat Joosely termed
bk pressure may be supposed to favaur the occurrence of enlarge

ment of the Jeft aurtcle the pultnonary blood vessels the pulmonary
conus and may even favour the defectne closure of the foramen
ovale Moreover the relatinely good prognosss gread titam i Lutem

bacher s syndrome seems to us to rccord with the above viens The
rather deltcate or undeveloped or {m rare cases) even mfanule and
dwarfic condition of some of the pauents may well be connccted with
the aortic hvpoplasta as has been sungested We would compare it
to what has been termed mutral dwarfism (ef F P Weber 1g13)

or cardiac dwarfism  In cases i which the mutral disease whether
congenital or acquired has been present in earlv childhood Thus has
been calfed anangroplasuc dwarfism  the dwarfism of the whole
body being regarded as a comenatne adaptation towards the
defecuve cardiac and arteni condinons~an atiempt of nature to
bmst the growth of the pattent i accordance with the himuted
arterial blood supply One mught term the process a conservative
hvpoplasia of the whole body

LrmeraTirE
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wncreased and show marhed vascular pubation on screening There
18 some promunence of the pulmonary conus A bartum swallow
shows no definite evidence of enlwrgement of the left auricle In the
lateral view the pulmonary artery 15 seen to be enlarged

Dragnosis

In the present case the presystolic murmur of mutral stenosss 15
typical, excepting that 1t 1s best heard not at the apex but nearer to
the sternum than 1t 15 1n ordinary rheumatic cases of mtral stenosss
Lhe other features 1re likewse typical excepuing that X ray examin
ation during bartum swallowing gives no defimte evidence of
enlirgement of the left auricle There 1s however enlaryement of
the vascular shadows at the roots of the lungs with some prominence
of the pulmonary conus We know that necropsies on patients who
have presented the clinscal features of Lutembacher s syndrome have
rcvealed mitral stenosis and an mterauricular septal defect which
1s nearly always a patent foramen ovale—very rarely a persistent
ostium primum or persistent ostium secundum Could our case be
anything other than Lutembacher s syndrome? One can only thmk
of the possibility of an mterventricular septal defect ( maladie de
Roger ), but we have never heard of this congemital mters entricular
defect being associted with mutral stenosis That most cases of
Lutembacher s syndrome have been n females 1s of course, no
argument 1gainst the genumeness of our present case in a male

Developmentaland Teleological Explanation of Lutem-

bacher’s Syndrome, as the Result of Teleologrcal

Adaptive Reaction Towards a Primary Developmental
Error

It was formerly the fashton in Great Britam to mamtam that all
cises of mutral stenosis are of rheumatic origin whether a history of
rheumatic fever can be obtained or not But mn most patients with
I utembacher s syndrome, as in the present case 1 rheumatic history
1s entirely wanting Moreover to our minds a general consideration
of the condition (including necropsy accounts) forces one to regard
the mitral stenosis as congenrtal {developmental)

1f we admut the presence of a primary conventtal (developmental)
obstruction at the nutral orfice hindering the full entry of blood
snto the leit ventricle and aorta the aortic hypoplasia can be well
explamed as a secondary developmental defect connected with
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tremely rare and fatal conditton described by Gughelmo which by
deseription seems as of 1t mught be a very acute erythroblastwme
vartety of myclord leukomia s wmfants In reactive compensatory
polyeythamia due to ssufficient oxygenatson of the red blood cells
erythroblasterma 1s rarely found Such pobyeythemun meludes the
polyeythema of hugh alttudes the compensatory polycythamia m
some congemtal cardiac malformations and occasionally m acqured
chronic valvular disease and the polycythemma connected with
sarous types of pulmonary obstruction to the crrculatron of blood
through the lungs Regenerathve compensatory erythropolesis

d with erythrobl 1s seen after hemorrhage and m
warious types of infective toxic or metabohc anemua

There 1 no erythroblastyun i non regeneratnve  {aplaste)
anermas but m some cases of climeal aplastic anznua the face that
there are no nucleated red cells or other signs of active compensatory
heemoy w the lating blood does not prove that erythre
poiests 3s not gomg on m the hone marrow 3t prenes ondy that red
cells are not entering the crculating blood from the bone marrow
The diagnosss 1y such cases nowadays may be greatly awded by sternnd
puncture

Among the rarer an@mias of uncertam orgm in which occasion
atly duning the rapid regeneratne peried there may be erythroblast
wrua 1s the acute hamolytic anxerma of Lederer Nucleated red cells
notably megaloblasts may constitute a straking fevture of the blood
durmg regeneratve blood erses 1n true permcious {Addsontan)
anxrua  The severe blood ruses i fanmbial hemolytic (acholuric)
jaundice and even n the much raver puzzling cases of supposed
arquired hemolytic jaundice are accompamed by  erythro
blastzmia

Erythroblastemia or as Janct Vaughan and others say leuco
ervthroblasuc anzma often ac ¥ dary pl
filtration of the hone marcaw 1t 15 hard to be sure whether thus
crythroblasterua 1s part of an attempted erythropoesis to com
pensate for destruction of the bone marrow by the new growth or
shether 1t 15 to be rrgarded {at lexst yn part) as due 1o some other
hind of excitanon of the erythrablastic elements m the bane mastow
by direct contact with the mnfilirating neoplastic cells These two
caunses probably work together i various proportions m different
cases Billings and Capps (1gog) d a2 case of
wfiltration of the bone marrow m which the blood count showed




XV
ERYTHROBLASTAMIA

And 1ts Value m the Diagnosis of Neoplastic Infil-
tration of Bone-Marrow!

ERYTHROBLASTAvIA 15 present when ordimary blood counts show
nucleated red cells in the arculating blood I say ordinary blood
counts because occasionally, by extraordmarily long searching, pro
bably especially fter unaccustomed severe muscular exercise, one
or two nucleated red cells may be found i the circulating blood of
normal adults Erythroblastzmin includes all primary or secondary
leuco erythroblastic anemia 1¢ 1l cases 1n which the blood picture
shows nemin and immature red cells (erythroblasts) and immature
white cells (myelocytes) Erythroblastemia may also occur without
leuco erythroblastic anzmia

Ztiology

The blood of newborn especially of premature nfants usually
contamns a moderate number of nucleated red cells durmg the first
week of extra uterine hfe Many nucleated red cells are likely to be
present m the blood of newborn mfints with mherited syphilis—a
manifestation of the mfantile hemopoietic reaction towards the
mfection  Various other mfections and towic condrtions m chuldren
are associated with reactive or regeneratne erythroblastzma
Among these one must especially remember Von Jaksch s anzma
(pseudoleuhemia or mfantle tvpe of splemic anemu) Erythro
blastemia 15 a feature of foetal ervthroblstosis (includmng cterus
gratis neonatorum and congenital unn ersal anasarca) and Coolev s
erythroblastic anemia a rare familinl developmental abnormality
mamly observed n famulies of Italian or “Mediterranean origm
settled m America

Nucleated red cells may sometimes but not always be found m
the blood when there 1s excessive ervthropotesis whether primary
te of unknown or of uncertmn causation or secondary 1e reactive,
to compensate either for msufficient oxygenation of the red blood
cells or for some hnown kind of anzmia The excesstve crythro
poiesis 15 primary or of unknown causation in ery threma or primary
polvcythzmia mostly with defimte splenomegaly of the Vaquez
Osler type and mn acute crythremic myclosis of mlants the ex

1After the Lawet 1930 1 1077
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probablv generally enfarged m such cases, but whether there 1s ever
a myeloid (hemopotettc) changa in the spleca, as there 15 1pparently
1n come of the cases of the Albers Schonberg type I do not know In
such cases the total leucouyte count 1s increased 1n the 1bove men

tioucd case 1t was 15 200-51 200 per ¢ mm Actording to Naegel
(1g~3) the changes due to neoplastic mvasion of the bone marrow
include great mcrease m the leucocyte count ofien with the presence
of cells, and presence of nucleated red cells,
tt e normoblasts being more numerous than the macroblasts which
always show much polychromasta As regards differenti] dragnosis
by the blood preture from permcious anemua st must be remem

bered that the colour mdex may sometimes be up to 1t lewst 1m
neoplastic cases

In some cases of primary developmental marble bones [Albers
Schonberg tvpe) there 1s a leuco erythroblastic anemia but 1t does
not seem to be proved that this and the accompanying splenomegaly
are evidence of 1 haxmopotests 1o compensate for the dimmution in
the total amount of bone marron A rire leuco erythroblastic
anzmit assouated with splenomegaly and often with a scleross of
the bonre marrow has been discussed by McMichrel and McNee
71936) and others and called by Hickhing (1937) chrome non
leucemtc myelosts The difficulty m understandmg the pathologs
of these cases 13 increased by the fact that ¢ wes of true leuhamia hwe
been observed i which a sclerq 15 of the bone marrow was found at
necvop y Erythroblstemia may be found m all hinds of leuhaermia
both mn myelosss mcluding ery throleukem cases wmd m lympha
denosis and even in aleukemic and Jencopenic forms In myelosts
and erythroleuhaxmic cases the erythroblastemin may be reghrded
a part of the pnmary disorder of h s but m lymphad;
{lymphatic leukemua) the terminal erythroblasterma may perhap
be due to a compensitorv actnaty 10 the rematmng erythropotetic
marrow when much has heen destroyed by the lymphord infiltratien

Neoplastic Infiltration of Bone-Marrow

Erythroblastzmia 1, of value n the diaznosns of eases i which
shiagrams show 1 symmetrical uniorm osteosclerosts m the pelvis
In such cases the question my artse whether the sclerosis, spite
of 1ts bemg diffuse and umform withour any obvious localized foct
15 due to secondry neoplastic mfiltration or 1 an example of what by
some has been called osteris condensans iy Garres sclerosing
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over 9o 000 nucleated red cells per ¢ mm of blood, but the number
may be much higher The neoplastic nfiltration 15 nearly always
secondary to carcinomn I do not think that any erythroblastema
has been found 1n most cases of primary tumours of the bones
(sarcomtn) or of the bone marrow, but nucleated red cells hue
been mentioned 1 blood counts m myclomatosis (multiple mye
lomn)

It 1s not clear why 1n some cases of secondary neoplastic mfiltra
tion of the bone marrow new Lone 1s formed mstead of bone beng
absorbed Such osteoplastic results 1re relatively rare, the patients
are mostly men with prostatic earcinoma and the prostate need not
be enlirged Apparently i such cases the prostatic circinoma pours
mto the blood stream milhons ot carcinoma cells which are held up
mostly m the bones tnd bone marrow the mnumerable metastases
each (onsisting generally of only a few cells Obviously the cancer
cells must also be carrzed n large numbers to other tissues where
apparently they atrophy Perhaps this may explun some of the
rheumuc like pauns nd general malase of which the patients
complun besides their more defimite bone puns

An example of the predilection of metastases for certam sies 1s
the well known predilection of metstases from suprarenal neuro
blastom m children (the Robert Hutchison type) for the orbats and
shull The experimental work of Takthashi (1915 16) 1nd others who
mjected mtravenously carc tous or sarc matenal
showed that a large proportion of the injected neoplistic cells dis
appeared after undergoing vacuolation surrounded by leucocytes
Although the cipillanies of the lungs formed 1 furly efficient filter,
some tumour cells passed through the lungs and produced metastatic
tumours 1n varous parts of the body showing a predilection for
certain sites

The osteoplastic change mcrenses not only the wer,ht but also the
thickness of the affected bones (prepired 1s museum specimens) I
have ¢nlled such bones the secondary marble bones (Weber 1935)
in contrast with the rare develop I {mostly ¢ ) pn
mary marble bones of Albers Schonberg In 7 case of the kind that
1 described 1n 1gog the osteoplastic change m the bones (specimens
of which are in the museum of the Roval College of Surgeons) was
typical but the prostate not bemng enlarged the diagnosts was not
made at first escn after necropsy In this patient s carculating blood
the counts showed 622-121,856 nucleated red cells per ¢ mm The
spleen w1s somewhat enlarged and not soft weighmng 350 g Tt
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glands There was sclerosss i both shac bones one nb and some
vertebral bodte  and n the left shum there was a soft metastatic
depostt which mucroscopy proved to be carcinomatous  Microscopy
of a metastasis in the Iver showed adenorarainoma and there counid
be no doubt that the whole condition was secondary to the onginal
gastric carcimoma
For help i the examunation of this case 1 thank my then house

physicaan Dr H Huber
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ostertis seems to be a chronic low grade mnfection of the Iy mphatics
of the bones and persists m spitc of decp X ray treatment In
Birsony and Polgars cases (1928) of osteitis condensans ilu the
sclerosis was not always strictly confined to the ilum, m therr type
of case the course seems to be bemign and apart from sacral and
radiatimg puns, chnical signs (except radiological) are absent
Rendich and Shapiro (1936) think that nothing certain 1s known
about the true nature of this condition, known to radiologsts as
ostertis condensans 1lu Shafer (1938) suggests that there are many
causes mncluding the action of fluorides, phosphorus mn small doses
(large doses have the reverse effect), and lead

Cast Recorp

A man, aged 53 was readmutted to hospital on May 30, 1939,
after hwing had 1n February 1937 a resection of the pyloric region
of the stomach for carcinoma, the dragnosts being confirmed by
microscopy  On readmussion mn 1939 he complamed of pans ke
sciatica on the left side together with other pams, of about two
months duration In the hospital he rapidly lost ground and lower
back pains were severe

The shiagrams of the sheleton showed a sclerosis of the pelvis
such as T have already described A great authority on abnormal
conditions of bones who hindly examined the skiagrams thought
that the density was too uniform for neoplastic metastases More
over diffuse umform secondary infiltration of bones from gastric
carcinoma must be rare A blood count on June 18 1939 gave the
following results —

Red cells, 2 800 000 white cells 19 000, hemoglobin 44 per cent
colour index 0 8 polymorphs 84 per cent lymphocytes, g per cent,
monocytes 5 per cent costmophils 1 per cent, myelocytes 1 per
cent
Some basophihe punctation of erythrocytes was noted and there
were mny megalocy tes and decided polychromasia Four nucleated
red cells (normoblasts) were seen m counting 100 leucocytes 1€
there were 760 nucleated red cells per c mm  This leuco erythro
blastic anzmia suggested that the radiographic appearance of the
pelvis was due to metastatic carcinomatous infiltration which w1s
indeed found at necropsy a week later

No recurrent crrcmnoma was found 1 the stomach but there were
MACToscopic metastases 1m the liver and various abdominal lymph
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plasias of the skeletal (bone wnd cartilage) musculwr, vascular and
nervous systems, nd many munor conditions, ncluding inhersted
abnormalities of the shin and 1its 1ppend iges food idiosy nerasies and
allerqic peculiartties It 1s almost certum that many diseases which
are rarely obviously inhented—such as bypertrophic pylonc
stenosis (which may occur occastonally m twins or recurrently m
more than one chuld of the same parents) and Hirschsprung s megalo
colon congenstum wnd aortic sthmus stenosts—also really belong to
the group under considerition 1 All mborn consututional diseases
belong to the congemital developmental group, even when therr
mantfestations are delayed ull long after birth il puberty ymddie
age or even later It 1s because the manifestations are ofien delayed
ull long after burth that ¥ prefer to speak of this group of dieases as
the congemtal developmentyl pronp and not as the congemual
group

hnown heredntary or famihial icidence may often be absent m
drseases and abnormahiies of the congenital developmental class
but 1ts occasional presence 1s sufficient to stamp the disea ¢ or abnor
mabity s belonging to the class * Thus the puzeling disease lipo
dystrophta progressna apparently belongs to the class wnd seems
o be 1 dysbiotrophy” (if I may use the term instead ot abio
trophy of Gowers) of the subcutancous fat over the hend and upper
part of the body chiefly affecting females L Barraquer-Ferre has
latelv narrated the case of a female whose mother nd maternal
grandmother 1 ere lihewise affected The di ease though potentaily
present at birth may be delayed m us appearance long enough to
allow of 2 femle not being presented by her shrunken death s head
Like face from finding 2 mate Some would probably prefer to espress
themselves by saying that the lipodystrophia was potentially present
at hirth as a congenutal tissue infertority {Gewebsmnderwertighert)

I —Examples of the Famulial Incidence of Hepatic
Cirrhosis not Due to any Known Exating
Agent of the Disease
\ artous cases of famutal hepatk crvhoss have been publshed

At the Roval Souiety of Medicine (Section for the Study of Dusease
m Children) mn February, 1934 Profissor F Langmed? demons
nm{:l:- o505 D of Mendehan recesst ¢ hereJitv and parental comsangu neey must b

3
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NBORN AND FAMILIAL TENDLNGY TO THE
DLVELOPMENT OF HEPATIC CIRRHOSIS!

Gases of hepatic cirrhosis in children, not due to alcohol or congenital
syphilis or any known cause of cirrhosis, are usually regarded as the
mamfestation or one of the fe of v ¢ 1 develop-
mental disease and the occasional familial incidence of cirrhosts has
often been adduced 1n support of this view In this paper I shall
shortly discuss the data i favour of there being an inborn tendency
to hepatic cirrhosis (a congemital tissue or organ inferionty of the
lver as Professor Brouwer would s1y destined to manufest atself by
obvious changes n postnatal Iife, with or without hnown exciting
causes) and shall arrange my remarks under two headmgs (I)
examples of the familtal incadence of hepatic cirrhosis, in which the
crrrhosis has not been due to any known exaiting cause such as
alcohol or syphilis or m which an mborn familial tendency to the
diserse may be presumed because tn cxcrting cause such as alcohol,
though present m one of the affected members of the family, was
absent m others (II) examples of hepatic cirrhosis accompanymng
and probably constituting a part of acknowledged diseases of the
congemital developmental class

But first I must explain what I mean by diseases of the congemtal
decelopmental class Under congemttal developmental diseases an
abnormalities I include all truly mborn abnormalities and constt
tutional diseases whether obvious at birth or mantfesting them
selves later at various ages Amongst the more easily recognized ones
are hemophilia hemolynic (acholuric) jaundice and some other
farmlial abnormahues of the blood (and hzmoporetic system)
alkaptonuria congenital porphyrinursa and other mborn tbnor
mahties of metabolism such as Gauchers disease the Niemann
Pick disease, amaurotic farmly 1diocy familial cutaneous xantho
matosis the Hand Schuller Christran hipord granulomatosts von
Gierke s hepatomegalic glycogen storage disease etc  renal glyco
sura {apparently harmless m stself) famtial optic nerve atrophy
and other dwseases dysplwsias and dysbiotropluc conditions m
which the eyes are affected numerous hereditary diseases and dys

From the Lancet 1936 1 305 Some remarks on thus subject v hich are_here amplt

e D parkes Meber n the discussion. on Prof B Brouwer s paper on
B T e Tavcr and the Draun at the mectng of the Section of Neurology of the

Royal Soctety of Medicme on January 16 1936
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of the bram combined with a cirrhosts of the liver which has been
usually latent during hfe and first discovered at the post mortem
ron Famulial meid 1n ths rare disease has been empha
sized by Wilson himself as well as by later authors The evidence
seems to me to point to the disease being mo t probably a combined
dysbiotrophy of the lenticular nucle: and the hver, and the hepatic
constituent of the combined condition 1 some cases does give
mise to obvious chinical symptoms so as to be recognized as a form of
famihial crrhosis even duning hife 1* In some cases the lenticular
nuclet or the liver may be only shghtly affected but 1t scems very
unlikely that iny of the above mentioned cases of fimilinr hepatic
crrrhosis m children were of the nature of incompleteWalson s disese
with the hver only affected

Hemochromatosis —The occurrence of hepauc cirrhosis { pigmen
tary carrhosts of the liver ) as a part of hemochromatoss or bronzed
diabetes 15 too well known to need msistence The site of the greatest
visceral chan,es varies in dhfferent cases and the charactenstic Iiver
changes may occur even without very marhed cutaneous pig-
mentation The occasional famibal incidence of the disease has been
pomted out by J H Sheldon 3 R D Lawrence !* and others, so
that hemochromatosis must be classed imongst the rare mborn
abnormalities of metabolism such as alkaptonuma, pentosuna,
cystinuria  congenital porphyrinunia the mborn abnormalities of
lipord metabolism etc  which I have above referred to Indeed a
special analogy may be pomted out in regard to von Gierke s hepa
tomegalic glycogen storage abnormality asmuch as in the latter
d1 easc different viscera (e g the heart) may be specially involved
m chfferent cases

Enthremia —Though I thint that erythramia of the Vaquez
Osler type 1s like the leuhzmias due to a neoplastic change mn the
bone marrow a famihal meidence of the disease has been reparted
n quite a number of cases 17 It may be presumed to develop (under
the action of unknown agents) 1 mdividuals having an mborn con
stitutional predisposition Hepatic arrrhosis 15 a recognized though
only occasional complication of erythrerma and seems m some cases
to occur mdependently of any special agent such as phenythydra
zine which may have been used in the treatment 18

Telan,rectasia of the Osler Hpe —Very many valuable papers he
been wnitten on this disease including regular monographs with
copious bibliographies by H T Goldsten, who was I believe the
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trated cirrhosis of the hver with splenomegaly 1n three brothers aged
9, 11, nd 13 years respectinely In the boy, aged 11 years, the
diagnosis was subsequently confirmed by microscoptc examination
(‘biopsy }, which showed typical multilobular cirrhosss of the lner
Langmead referred to Byrom Bramwell s account (1910) of a family
with hepatic crrrhosis + Byrom Bramwell s patient, a boy, aged 9
years, had ascites cedema jaundice, fever, and a large Iner, and
the necropsy showed typical hob natled crrhosis Three other
members (girls) of the farily of seven apparently died from hepatic
arrhosis Langmead also mentioned J Szantos® three cases of
multilobular cirrhosts of unknown origin, with splenomegaly, m a
family of ten In one of these cases the diagnoss of hepitic cirrhosts
was confirmed by necropsy (a boy aged 15 ycars) who hkense had
gemtal hypoplasia

I J Poynton and W G Wyllie® mn 1926 described two cases of
congemital familial hepatic curhosis of unknown atiology mm
brother and sister aged g years and 4 ycars respectively but the
diagnosis of von Gierke s hepatomegaly (hepatomeg ilin gly cogenica)
was subsequently suggested ?

In 1903 I recorded the necropsy on a gl aged 14 years with
biliary cirrhosis ( Hanot s disease ) of the liver ¢ Her sister was said
to have died at the age of 10 years with similar symptoms J
Dreschfeld® met with hypertrophic hepatic cirrhosis in two brothers,
one of them was a drinker and the other temperate Sir Wilham
Osler'® menuoned two brothers 1n America affected with Hanots
cirrhosis Bomet! wrote of a famuly 1n which the father and two
children had bihary curhosis (Hanots type) and three other
children had enlarged spleens J Finlayson?2 spoke of three brothers
and a sister two of whom had cirrhosis of Hanot s type another had
enlargement of the Iver and spleen with icterus and the remamng
one had shght jaundice Hasenclever®® recorded nn istance of
three members of one famuly a boy and two of his sisters, having
typical hypertrophic bilary cirrhosis

11 —Examples of Hepatic Cirrhosis Accompanying and
Probably Constituting a Part of Achnowledged Dis-
eases of the Congenital Developmental Class

Progressie lenticular degeneration (Knmer VW ilson s disease) —Wilson s
disease 1s a chronic progressive degeneration of the lenticular nucle:
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first to call 1t the Rendu Osler disense ’ by which name 1t 1s now
known m France In many cases though i far from all, there has
been striking hereditary mcidence I was fortunate enough to be
able to describe 1 typreal famulinl example 10 19g07%, and m 1924 *
I ~lluded to the possible analogy and associatton of the telangiectatic
condition of the skin and mucous membrane of the nose and mouth
with certamn hemorrhagic telangiectatic conditions 1 the stomach
mtestines kidneys or lungs In fact 1t1s quite possible that 1n rare
cases the typical cutaneous telangiectases may be altogether absent
Very few complete post mortem eximinations htve been published,
but recently Ludo van Bogaert and ] H Scherer ! found hepatic
cirrhosis present m a typical famihial case of the Rendu Osler type
of telangiectasia From what I remember of the progress of the
patent I described m 1907 there may well have been visceral
disease and perhaps hepatic cirrhosts present at the end I have been
told of an as yet unpublshed case 1 which hepatic currhosts was
found at the post mortem exammation so 1t was also in a remarkably
atypical case the lIner and spleen from which were {Jan
uary 13 1936) demonstrated by Mr R Davies Colley at the Medical
Soctety m London The telangiectasta n this disease must be
regarded as due to a congenital developmental dysplasia of the small
blood vessels potentially present at birth though often not mant
festng atself by obvious changes ull after puberty What 15 the
relationship of the hepatic cirrhosis when present? Is 1t the result of
an assouiated developmental dyshrotrophy of the Iiver 1¢ a con
genital tissue or organ nferiority in the sense mtended by Professor
B Brouwer and others® The subject 1s comphcated by the well
Lnown fact that in advanced or active hepatic cirrhoss there is 2
tendency for the patient to develop cutaneous telangtectases on the
face and hands notably those of the spider like type as I have had
occasion to observe
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blood as if the threshold for its ehmination or citabolism were
high The mere excess of blood bihirubm in the blood, of course,
does no harm, though 1t makes the blood plasma too yellow and
produces the jaundice and canses 1 aghlv positive indirect van den
Bergh reaction Is it possible that this hyperbilirubinemia m our
present case 15 the sole obvious result of a new gene mutation of
germ cells which has not {yet) mamfested aself m the children
and grandchildren because 1t 1» not 2 Mendelhan dominant like
ordinary farmlial hemolytic {acholunic) jaundice 15

Postseript ~—The man died on October 19 1946 in the Archway
Hospital Highgate after thrombotic softening mn the basal gunglia
of hus bram and pneumonmin He would have heen 8o years old on
November 25 1946 Owing to the kindness of the Medical Superin
tendent (Mr J M Miloy) Dr J M Alston and Dr A B
Bratton and Dr § ¥ G Robwnson 1 was able to mclude chmeal
and pathological data as well as an account of the necropsy findings
(Dr A B B andDr 8 H G R) 1 a summary of the whole case,
headed A New Type of Congerutal Life long Jaundice ( Vedical
Press 1936 216, 440) 1 concluded — One cannot now ascertam
whether his production of blood bihrubin had been exce sive or
not nor whether there was a dammng up of blood bilirubin m
the blood (lugh threshold for eimination or catabolsm) 1t seems
probable however that there was such a dammung up of blood
bilirubin as the es ential cause of the hfe long jaundice
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CONGENITAL JAUNDICE IN A MAN AGED 77’

I HAVE just seen 2 man who has been more or Jess strihngly jaun
diced all hus Wfe and who was 77 years of 1gc on November 25
He enjoys good health has hardly ever required medical aid of any
hind, and continues at work——helping a marrred son with whose
family he hves I first examined him (in connesion wath 1 life assur
ance question) 1 1917, and from tme to tume have demonstrated
s ease ar the Royal Society of Medicine (Proceedings Chmcal
Section 1917 10 13 1928 21 3, 1938 31 39) Hec has scars from
leg ulcers (1910) considerable deafness (old otoscleross) and shght
nystagmus The blood bilirubin has, of course, been found m excess
1 the blood serum (negative direct Hymans van den Bergh reaction),
but the urme has always been found free from bilirubmn and from
cxcess of urobilm and wrobimoegen There has never been any
nemi or enlirgement of spleen or Iiver No abnormal fragihity of
the ery throcytes (towards graduated sodium chloride solutions) has
been discovered The size and shape of the erythrocytes have neser
been sufficiently studied to enable one to exclude excess of sphero
cytes Anyhow the case seems to be 2 very unusual one of congenstal
hxmolyuc (acholunic) jaundice, mising doubtless from a germ ccll
mutation—possibly 2 new one as there 1s no other example of
Jaundice 1 the fimily The jaundice has not been transmutted to
any one of his four children

I am anxious to ascertmn whether medical rexders know of 2
case stmilr 1n all respects [ nught mention that in the hamohtic
(acholuric) farmly which I recorded with G Dorner (Lancet 1910,
1, 227} the first ancestor known to have been affected was 1 man
who hnd been yellow all his bfe and died at 76 (wrongly printed
70 ) 1s vresult 1t was said of leg ulcers

Trom the short data grven above 1t appears that the present case
15 one of congenital idiopathic hy perbilirubinemit—the bilirubin m
the blood being of course  blood bilirubin, which 1s probably the
the same as what Virchow called haxmatordin—differing however
from the hyperbihirubinzma of the well known cases of famihal
haemoly tic (acholuric) jaundice notably by the absence of excess of
urobilin or urobilinogen m the urme I suggest that the blood
bulirubin 1n this case 1s 1 some way dammed back in the arculrung

SAfter Brit Med Jours 1943 2 690 and 763 (letters)
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enlarged, but the hver could be felt 1 finger breadth below the costal
marg,n 1 the nght mpple ime 1 was uncertamn whether there was
not 1 little free fluid 1n the peritonenm

My next note was m June, 1933 when she was readmitted to
hospat] with 1n abdommnl swelling which seemed to be an enor
mous and hard liver the lower bulbous portion of which reached
down 1o the peivis and projected n the right thac region The spleen
could not be felt There was no ascites or subcutaneous cedemn
There were two or three mmnute spider ke telangiectses on the
hands, s there not rarely are i cases of hepitic curhoss The
patient was moderately jaundiced, ind her urine contaned bilirubin
and some excess of urobihn and urobibnogen and a few granular
tube casts She was decidedly anzmic (erythrocytes 3 560 000) and
the sediment ition of the erythrocytes was too rapid (about § hour
mstead of over wn hour which was the normal for the method em
ployed) Since I had last seen her {in October 1931) she had been
generally more or fess jaundiced and had had nose bleeding two
or three times Menstru:tion had not yet commenced

Various examinations weve made m June 1933 Uroselehtan
examunation of the ureter and renal pelvis showed nothing definutely
abnormal on either sidc  The hepatic function test after Morawitz
(see R Mancke and k Robr Deutsch 1rch f kim \ed, 1931
172 78} was positine for hepauc nsufficiency The blood bilrubin
was estimated by Dr R Sefert as 4 6 mgm per cent  Blood sugar
(fasting) o 1 per cent The blood serum cholesterol (twice estmated
by Dr R Seifert) was 77 84 mgm  per cent  that 15 to say there
was hypocholesterolerma i tead of hypercholesterolemia  but
according to J P Peters and D D Van Shyke {Quantitatue Chn
Chem 1931 1 247) there may be hy pocholesterolienma m late hepatie
crrhosts 1s an expression ether of some kind of secondary nfection
or of cachcwia Blood serum cilaum 10 3 mgm per cent  The
Rumpel I eede (capillary resistanee) test gave a negause response
The Wassermann and Memiche reactions were again negative

The puient who said she felt better was allowed to leave the
hospital rarly 1 July but wis readmutted (then aved 15 vears) m
October of the same year (1933} with considerable cutineous
pruritus m dditon to deep jaundice and wath shght asetes as well
as the grent abdomumnal swelling already mentioned The blood
serum reteric inde after Meulengrcht) was as hagh as g9 and
owing to the complete absence of urobiinogen And nrobibn from
the unne 1t was cler that no bile could be cntering the intestine
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CYSTIC DILATATION OF THE COMMON
BILE-DUCT:

Tur patient, 7 girl, was 12 vears old when shown by I' Parkes Weber
and M Scholtz on Apnl 10 1930 At the Royal Socicty of Medicine,
Section for the Study of Discase in Children under the headmng,
Tdwpathic Hepatic Cirrhosis with Recurrent Jaundice  The child
was somewhat fat The Iiver was considerably enlarged 2nd bulgmg,
rexching down to the umbiheallevel There were 2 few telangiectases
on the face She had been vdmutted to hospital on Tebruary 6, 1930
with shight jaundice of obstructive type there nas 2 positive direct
Hymnins van den Bergh s renction for bilirubin m the blood serum
The history ws thit she had had recurrent or remuttent jaundice and
frequent epistvas during the preceding 14 months, she had neer
hnd hematemests There w4s no defintte enlirgement of the spleen
and certainly none of the superficial lymphatic glands The blood
serum gave negitine Wassermann and Meiniche reactions  The urine
contuned some excess of urobilin 1nd urobilinogen but no bik
rubm  probably the attach of jwundice was disappearmg  The
grlctose test showed some impurment of hepauc function The
resistince of the erythrocytes towards graduated hypotonte sodm
chloride solutions was within normal! hmmts There w1s nothing
speeinl in the fumuly history
In regard to the diagnoss 1t should be mentioned that the
cutancous reacuion to n echimococcus ntigen was negatne Under
dietetic and saline trentment the jaundrce gradually disapperred
In the summer of 1931 there 1s 1 note that during the last vears
the patient had certunly been subject to ocenstonal attacks of paint
m the upper bdomen more or less of hepatic distribution
lasting two or three hours and followed by temporary Increase of
her permanently slight icteric tinge  Apparently with the pamful
crises there was somenmes vomiting By \ ray exammition
five and cight hours after ntrivenous mjection of tetragnost there
was no evidence of gall stones 1n the gall bladder (which was funtly
outlmed 1n the shiagrums) It was thought that cholchthiasss could
not be the cause of the hepatic puns In October 1931 1 made a
note that the patient was then a bg well grown girl mclned to be
fat, without my trace of jaundice the spleen was apparently not

1 Child Di 1934 31 »7and 113
.Pr'f»' ﬁ'fb,],"n:h Af Sclaltz Poc Poy Soc Md (C1ild S ct) 1930 23 69
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brle duct was not difated and not stenosed, the distance (with shght
stretehng) from the papilla of Vater to the opening of the non
dilated portion of the common bile duct nto s dilated portion
(the ‘cyst ) was 4 em , and the non dilated portion had evidently
been closed during life by pressure from the tensely dilated portion
of the duct

Thi cyst ite dilated portion of the choledochus had a thich
tough wall whirh was adherent to the panetal pentoneum bv
fresh fibnin at the site of the perforation  Most of 1t was lmed bv
alayer of blackish bile pigment From the ‘cyst a dilated ind hvper
trophied short cystic duct led to the gall bladder  The diameter
of the omfice of the cystic duct was 2 cm  that of the hepatic
duct (also somewhat enlarged) was 23 ¢m  The latter was
sepaated from the orfice of the cystic duct by a ndge, which
was 214 em away from the junction of the non dilated portion
of the common bile duct with the dilted portion

The spleen was enlarged (as 3t generally 15 1n cases of chromc
hepatic cirrhosis), weighing 450 grm Nothing of special importance
was noted 1n the other organ

Areroscopic Examination —The hver howed a rather fine multilo
bular urrhosis with very httle small cell mbltration There was
likewise not much apparent ncrease of bie canabiruh The wall of
the cyst (didated portion of the common nle duct) was of fibrous
ussue covered by peritoneum externally nternally there was no
eprthelial hining but in parts there was a hnng of mspissated e
or rather bile pigment Mr T W P Lawrence finds that the
spontaneous rupture of the cy<t wall was due to colliguatne
degeneration of the fibrous tissue, apparently of ischamic ongm

The Nature of the Hepatic Currhosts ~—It seems to me not quite certain
that the currho 15 1n the present case 1s of merely biliary obstructive
nature but I have no doubt that 1t may be so0 for 1t resembles that
observed m a recent adult case ? which was undoubtedly secondary
to post operatnve stenoss of the hepatic duct In that case as in
the present one and most other cases of bihary obstructn e jrundice
the arrangement of the fibrouc process in the hepatic parenchyma
was by no means stnctly umlobular and 1 that case also as i
the present one (m which however the carrhotie process 15 more
advanced) there was very little microscopical evidence of active
mflammatory reaction In a paper reviewmne the whale subject n

TE P Weberand W Wesswange Med Fress ond Cie 1933 187 327
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The pale ficces contained no urobslin, but 1 ittle urobilinogen (whick
admittedly may be present in the frees from cases of complete bilury
obstruction) The greatly distended abdomen was covered with
cutneous  strixe

Under treatment by very small mjections of msuhin, by glucose
by the mouth, and a httle digitalis, the patient’s general condition
mmproved for a time the Jrundice dimmnished, and a httle urobilt
nogen temporarily appeared i the urine But though the pruntus
disappered there was no permancnt improvement, and sometmes
there was 1 ittle feser There was no longer any flud m the general
peritoneal eavity, and to 1ccount for the distension of the abdomen,
1t occurred to me that the lesser ¢ty of the peritoneum mght
have become shut off for some unknown reason (for mstance by
primary hepatic carcinoma arsing in a curhotic Inver) The posst
bility of the abdominal distenston bemng due to cystic dilatation of
the common bile duct was never suggested, and no operation w28
undertahen In November the patient had one of her attacks of
local pain n the upper front of her abdomen The general condttion
varted till on January 14 1934 there was sudden cardiac falure
followed by death

NEecropsy

The post mortem examination showed a relatnely fine hob
natled Iner, and the great distension of the abdomen was found
to be due to a cystic dilatation of the common bile duct s large
as a man s head 1f not larger Hamorrhage from 2 sht like tear 0f
perforation on the nght side of the wall of the cyst was evidently
the immedite cause of the fatal collapse both the cavity of the
cyst and the peritoneum beng filled with 2 thin icterte fluid mred
with blood and much blood clot

On the deeply Jjaundiced body there were no petechie or ecchy
moses There was no clubbing of fingers or toes

The tough somewhat finely hobnailed, greenssh lver measured
horizontally (breadth) 28 cm  and vertically (from hase to lower
edge) 15 cm It could not be weighed separately as 1t was destred
to preserve the specimen showing the connection of the ¢y t to
the Iner and duodenum The upper portion of the duodenum was
increased n length apparently owing to 1ts having been stretched
over the wall of the cyst The distance of the pylorus from the
papilla of Vater was 153 cm The terminal portion of the common
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intelbgible when one remembers that there 1s usually no 1ctual
stenosk of the termmal portion of the common bile duct The chief
sign was the abdominal sweling which was recorded m o cases
Fever was mentioned m 16 cases, and emactition n 8 cases 1 certain
degree of 1scates was noted m 2 cases

They rec d choledocho duod bmy as the operation of
choice excepting 1n those rare cases of cysuc duverticulum 1n
which excision of the cyst can be practised Here one may note
that 11 a quite recent paper an Cyst of the Common Bile duct
D G Duff 7 whose patient wis a woman aged 62 years remarks
that the operation of choice 1s the simple one of 2 pnmary naste-
mosts of cyst to gut except where the cvst 15 so small and so [ree
from adhesions as to be easily extirpated

In true cases of cystic dilatation of the common bile duct external
drainage has not been successful Olnvecrona s case was first operated
by anastomosing, the cyst with the stomach This wis followed by
fever etc and then with the duod led to cure ®

Much mformation on the subject has been summanzed by Sir
Humphry Rolleston and Dr J W McNee mn their work on Disense
of the Liner, and therr selected data supplement those collected
by Seneque and Tailhefer On the whole 1t cn hardly be doubted
that n typacal cases the cystic difatation 15 developmental and not
due to obstruction though papillomatous growths (posstbly due to
uritation) or calcult have been found in some cases Obstruction 1s
not known ever to have produced such enormous dilatation to-
gether with great thickening of the duct wall When complete
obstruction does finally occur as it did i the present case 1t 1s
probably almost always due to pressure of the cyst on the undilated
terminal pcmon of the common bile duct especially the intra
mural duod Theg ble analogy with megalocolon
congerntum  some cases of m:galmsoph:wus ¢ idiopathie  dila
tation nd hypertrophy of the osophagus} nd 1idiopathic difa
tation of ureters (megaiureter) should be sull entertamed In fact
I propose to call the condition of cysuc dilatation of the common
tale duct  dopathic  megalocholedochus by analogy with dio
pathic megalocolon megalesophagus and megalureter What causatne
part if amy the sphincter of Oddi plavs 15 doubtful

The hepatic cirrhosis may posslhly not have been merely  ihary

DGDuT Bt Jur Sue 1934 21 1

Ohve rona, > quatd by Rotfeston g A2 3oe {

<)
* Rolleston D seases fthe L1 er Gall bladkr ard Bied ¢ts thurd ed ton
199 7 myay
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1903,* I defined bilary currhosss as anv crrhosis of the Iner
ongmting from disease of the biliary ducts or obstruction to the
outilow of lle  The apparent mcrease of hihary cnalicub [
pomted out, was not 1 necessary feature, nd I urged that the
history s well s the anatomical features should be taken 1nto con
sideration in deciding which cases of crrrhoss were to be termed
biliary  In the present case the evidence 1s At least i favour of a
‘bihary obstructn e factor 1n the crusation

REMARRS

J Sencque and A Tailhefer® m 1929 described 1 case of cyshe
dilatation of the common bile duct ( congemtal dilattion of the
choledochus ) in a woman, aged 32 years which was cured by the
operation of choledocho duodenostomy Incidentally, they mentton
that 1 fragment removed from the wAll of the dilated duct showed
1t to be fibrous (as mn the above c1se) without any eputhelial mng
A similtr finding has been mentioned by others

Seneque and Taithefer made a careful analysis of 82 cases from
the Iiterature of the subject besides therr own (the 83rd case) of
these 83 cases, 6o were m fermales ind 16 1 males, whilst m 7 the
sex was not mentioned In most cases the age 2t which the symptoms
attracted attention was between 10 and 30 years The termmnal
(duodennl) portion of the common bile duct 1s nearly alwavs (asm
the present case) not mvolved in the dilatation but may be closed
by pressure from the dilated portion of the duct The cyst lthe dila
tation m1y be enormous {1s 1n the present cise) and the hepatic
ducts are occastonilly mvolved n the dilatation (as the cystre duct
was conspicuously 1 the present case) In n few cases there was
only what may be termed 1 cystic diverticulum of the common
bile duct In certun cases such as that of a gurl aged 6 vears
described by W G Wille ¢ the Inver was airrhosed

In regnrd to chinical diagnosss they note that painful crises some
thing like hepatic colic occurred m 37 of the 83 cases Jaundice
whs  feature in 52 of the cases The degree vanied greatly nd just
as the pun the Jiwundice mught be mntermuttent  Ths » very

AF P Veeber Trans Path Soc Lo d 103 54 103

6] Senéque and A Tatlhefe 7 ur deCh urg Pars 1929 33 151 1,8 \fr David
Greig has hindly dravn my attent on t0 2 quite r cent paper by A Ta leler 1 ich
e described another case (Bull ¢ Mén delaSoc nt d Chiurg Par 193¢ 608 His
patient s a woman aged 23y ars and he p rfrm d & ucces ful choleidocho duode
P omy  Yet another case 1 a v oman aged 24 years tn which the same operaton
D fatal was described m the same paper 11l Tatthefer s

v G Wylbe Lo 197 1 1312
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reconcilable with the lesions of the nter muscular nervous plexus
reported by A T Hurst and others m certain cases of megalaeso
phagus ( achalasia of the cardia), and with varous alleged causes
of that condition ansing i adults

It would likewise serve to explam the cases of megalocolon
apparently superveming mn adult hfe In this connexion a recent
paper by H Burrows (Bnt Journ Surg, 1934 21, 577) 15 ‘ery
mteresting for he found that i rats enlargement of the cecum
could be brought about by myections of crystalline silica nto the
mesentery of the czcum Burrows points out that the modern
operation of ramisectorny and sympathectomy, as introduced by
R B Wade and N D Royle (Med Journ Austraha, 1917, 1, 137)
for the cure of megalocolon (or as 1t 15 usually termed mega
colen ), puts the responsible over active sympathetic nerves out
of action leaving the parasympathetic system intact  Powdered
crystalline sthica he suggests might act by causing chromc wrritation
of the local sympathetic nerves

As to the causation of the hepatic cirrhosis m my case I pomted
out that the evidence was at least m favour of the cirrhosis bemng
bihary although 1t was not strictly umlobular {monobular) n
type The cirrhosis however did not appear to be merely due to
obstructive dilytation of the imtra hepatic biliary ducts that 1s to
say 1t did not seem to be entirely due to distension of the biliary
passages analogous to that of the uninary passages which causes the
renal changes n cases of hydronephrosis By analogy with hydro
nephrosis V' S Counseller and A H M McIndoe (Surg Gin and
Obst 1926 43 729) aptly introduced the term  hydrohepatosis
for the alteration n the hiver due to prolonged obstructsve distension
of the ntra hepatic biliary passages

In regard to recent hterature see especially R E Gross Journ
Pedut 1933 3 730, F H Hutchins and G B Mansdorfer, Journ
Amer Med Assoc 1944 125 202 Sir J Walton Brit Journ Surg ,
1939 27 295 8 T Irwinand J B Monson wbid, 1944 32, 319
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(see above remarks), 1s 1t has been suggested to have been in Wylles
and some other cases The posstbiity of the abdoenunal suelling
bemg due to hydatid ovarian or pancreatic cyst need hardly be
mentioned 1n connexion with the present case In regard to diag
nosts a great pomt, apart from exploratory laparotomy, 1s to re
member that the occurrence of cystic dilataton of the common
bile duct 15 niot 50 rare as to be neghgible Had the bare posstblity
of 1ts being the cause of the chinical symptom complex been thought
of the dingnosis would certainly have been arrived at i the present
case for pricncally no other condtion could have accounted for
the great "bdommal distension, mn addition to the intermittent or
remittent Jaundice the recurrent attacks of upper abdomnal pamn
and the eudence of hepatic cirrhosis The cyst hke enormously
dilated choledochus in my case had a thickened Aard wall at
the post mortem examunation, and this should be remembered when
examung  doubtful cases clinically—the hardness of the mass
making 1t seem s 1f 1t could not be cystic The early age of the patient
and her sex should have added weight to the almost overwhelmmg
points 1 favour of the correct diagnosis

Addendum (February, 1946)

In the above paper 1 wrote that I thought that the plausible
analogy (referred to by Rolleston and McNee) between cvstic dila
tation of the common bile duct megalocolon some cases of megal
aesophagus ( idiopathic  dilatation and hypertrophy of the aso
phagus), and idopathic dilatation of ureters should be st
entertained Indeced the superficial analogy between all these so-
called 1diopathic conditions 15 so decided that whatever therr real
exact @tiology may be, cystic dilatation of the common bile duct*®
can well be termed megilocholedochus to bring it mto Ime with
meg locolon megalesophagus and lureter At lest some
cases of these various conditions must be of congemtil develop
mental onigmn and due as Mr D M Greig puts it to 1 locahized
agtonomic neurodysplasia There 1s no reason, however why
some cases t least of megilocolon and megalasophagus should
not be acquired, and due to injury of the autonomuc nervous supply
from nflammatory or other acquired lestons This 1dea would be

10111 to be noted however that the d Jated portion of the wall s ems to be ¢ trely
fibrous and that 10 some cases the cysti cilatation appears not to mmol e the whole
wa?l) T 1o be of the natut of a d_eruiculum from a port on of the v all as pomnted
ety H W S Wnght and others
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sery feeble Sliagraphic exumination of the thorax showed that
the spherical shadows i the lungs had somewhat mcreased before
his death on October 8 1934 —

At the mecropsy the man was shown to have a mahgnant renal
tumour with pulmonary metastases the urmary bladder was scen
to contun four fibrinous balls The largest of these was of the shipe
and size of a hen's egg about 5 cm and 4 cm respectvely mats
Jongest and shortest diameters  When an incision was made ntot,
1t was found to consist of concentric fibrinous layers, separating
easily Iike the leaves of a boiled Spanish onion This (the largest)
one was not hollow but each of the other three had a central cavity
Of these, one was found broken at necropsy and one had « reddish
fibrinous cord 15 cm 1n length attached to 1t, evidently a string like
blood clot from the nght ureter as subsequent examiation showed
To the broken ball also a small thread like thrombus about 2 cm
long was attached

The much enlarged mght hidney contamed a neoplasm some of
which had undergone necrosis and cystic formation The pelvis of
this hudney was filled with a projecting portion of the new growth
with a little clot adherent to 1t from which apparently the long
string like blood clot above mentioned had become separated The
right suprarenal gland was stretched out over the night hidney

The left hidney contamed one small tumour nodule and showed
slight chromic nterstiial nephritis The left suprarenal gland was
normal There was shght diffuse enlargement of the prostate The
bladder was somewhat dilited but neither hypertrophied nor
fasciculated and there were no diverticula 1ts mucous membrane
was smooth and norm There were several metastatic tumours of
various sizes in the {ungs but otherwise nothing spectal was found
post mortem The central nervous system was not examined Micro
scopicat sections were made of part of the large tumour 1n the right
hdney of the little tumour 1 the left kidney and two of the lung
tumours  All show typical clear celled primarv carcinoma of the
kidney (so called hvpernephroma or Grawitz tumour)

The specimens are now m the VMuseum of the Royal College of
Surgeons of England The largest of the four fibrinous balls from
the bladder had been incised and shows well the onton like fibrinous
laminz of which 1t conmsts Another ball was hollow and had a
long string bike fibrinous cord attached There can hardly be a
doubt that the membrane like material some of 1t of cystic aspect

which the pauent passed with his urine on September 20 1933
]



-
XIX
FTIBRINOUS MEMBRANE-LIKE MATERIAL
PASSED IN THE URINLC

Large concentrically lamunated fibrinous balls 1n the
urinary bladder at the necropsy!

THE patient A 1, then aged 64 years, was first admutted to hospital
on September 20 1933 On the morning of that day he had twice
tried 1 \un to pass urine but then on trying for the third time 2
considerable amount of unorganized, nearly homogeneous mem
branc Iike material came away He brought 1t with hum to hospital
and 1t was ulumately shown to be fibrinous The urine brought with
the fibrinous materral was not macroscopically coloured with blood
but microscopically 1t contained erythrocytes and some leucocytes
Next dnv the urine contuned A little albumen In hosprtal, the
pattent who had been previously complaining of dyspepticsy mptoms
was feeble and anemic and suffered from diarrheea and fever, from
which he recovered in October (1933) In November he was stall
anemic (hamoglobin 50 per cent) and the differentinl leucocyte
count showed a moderate eosmophilin of 6 per cent on other
occstons there had been no excess of eosnophils  Skingrams of
the thorix both antero posterior and lateral showed several
spherical bodies of various sizes in the lungs As thesc seemed not
to be mcreasing very rapidly m size the question of ther bemng
hydand cysts was considered but intradermic antigentc reactions
after Dr N Hanulton Fairley were completely negatine A cysto
scopic exammation (Mr A Gompton) showed nothuing abnormal
the fibrinous material had apparently been all passed

In December n httle clot was passed n the urme and agun
Jater In Mnay 1934 the unme contiuned albumen (3 per mulle
Esbach) and a few erythrocytes leucocytes and granular tube casts

The shadows 1n the lungs were supposed to represent metastases
from some primary malignant tumour the position of which could
not be determmed  For a time the patient had been subject to severe
pyn n the right loin espeaally 1t mght but the tumour 1n the nght
lidney was not detected On October 2 a fow days before death
the urine contamned 4 per mullc albumen (Esbach), with some
crythrocytes leucocytes and granular csts

The patent s general condition slowly worsened and he became

\ fier Trans Ciin S ¢ Lond 193¢ 5T 123 and Journ Pith a 1B ct 193, 40 31
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always present and towards the end of his Iife 1s much s 3 or 4
per mlle of albumen (Esbach) perhaps party due to the presence
of blood plasma

Loose fibrinous balls are occastonally found 1 the serous casities

pecaally the per and in hydroceles At the
chntco pathological meeting of the Section of Urology Rosal
Soctety of Medicine, on Jnuary 26, 1928 Mr A Chfford Morson
(Proc Roy Sec Med 1927 28 21 909) exhubited a ball about three
times as farge as 2 hen s egg which had been removed post mortem
from the peritoneal cavity of a uremc old man It consisted of
concentric fibrinous laminz deposited over a central core possibly
a cast off calafied appendix epiploica Mr G A R Nitch showed
a lamnated fibrinous ball which had been deposited round a metal
nucleus of some kind 1 the pernescal tis ue (Proc Ry Soc Med,
1927 28 21 18go) In the Museum of the Roy 1l College of Surgeons
{no 6183 1) 15 2 much larger fibrinous ball depostted over a separated
fragment of omentum It was found 1n the perstoneal cavity of a
whale Apparently of simmlar nature, though not quite unattached
were some pedunculated pea hke globular nodules which I once
saw at a necropsy attached to the cdges of the lower surfaces of
the lung n an elderly woman In a stmular way arse some of
the free rice gram bodies 1 jomts and synovtal cisies At a
meeting of the Sectson of Surgery of the Royal Society of Medicine
on December 5, 1934 Mr Duncan Fitzwilhams showed several free
large smooth olve shaped bodies of this nature which he had
semoved from an enlarged bursa Little polypord growths from the
wall had evidently become strangulited nd had dropped off o
become free bodies and ultimately to be covered with concentric
layers of fibrin

When fibnin 1s depostted on surfaces which have not been cut off
from the general circulation of blood the fibrin 15 hikely to become
orgamzed and to give place to fibrous trssue Thus fibrnnous deposts
m the pleure miy become orgamzed and gue place to fibrous
thickened pleura and 1n a symlar way fibrinous depostts on

the surface of the Iner may develop mto the condion known as
Zuckerguss Leber
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over 2 yer before hus death, was of similar nature to the fibrmous
balls found 1n the urimary bladder Esidentlv m September, 1933
he succeeded n completely freeing hus bladder of 1ts fibrinous con
tent which accounts for 1ts being empty when the cstoscopic
cxamination w1s made afterwards

Fibrin Balls 1n the Urinary Bladder

The chref pathological mterest 1n the case here described seems
to me to be connected with the presence of the free (unattached)
fibnn balls 1n the uninary bladder This feature must be one of
extreme rarity I only know of two other comparable cases

1 In the recent case of 1 woman aged 34 under the care of my
colleague Dr E Schwarz, with a Grawitz tumour of the nght
Lidney, necropsy showed an old fibrinous clot curiously shaped ke an
Ascarts lumbricaides . the night ureter

2 Professor A E Boycott, who hindly exammned the specimen
from Dr Schwarzs case, mentoned to me that Professor M J
Stewart had once found in the urmary bladder at 2 post mortem
examination a number of concentric larminated unattached fibrinous
balls up to an inch or more n diameter Professor Stewart nforms
me that on opemng the urinary bldder he thought he had lighted
on a nest of hydatid daughter cysts They were very soft quute
spherscal and perfectly smooth on the surfice They were apparenth
composed of laminted fibrin

The condiion mght obviously be compared to the occastonal
occurrence of unattached ball thromb: of considerable size m the
cavities of the heart generally the left aurscle m cases of mutral
stenosts and which are sometimes multiple (compare with the
orignal description by Wilam Wood Edmburgh Med and Surg
Fourn, 1814 10 50) Here the fibrin 15 supposed to be deposited
in layers from the moving blood and the interior may undergo a
kind of autolytic softening Ongmally of course there must hue
been a central nucleus of some kind probably 1 piece of vegetation
which subsequently becime detached with the globular thrombus
covering it

In the case here reported the fibrin was apparently depostted
from the urine perhaps around portions of thrombus from the nght
ureter ansing i the first instance 1 relatton to the renal neoplasm
It 1s noteworthy that although the patient s urine hardly ever con
tained macroscoprcally visible blood microscopicnlly traces were
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always present 4nd towards the end of lus Iife 15 much ns g or ¢
per mulle of albumen (Eshnch), perhaps partly due to the presence
of blood plasmr

Loose fibrmous balls wre occastonally found m the serous caxtties,
especinlly the pertoncum and sometumes o hydroceles At the
chnico pathologeal mesting of the Section of Urclogy Reyal
Society of Medhomme, on Junutry 26 1978 Mr A Chfford Morson
(Pro. Roy Soc Ved, 1977 28 21 gog} exhibited a ball Wout three
times as Inrge as a hen's egg which had been removed post mortem
from the peritoncal ¢ty of 1 uremic old man It consited of
concentric fibrinous lamunx deposited over 1 ceniral care, possibly
1 cast of calcified appendis eprplorca Mr G A R Nutch showed
a lamimated fibrinous ball which had been deposited round 2 metal
nuclens of some kind in the pernesical tissue (Proc Roy Soc Med,
1927 8 21 18g0) In the Museum of the Roy 1l College of Surgeons
{no 6133 1) 15 2 much Jarger fibrimous bl deposited o1 er 1 separated
fragment of omentum It was found 1 the perstoneal caty of 1
whale Apparently of sumulir nature though not quute unattached
were some pedunculated pen like globular nodules which I once
saw 1t 1 necropsy Attached to the edges of the lower surfrces of
the lung 1w elderh woman  In 1 stmulir way Arise some of
the free rice gram bodies 1 jounts nd synouial cavities At 1
meeting of the Section of Surgery of the Roy ul Society of Medicine
on December 5 1934 Mr Duncan Fitzwillt ums showed several free,
large smooth olive shaped bodies of this nature which he hid
femoved from an enlarged bursa Luttle polypord growths from the
wlt had evidently become stringulated nd had dropped oft to
become free bodies and ultimately to be covered with concentric
hyers of fibrin

When fibrin 1s deposited on surfaces which have not been cut off
from the general urculatron of blood the fibrin 15 Ithely to become
orgamzed 1nd to gne place to fibrous issue Thus fibrinous deposits
n the pleurt mny become orgized and gne plice to fibrous
thichened pleury  and 2 simiar way  fibrinous deposits on
the surlace of the Iner may deselop into the condition hnown s
Zuckerguss Leber
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ACROPARASTHESIA WITH HEBERDEN’S
NODES!

ACROPARZESTHESIA may be symptomatic of Definite neuritis (toxic
or mfective), a metabolic disturbance of pregnancy pernicious
anzmia (s an carly sign of combmed degeneration of the spmal
cord) early tabes dorsaks, dissemimnated sclerosis, or spinal gliosis
early Raynauds disease and sclerodactyla, acromegaly Pagets
osteitis deformans, cervical ribs and so called scalenus syndromes
Dr L Rau has met with it in association with  Fyperostosts frontahs
interna  (the Morgagm Stewart Morel syndrome ) and Iikewise
m a (proved) case of penartentts nodosa It may occur mn the
‘Bornholm disease  Most cases are, however, so called 1diopathic
ones and of relatively mild degree

‘Idiopathic acroparasthesia in the 1bove sense 1s the term apphed
to sensations like numbness ind pins and needles generally Iimted
to the extremuties especially the fingers often worst mn winter and
the early morning Women are more affected than men A large
proportion occur 1 women of climacteric or post climacteric 1ge
e association with Heberden s nodes and such cases before the world
war of 1914 1918 were sometimes termed (e g, by Oppenheim and
Cassirer} acroparasthesia of the Rosenbach type from a paper by
Rosenbach (Centralbl f Mertenherdk 18go 13 199) two years before
Schulze (Dent Leitschr f Merenhedk 1892 3 300) first mtroduced
the term acropar-esthesia

Heberden s nodes are constituted by osteoarthritie bony enlarge
ment {mostly twin mbercles) at the dorsal base of the termma!
phalanges When they commence to develop they may be somewhat
tender and the shin over them may be slightly reddened but after
wards they are not assocated with redness or Jocal tenderness 1nd
must of course be distingumished from the (now relatnely rare)
tophaceous swellings of chronic gout m the same situation

Though Heberden s nodes m2y be met with m elderly women who
hive never done ny hard work with therr hands (constitutional
predisposttion may undoubtedly play a part) they are far more
often seen 1n those who have had to do manunl housework more
or less Iihe a charwoman —and 1n those who hay ¢ done much needle
work or hnutting That s why I think they hwe been very frequent
during the recent war amongst women who previously had been
unaccustonted to hard work of any kind

Lafer Med Pressand Cic 1945 214 2 6
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Ordinary (hopathic ) acroparasthesia 16 undoubtedly often
brought on or faoured by having to heep the hands much m
water for instanve 1 washing clothes or washing up after meah
The frequent association of the two troubles namely, acroparesthesia
and Heberden s nades 28 noted, for wstance ut hospreal out patient
work durmg the recent war-—so 1s almost to constitute a syndrome
--15 therefore very wtelhmble Much sull remams howeser to be
elucsdated m regued to both troubles

Acroparesthesia?

In a letter to Bt Wed Journ (1045 2 701} X wrote

Dr F M R Walshe (Bt Med Journ 1945 2 596/
elaborates a sunple explanation for the majonty of cases of 1cro
parzsthesia 1n women From his array of arcumstantial evidence
he suggests that most cases constitute 1 nib pressure syndrome due
to atomic drooping of the shoulder gurdle the tib m question being
the normat first b The word atomic tn thus sense should 1 think
refer not merely to musele but also to higamentous and other fibrous
conshituents of the shoulder gardle

1 have been more or less interested m acroparesthesta almost
since the term was first introduced filty three years ago (Schulze
Disch 7 Aetenkedk 3892 3 300) but the wereased number of
cases during the war (notably 1 hospital out panents) made me
recently sum up the mun data bearing on the nature of the con
dition (Weber ed Pr 1945 214 226) as T saw them wwd L re
marked that much sull remamed to be clucdated Dr Walshes
paper does I thinh really throw some fresh hght on the subject
and he comes to a conclusion of farr plausshilitn. With Ben Jonson
one may say

How near to good 15 what s fur
Which we no sooner see

Than with s form and outward aw
Qur senses taken be

There 15 however one feature which Dr Walshe does not take
mta consideration—namely the frequency of the assoctation of
acroparesthesia in muddle aged women with Heberdens nodes
Thu has been obrious during the recent war but the frequency of
this association was already observed by Rosenbach (Z Aerenkerlk

Bt M4 Fum 1945 2 701
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18go 13, 199) two years before the actual term acroparwsthesia’
was first introduced Indeed, Rosenbach, from a study of cases of
acropnresthesia, scems nctunlly to have re discovered and carefully
re desciibed what we usually call Heberden’s nodes To a certam
extent this 1ssocrtion supports Dr Walshe s explination In my
recent account (ctted above) I wrote

Though Heberden s nodes may be met with in elderly women
who have never done nny hard work with therr hands (constitu
tionnl predisposition may undoubtedly play a part), they are far
more often seen m those who have had to do manual housessork
more or less like 1 chairwoman—and m those whe hayve dene much
needlework or hmitting  That 15 why, I think, they (Heberdens
nodes) have been very frequent during the recent war amongst
women who previously had becn unaccustomed to hard work of
any kind

Heberden s nodes, 1s I understand them constitute a conseriatine
osteo arthrthic reaction towards stress of work mvolving the finger tips
When they commence to develop there may be shight local tender
ness and redness of a muld non tfectune inflammatory (1€ reactue)
nature, but afterwards when once fully developed they are not
tender and the shin 15 not red over them and they gne risc to no
trouble except from their unsighthness I take 1t that Heberdens
nodes rcpresent a conservatne reiction occurring especiallv 1n
muddle aged or elderly women of an osteo arthrine disposttion as
a result of too frequent (though usually muld) traumatic stress which
1 many other mdniduals would not be sufficient to call forth any
similar reaction In other words, Heberden s nodes are the expres
ston of a reaction towards stress of workh comparable to the stress
of work which calls forth the ordinary rather mild complamnt known
as acroparasthesia  Contrbutory predisposing factors n both
complunts probably include nutritional and  general hygrenic
errors, chmacteric changes and over fatigue These considerations,
as far as they go, support Dr Walshe s main conclusions

Postserpt —Compare also J Purdon Martin Acroparasthesia
i the Lower Limbs  Brit Med Journ 1946 1 307
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FAMILIAL ASTHENIC (* PARALYTIC') TYPE
OF THORAX

With Congemtal Ectopia of Lenses
A Conilition Allied to Arachnodactyhat

AracunobacTy A {spuder hike fingers) 1s a2 mutational 1bnormality
of development which has been sometumes thought to be ztiologic
ally connected with 2 defect n the puwmtry gland, or some other
endocrme disturbance Typreal examples are charactenized by thin
tunbs with long tapenng fingers and toes an asthemic { paraytic)
type of thorax poor development of sheletal muscles and ectopia
of lenses with indodonesis (trembhing of the s on moyements)
Some of the foll g defects—all doubtless congemtal develop
mental or on a i develop ! b my be asso
aated  shight scobosis  hypho scoboss  kyphosss  or  lordosss

loose yoints  over extensibility of fingers geau recurvatum shght
contraction of muscles of arms scaphord seapule Ingh arched
palate shight abpormality i shape of external cars shght webbing
of fingers shight congenutal cardiac malformation cyche vormung
shight acrocyanous The sntelbgence 15 generally guate up to the
average

Afewyearsage R W B Ellis demonstrated a girl aged 8 years
who showed some features of arachnodactyha (with ectopra of
lenses) and also had fragilitas ossum wath blue scleroties (what some
French authors call Lobstetns disease  after the anthor of the
Tratte d Anatorue ¥ athohgque pubbshed m 1833) the blue scleroties
bemg apparently anherited through the mother the arachno
dactyhia through the father

There are doubtless ¢ 1 dexelop gt d athed
to arachnodactyha m some of which the spider finger feature may
be absent—that 15 to say the fingers wd toes though rather thin
and long may yet be withmn extreme normal hmus wn length For
such cases the term dolicho stenomeba (long stender himbs) sn
troduced by Marfan of Parss 1 1866 s more truly descniptne than
the term wrachnedactyha suggested m 1goz by Achard of Pans
and now generally employed In some cases the hmb features may
be more charactenssuc 1n upper than 1 lower hunbs

Ylar ot tgyy 2 1472

Poc floy Soc AId 1935 24 54 (Sect Dis Child) Creg
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In allustriion T will now give a short account of a brother and
sister whom I have lately scen with 1n asthenic habit of body—
;:spema]l) 2 ‘paralytic type of thorax~—and congenttal ectopra of
enses

The brother, 1ged 19 years, 15 1 somewhat lanky pigeon chested
scoliotic youth, with 1 few ‘strie atrophice of the shin over his
shoulders and gromns, such s oceasionally occur 1n connexion with
rapid growth 1bout the period of puberty without any other obvious
causation ? Shortly after a long fatiguing day s walk 1 1930 he
became severely 1l with what seems to have been venous throm
bosis 1 the left thigh, nd about a year Iter (1931) he had a stmilar
attack i the nght lower limb, but less sex ere and of shorter duration

He hs ieregulir mottled patchy erythema with branched thread
Iike fine telangiectases over both feet more on the left than the nght
foot and more on the sides than on the back or sole The red patches
sometimes become fivid, ind some of them are very slightly rased
The feet are illustrated m the Proc Roy Soc Med 1933 1934 27
137 There 1s no oscillometric or other evidunce of any disturbance
of the crreulation due to obstructive arterral ischemi, and pulsation
1s good 1 the dorsal artery of etther foot The patient has however,
large dilated superficial veins over the front of the thorax and
abdomen apparently connected with compensatory collateral
venous circulation and suggesting that there has been venous throm
bosis in the ilnc vems or even in the lower part of the vena cava
mferior In this regard it should be noted that the erythematous
telangiectanc condition of the left foot developed shortly after the
venous thrombosss mn the left lower himb m 1930 and the smmlar
condition 1n the night foot was first noticed shortly after the venous
thrombosis 1n the right lower limb 1n 1931

There 1s aphakin (absence of erystalfine Iens) m both eyes He had
congenital ectop11 of lenses and operations had to be performed n
1931 and 1932 on one occasion by Mr Frank Juler (as the latter
hndly mforms me) owing to acute glaucoma associated with dis
location of the lens forwards imnto the anterior chamber

The patient s height 15 166 cm (without shoes) and hus weight 15
62 5 kg He 15 of characteristic asthenic build with long imbs but
without the long spider fingers of typical arachnodactylia His legs
hasve apparently become thicker since the attacks of deep ‘venous

s Compare F P Weber Causation of Ste  Atrophica: Cutis Not Due to Stret hing
of the Skin Brit Med Jorrn 19 B 1 255
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thrombosis  Rontgen riy examimation shows no disease of the
thoracie vueera Brachial blood pressure 126'6y minHg  The
blood serum gines negitne Wassermann and Memuche reactions
By radiographic eximination the prtuitary fossa nppears normal m
size and shape

Tam mehined to think that there 1s an sndirect crusal reltionslup
between this boy 5 congemityt devefopmental abnormahty of build
{athied o arachnodactyln) and the venous thromboss 1nd the
telangsectatic condition of the feet It should be mentioned th shight
acrocyanoss has been adready noticed n connexion with arach
nodactyha

The patient s youngest sster ged 15 years (whose eyes my col
league, Dr © Markus bandly esvmoed with me) has extreme
myopsa indodonesss {irembhing imides) wd ectopa (congemtal
subluxstion outw-irds) of the fens in both eyes  She also has shght
spmal scoliosis and lordosis nd a deep depression or well m the
lower part of fier chest someshat resembling funnel chest { Trichter
brust) “her fingers and toes are long but (Bhe her brothers) not
longer than the extreme narml lumut

The patents both appear to be of normal buald fardy thich set
and of medium size with fingers rither on the shart side of the
normal average There 1s no consangwinity between thern and they
do 1ot know of any sl rbnormalities m thexr famddies They
havehad 14 cluldren of whom the two youngest are the brother and
sister with the above described abnormahty of busld So. others wre
said to be Inang and normal The remamung st died of vanous
disenses

Whether or not n spite of the absence of parental consangumity
the bove deseribed condiion 15 2 Mendehan recessve 1 regard 1
3s one of the mnumerable vanetes of congental develapmental
Mutational <bnormabties These can be reduced m frequeney by
the observance of eugenical considerations but obviously cannot be
altogether got rid of for they my alwns wnise de note The number
of mutatianal  diseases yind tbnormnd varmations) which have
already been described 3+ enormous but mam that have been
observed have not vet been recarded new ones will 1nse from tme

© tme and finally atlases and mdexes will be required for thesr
proper classficanion
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PAGET'S BONE DISEASE IN THREE
SISTERS!

Tue exrct nature and wtiology of ostertis deformans (Paget s bone
disease) are still unknown The disense 1s certamly not of syphilitic
origin, as was maintuned by Lannclongue (1903) and some other
Trench writers though n rare cases of mherited syphilis in children
1t my be superficially imitated m a very striking manrer, as one
ofus (I P W, 1908), amongst others, has pomted out

That ac Ieast the nbility to the disease may be mherated 1s illus
trated by the fimily under our present consideration, mn which
three sisters commenced to suffer from typieal osteitts deformans
n the second half of their Ines whilst their nune brothers are said
not to have been affected S Maynard Smith (190,) recorded the
case of a man, aged 42 yews, who had Pagets disease of three
years duration and whose father aged 74 years had had Pagers
disease for thirty five years The disease therefore commenced both
n the father nd the son at about gg years of age A Chauffard
(1894) mentioned a woman aged 80 years 1nd her daughter, aged
6o years, both of whom suffered from typical Pagets disease and
were Ithewse somewhat mentally unsound Berger (1903) spoke of
an old lady with typical Paget’s disease, whose son aged 35 years
had Paget's disease of the tibiz of some years duration Dr E A
Cockayne told us that he was recently shown a woman with severe
ostertis deformns, whose father, according to the patient s descrip
tion had obviously suffered from the same discase Dr Cochayne
says he 1s sure there have been reports published of two sibs suffering
from Paget s disease nd he thinks that mere comcidence can hardly
account for the famuly under consideration with three sisters suffer
ng from so uncommon 1 disease In fct either Paget s disease aself
or some special lrability to 1t must be inherited

THE PrESENT FaMILY

A married woman aged 66 years was admutted to hospital n
March, 1937 saving that for the last four months or so she had
noticed a gradually increasing enlargement of the upper part ot
her shull more marked on the left sside The pattent had enjoyed
good health and did not actually feel 11l Radiographs of the skull
showed the changes typical of Paget s disease On further exammna
tion of the patient nothing else abnormal was found excepting a

\From a paper \ ith Dr H Rast Brit Med J mn 1937 1 918
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radiographic appearance” of the 1schial bones suggesting shght
osteitts deformans there also Blood serum gave negative Wasser
mann and both Meinicke reactions Blood serum calcium 10 4 mg
per cent

The patient s eldest sister, born about 1860 1s hving and healthy
according to the patient, excepting that for the last eleven years her
shins have been thickened and bent In August 1927 this sister
was an out patient at the German Hosprtal under Dr ¥ J Jauch
and radiographs of her skull and night tibia were taken The radio
logist Dr E ] H Roth reported that the skull and the night tibia
showed changes characteristic of Paget s disease

The patient s only other sister who was born about 1867 and
died about 199 had very decided enlargement of the upper part
of her skull for the last few years of her hife

These sisters had nine brothers, none of whom are known to have
been affected with Paget s disease
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THROMBO-ANGIITIS OBLITERANS IN
FATHER AND SON!

CovstDERING the fact that n the ztiology of thrombo angutis
obliterans (Buerger s disease) the 1ssumption of some predispostng
constitutionzl factor 1s almost necessary, It is surprismg that more
than one member of the same familv 15 so seldom affected I mean
that the suggested excrting causes such s tobacco smohing do
not seem to act in the absence of some unhnown constitutional pre
disposing factor—possibly a deselopmental defect m certamn blood
vessels Moreover Istll mantamn that, in London at any rate, the
myjority of the sufferers are members of Central European Hebrew
fanuhes

Meszaros 1n 1931 found that eight members of a pure Hungarian
family were affected with an arterial disease, but s four of the exght
were females and as no microscopic examnation was made, 1 do
not think that his cases were true examples of Buerger s thrombo
angntis obhiterans as he mamtuned For the same reason one cannot
Accept certatn cases quoted by Meszaros from other artrcles on the
subject—namely Niemeyer s cases 1n mother 4nd son and Higier s
cases 1N two sisters—though he also mentions Goldflam s cases 1
two brothers and Idelson s cases in father and son

Samuels (1932) howeier wrote —

In the examination of over 500 cases of thrombo angitis obli
terans I have observed three families in which 1t occurred n brothers
In none of these famhes has there been 1ny hustory of the discase n
parents or grandparents on the maternal or paternal side nor has
there been evidence of the disease in other blood relaties

In two of the families three and in the other fumly two brothers
were affected, but 1n each of the 8 cases heavy cigarette smohing
could be adduced as a possible tovic (exciting) cuse of the disease

Case Report
In the following cases of father and son now under my observa
tion, tobacco cannot be altogether excluded 15 a cause
The father now aged 584 a Hebrew cabinet maker from Russia
had the small toe of hus left foot amputated m London for gangrene
sixteen years ago Next year (August 1922) his left foot was ampu

Lancet 193, 2 72
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tated n Berlm The wound did not heal and m the following month
his left leg was amputated After this he had no trouble m the
stump of hus left leg but m 1924 he began to suffer from pams 1 his
nght toes In December 1626 he was admitted under my care at
the German Hospital London The t1p of the second toe of the right
foot was black and there was some discoloration of the third and
great toes No pulsation was felt 1n the dorsal and other arteries of
the right foot There was normal pulsation 1n both radial arteries
at the wnst Brachial blood pressure 145/80 mm Hg  Blood
Wassermann reaction negattive By ordinary clinical examination
nothing else abnormal was found The treatment included imntra
venous sodmm citrate imjections, small doses of potassium 1odide by
the mouth locally hot air baths Bier s passive congestion treatment
and the application of xeroform powder Progress was very slow and
tresome partly m hospital and partly m his own home but the tip
of the second toe came away spontancously, and finally healing was
complete by the end of 1928 After that he remamed well Isaw him
m Apnil 1937 He says he can walk as much as a mle without
stopping though he occastonally feels a little pam 1 front of the
ankle (his only leg) The cure i this case 1s a functional one there
15 no pulsation to be felt 1n the dorsal or other 1rteries of the foot
and the needle of Pachon s oscillometer grves hardly any oscillation
with the band round the calf He stll smokes about ten small
cigarettes daily

The son aged 33 1s now 1 hospital under my care for thrombo
angutis obhterans he was the second son Two years ago he began
to have intermittent claudication 1n the night leg with the usual
pain m the calf on walkmg and since September 1936 he has
suffered from 1schazmic troubles 1n the right foot—1n spite of mtra
muscular injections of Padutim and Carnacton He has an 1schemic
ulcer on the dorsum of the nght foot and the black mummified
httle toe of that foot has Just been shed spontaneously He savs he
has smoked only about ten agarettes daily Though the left foot
appears normal no pulsation can be felt i the dorsal artery of either
foot The oscillometer mdex at calf lesel 15 0 15 on right side 0 3 on
left side over the right thigh 1t 15 3 5 and over the left thugh also
35 No artennal caleification 15 scen by radiography m either leg
Blood pressure 1n night arm 140/70 mm Hg m left arm  120/60
mm Hg Blood Wassermann reaction negative Nothing abnormal
found 1n ordinary examinatton of thorax abdomen nervous re
actions retin® unine and blood (except shight anemia and leuco
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cytosis) Blood sedimentation within normal hmuts Blood serum
cholesterol 150 mg per 100 ¢ cm Blood uric acid 3 mg per 100
cem Blood serum caletum 8 4 mg per 100 c cm Fasting blood
sugar 0 113 per cent

There 1s now hardly any pun and under rest and local apphica
tions the foot 15 tending to heal A lner extract by the mouth may
be acting favourably

I have never met with thrombo angutis obliterans m brothers
and only ence m father and son—namely i the above described
cases Recently a son of onc of my earlier patients returned from
America with what he thought might be his father s disease, throm
bo angntis obliterins, but on examination 1t turned out to be a
form of chronic rheumatoid arthrtis
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AGNOSIA OF HEMIPLEGIA AND OF
BLINDNESS AFTER CEREBRAL EMBOLISM:

AWELL BUILT man aged 52 came under my observation m Novem

ber 1939 with signs of subacute or chromic bactersal endocarditis
(endocarditis lenta), which was probably already of about a year s
duration  On March 16, 1939 he had had a severe cerebral stroke
with coma and right hemuplegia lasting a few days but with aphasia

alewia and agraphia of much longer duration In fact m November

though the hemiplegia had cleared up he still had a trace of aphasia
and was dihgently learning to read and write agam  On August 1

1940 he had another and severer attack of coma this time with left
hemuplegia—evidently due to right sided cerebral embolism just as
the pres1ous attack had been due to left sided cerebral embolism In
the course of many days he slowly recovered from the coma but the
paralysis of the left hmbs persisted together with the complete
blindness of cortical type which accompanted 1t He could not get
about and lay m bed with his eyes and head directed to the mght
and was unaware of hus blmd and of his hempl both of
which he demed However after this last terrible stroke there was
no sign of active bacterial endocarditis though of course the loud
mitral systolic murmur persisted The last positive blood culture
for a Streptococcus indans was on Apnl 12 1940 I have already
described the case as far as the bacterial endocarditis was concerned

(Weber 1941) 1 shall deal here only with the neurological aspect
of the case

From February to April 1941 he remamned helpless lying in bed
with conjugate deviation of the eyes and head to the right—that 1s
towards the side of the more recent and more extensive cerebral
damage Complete spastic paralysis of the left upper and lower
extremities Very shight left tacial paresis of cerebral type Pupils
large and equal reacting shightly to ight He was completely blind
m both eyes though repeated ophthalmoscopic exammations (Dr
Charles Markus) showed no changes m the fundi Patellar and
Achilles reflexes active more so on theleft Plantar reflex of normal
flexor type on the night doubtful on the left Superficial abdominal
refiexes not obtamed

Sensation Perception and Intelligence —He had complete anasthesia
of his left (paralysed) lunbs excepting that a tactile or painful

*Somewhat enla ged from the La ¢ ¢ 1932 1 44
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stimulus to these limbs 1ppeared sometimes to be referred to the
trunk or to the right imbs (alltsthesia) On other parts of hus hody
he could not always distinguish the position of a tactile stimulus
(allachasthesin), for mstance he confused stimuli on his ear, nose
and hury sealp With his night hand (the left one was as stated
quite anxsthetic) he could not in the least distinguish one object
from another when holdmg nd feeling 1t (bunch of keys watch
comn book, bottle), but he could detect 1 gross difference 1n weight
The astereognosin of objects held 1n his hand made one think of the
want of recogmtion 1 cases of mind blindness and mund deafness
On one occasion he said that the sound of « watch was like the sound
of running water, but on another occasion he recognized the
ticking of a watch when held to either exr He could recognize the
sound of metal being struck close to him He could not always dis
tinguish between the vorces of those he knew Nor could he always
recogmze the direction from which sounds came—there was often
confuston of lnterality In regard to taste and smell he could ds
tingwsh ¢ de Cologne when 1t was held to his nose and a drop of
cognac when pliced on his tongue Apparently he could distinguish
furly well the taste of ordinary foods and sweets especially of
chocolate, of which he was fond

He was unaware of (did not percene) his blindness and his
hemiplegia and demed them both (1nosognosin Anton Redlich
Bonvicint syndrome) When asked to give his left hand he mvarably
gve lus right hand When I placed his nght hand ag-unst hus left
{paralysed and anmsthetc) hand he did not recognize that it was
his left hand till he was told  the left hand felt to lum like any object
which owing to his astereognosia he was unable to distinguish
Moreover, he often made mustahes between right and left both m
speech, when saymng from which direction he thought 2 sound was
coming nd in pomtmg with his night (unparalysed) hand When
asked how many fingers 1nd toes he had he seemed to be calculating
mentally and answered that he had ten toes but stopped 2t nine
fingers Yet in regard to stmple small arithmetrcal calculations there
was no 1cilculit—he 1nswered quickly that muluplying 8 by 3
makes 24 and simular reckonmgs were easy to him In his business
he had been goed at figures and al o 2t distinguishing colour shades
but an eye specialist consulted after the first attack of cerebral
embohsm said that perception of colour had been lost  As to lus
remembrance of colour he could not revisualize correctly he told me
that hs hatr v as hght and thar he bad blue eyes, whereas 1n reality
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Bis b was dark and he had brown eyes  On the other hand, he
sad he preferred blue clothes which according to s wife, he
actually used to like In regard to his memorv generally, he was
nght {according to Ius wife) when he told me there were five rooms
mhis Jast home before commg to England  Apparently he could not
always find the word he wanted but 1 com ersation he conld answer
questions more readily than ask them, excepting, of course, when he
asked for food or other necessaries  He talhed preferably m German,
hisnative fanguage but probably understood as much English as he
had ever known On one occasion he dictated sensible letters to hus
two children s America, but his condition varied Sometimes there
was disorientation 1n time and place He had periods of restiessness
and boduly pains when he made a pood deal of nase and sedatives
Were necessary, at such times especaally there was occasionnd incon
tnence  His appetite was as a rule remarbablv good almot a
buhmmua as if fus sense of satiety had been lost The recurrent periods
of pam—especially 1n the lower trunk nd thighs more on the left
(hemuplegic) a1 e I suspect d with his cerebral
damage, and so, probablv were the periods of great restlessness He
died on April 28 during one of s periods of restlessness at 2 home
to which he had been remoyved on February 28 Towards the end
he lost much werght in spite of continued good appetite

There was no autopsy but hus cerebral symptoms must have been
due to large destructive lesions on both sides of the brain caused bv
embalims from his endocardius fenta That m the left (dommant)
hemusphere probably mcluded part of the optic thalamus and the
fadiating connexion with the ocaipital cortex that in the nght
(mminor) hemuphere probably involsed the opuc thalamus and
mcluded the radiations to the ocapital and part of the paneta) Jobe
cortex The lesion m the minor hemsphere doubtless gave nise to the
remarkable Anton Redlich Bonvicmt syndrome—the imperception
Or agnosia of hus blindness and left hermplegia The cerebral stroke
of March 1939 was probably due to embolism of the posterior
cerebral artery of the left {domunant) hemsphere while m the
ai'ack of August 1940 there was doubtles embolic obstruction n
the right posterior cerebral artery but the re ultng cerebral necrosis
Seems to have been more extensive

Discussion

The Anton Redlich Bongicim Syndrome ~—Imperception or agnosia of

th
’cos‘gns of grave organic cerebral disease~henmuplegia or cerebral
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cortical blindness or deafness—has not ofien been described m
England Anton (1889) was the proncer observer of this class of
cise He reported 3 cases of smperception of blimdness or deafhess
of cerebral cortical type His views were eriticized by Redhch and
Bonvicmi (1go8 and 1911), who described cases of therr own
Babinsht (1923) introduced the term “anosognosia Barkman (192;)
summed up the hiterature and noted that up to 1925 n every case
of agnosin of hemiplegrt the hemplegia had been on the left side—
that 1s to 511, 1t was produced by 1 lesion of the right (presumably
munor) cerebral hemisphere—but Schilder (1935) narrated the case
of a womnn aged 48, with severe night hemuplegia and impercep-
tion of 1t In that patient the domimant hemsphere was prcsumnbly
the right one nd the left was the munor one

Among striking cases in which the neurologic1l symptoms more
or less rescmbled those 1n my present case are some recorded by
KRramer (1915) Potzl (1924) Von Hagen and Ives (1939), and
Nielsen and Sult (1939), 1n whose fifth c1se the neurological picture
was 1 mny respects identical with that of my present case

Their patient 1 man aged 52 had developed left hemiplegia
suddenly five years previously and complete blindness had
followed 4 cerebral stroke on the day before admusston On feelng
his left hand with his right he had the illusion that the left belonged
to someonc clse He had 1gnosa of his left side unless his attention
was specially called to 1t Asked to place his right hand on his left
ear he placed 1t on the night one Asked to place his left hand any
where he used his right one  Asked how many ears eyes, feet or
hands he had he always said one Asked how many fingers or toes
he had he counted to ten and then answered twelie He consis
tently dented his blindness and claimed that he could see everything
In broad dayhght he thought 1t was mght He could not revisualize
correctly He could not recogmize objects when placed 1n his hands
He was always hungry (ke my patient) Touch or pm prick was
more often referred to the other side than to the correct onc He
was a Mewcan and could converse mtelligently in Spamsh what
he had known of English was still farmbar to him There was no
autopsy, but a diagnosts of thrombosis of both posterior cerebral
artertes was made

Von Hagen and Ives (1937 and 1939), who have obtamed autop
stes 1n some cases of agnosta of left hemiplegia, say that Barkman
(1gn5) thought that mvolvement of the right optic thalamus was
necessary for the production of the anosognosia but from theirr own

~
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observations they conclude that anosognosi 18 evidence of 4 lesion
miohing the thalwmus 1n the mmor hemusphere or situated 1 the
ummediite sicimty so as to separate the thilamus from the cortex
of the frontl, panetal and temporal lobes

In most typical cases there 15 1lso left homonomous heminopia
and tendency to conjugate devintion of the eves ind hewd to the
nght, there 15 Also more or less sensory mparrment on the left
(parlysed) side Schulder (1935), Nielsen and Sult (1939) and others
discuss the oceasional nssomation of allochirin (rilasthestn) and
allachesthesta msuch cises  Schilder m chscussing 1 ¢ase recorded
by hramer remarks that st 1s 2t Jeast probable that the same mechan
1m which prevents the patient from appreciating his hemiplegin wnd
the Ieft side of hus body 18 1lso responsible for the transfer of the
sensation from one side of the body to the other

It 1> notew orthy that 1 cerebral agnosia lesion m1y cause not only
some kind of imperception 1n n actuil limb but also m 1 phintom
tmab Thus Schilder quotes from Head

One of our patsents had lost Ius left leg some time before the
appearance of the cerebral lesion which destroyed the power of
recognizing posture After the amputition as i so many sumfbar
€ases he evpertenced movements i A phantom foot and leg But
these ceased immedintely on the occurrence of the cerrbral Jesion
the strobe winch abolished 1l recogmtion of posture destroyed at
the same time the phantom himb

Thke Blateral Blindness of Cerebral Cortical Type —It secms probable
that my patient s complete bhndness of cerebral cortical type was
due to double homonomons hemanoprt s suggested to me by
Dr Russell Bram The attack of left cercbril embolism i March
1939 probably caused night homonomous hemanopia which was
not detected tll the night cerebral embohism of August 1940 pro
duced left homonomous hemimopit wnd thus complete blindness
Tthunk, that 1n the fifth case of Nielsen and Sult (1935) to which I
have already referred a simalar explanation must hold good for the
complete blndness which followed the sccond cerebral stroke, but
m thewr crse the left hemipiegin accompanied the first stroke (not
the second as 1t did 1n my ¢se)

Absolute wnperception of wvisual stimuli  {complete cortical
blindness) as a result of bilateral damage to the occipatal lobes 18
rare In the remarkable case described by Byrom Bramwell and hus
colleagues {1915} there was retention of maculrr as distinct from
Panoramic ision
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A mn died of pneumomn 1t the 1ge of y1, 26} years after an
attach dignosed as acute nephritss, during which he suddenly lost
his eyesight and had 1 series of epileptiform fits He was unconscious
for fourteen dnys, and 1t was three weeks before he could recogmize
voices When he reguned consciousness he was quite blmd but
afterwards his central vision was gradually 1n some degree restored
The fundi of the eyes appeared normal, there was neither mnd
blindness nor word blindness During the rematming twenty SIX
and a half years of his hife there were no fresh head symptoms and
practically no change 1n vision no motor paralysis, no Joss of sensa
tion, no sensory or motor aphasia A large leston was found 1n each
ocetpatal lobe 1t the autopsy

In regard to the retention of macular vison Carmchaels case
(1930) m1y also be noted

This was a boy aged 14 1n whom Geoffrey Jefferson had per
formed a right occiprtal fobectomy  After recovery from the oper2
tion the patient had left homonomous hemianoprt with sparing of
the macular region Four months later there was an attack o
meningitis and the macular region was found also olved the
hemuanopic boundary line sphtting the macula (passmg through
the centre of the macular region}

Pain and Hhperasthesias of Cerebral Ongin —Some of the pams $0
often complamed of by my prtient were doubtless connected with
hus cerebral damage and so probably were his pertods of restlessness
Since anzsthesias and rmperceptions of various hinds may cer
tamly be caused by destructive lesions in the bram 1t seems reason
able to suppose that hyperesthesias pam and restlessness may be
due to local irrtatne lesions or to writation connected with
destructive lesions There are doubtless many other pamns of
cercbral origin besides those constituting part of the thalamic
syndrome

Extreme Loss of Perceptions as a Permanent Result of Cercbrla
Lesions —Agnosias of vartous ty pes may of course be assoctated with
disorientations and other symptoms in temporary cerchral attacks of
ischzmic origm In the following case permanent agnosia for
everything resulted from severe and prolonged brochemical shack,
doubtless associated with very extensive cell necrosis in the bram ?
Thys most extreme example of sudden loss of perception of sensory

I bave somewhat claborated n A Note on the
o

3 ion of the paper
This portion, D percept on and Consc ousness B t Jou  Clid Ds

Cerebral Causes of Defects o Pe:
1947 39 15
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stmult was the case of a boy (aged 4 years when I first saw bum)
which I deseribed (Weber 1931) under the heading ‘Complete
mindlesstiess and cerebral diplegia after status comulstius associated
with ether anesthesn A senes of convulsions occurrm, m con
nexion with an operation under ether anzsthesia at the age of two
years had suddenlv transformed the hutherto normal child mto a
decerebrate unconscious automaton He could neither see nor
hear nor could he percene tacule or pamful stmult in the ordmary
conscious way Automatic reflex responses could however be
obtamed When fed with a spoon the food often remamned 2 hitle
time m s mouth, till 1t was passed on by a reflexly evoked swallow
mg movement Urine and fieces were passed automatically at
mtervals  Dr W Wilson on exanuning the child s ears made the
mteresting observation that nystagmus occurred as in normal mdivy
duals o trymng the calonic test Do palpebral response followed any
nose stimulus Though the boy was blind and senseless  he some
times turned his head awav from a very strong hght Al emotional
mamfestations—smuling laughing crying—were completely absent
He was said accasionally to cough, though I never observed that
myselfl The pupils reacted to hght The patellar and Achiles
reflexes were normal on both sides Superficial abdemmal and
cremasteric reflexes could not be eliated The plantar reflex in the
vight foot was of the normal flexor tvpe that 1n the left foot was
different but not defimtely extensor 1w type It 1lmost seemed to
me that the nerve cells of the cerebral cortex concerned 1n voluntary
movements and conscious perceptson of all ands had been selec
tively destroyed and I suggested analogy to those cases in which the
glandular cells of the whole liver have been more or less selectively
destroyed as a result of prolonged chloroform anwmsthesta Dr
Russell Bramn tells me that he has observed a somewhat simlar men
tal and neurological condition in a patient with adyanced Schulder s
disease To some extent also the condition may be compared to one
of lesser degree (about which Dr ] G Greenfield told me) m a
pattent in whom mental imbecihity was a permanent result of pro
tonged hypoglycemic coma

Amongst other subjects suggested by the present study s the old
one of the simufation of orgame cerebral syndrome by ranous so called
Senctional  syndromes (both paroxysmal and non paroxysmal) m
persons with hysterscal psycho neuroses  Amongst the non paroxys
mal static syndromes the hysienieal paralyses and anesthesias
and blindness and deafness rourhly correspond to the manifestation
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of local orgamic cerebral lestons Hysterical bhindness may at first
superficially resemble organic blindness of cortical type The turgid
redness of the hand superveming in some cases of organic hem
plegia may be roughly simulated by the swollen stuff {but not
really paralysed) red or purple hand of psychical ongin occurnng
occastonally m young women This may be interpreted sometimes
as 1 kind of protest —for nstance, to avoid unpleasant work or
from some other more or less subconscious motine In one such case
the localization of the hysterical syndrome was perhaps first sug
gested by preceding attacks of severe chilblains Such symptoms
may persist for months and years if not successfully treated, so
th1t one m7y really be justified i saying that the condition 15 due
to a persisient hysterical leston 1 the contralateral cerebral hemusphere
though, of course the leston m question must be supposed to be of
so delicate and unstable a nature that 1t may be both caused and
(by successful treatment) removed by emotional and other psychical
mfluences

Summary

In a man of 52 bilateral cerebral embolisms occurred as 1 result
of endocarditis lenta and gave rise to permanent left henuplegia and
complete blindness of cerebral cortical type The patient was
unaware and refused to admut the existence of his blindness 1s well
as of his left hemiplegia—the Anton Redlich Bonvicim syndrome
This syndrome and subjects suggested by the various neurological
features of the case have been shortly discussed

I wish to thank Dr W Russell Bram Dr Charles Markus Dr
H K Lauber Dr Kk Blum and Dr Harry Shaw
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INFLUENCE OF DR SIGMUND FREUD:

Tacrze with Mr Rugg Gunn that 1t 15 sometimes night not entwrely
to hold to the old maxum, De morties ml st bonum, especially n
regard ta outstanding hights of progress such as the late Ssgmund
Freud Though at first there 15 a real danger that something against
the hero may be remembered more than his great achievements,
such errors are always rectificd subsequently when the perspective
hecames clearer

Charcot, wham } myself remember, offers a strihing example of
this By his zealows work and gemus for chmucal research nd
teachung he attracted students and doctors from all pasts of the world
to the Salpetricre ;n Paris He mspired his internes and visitors with
his own spirit His puptls helped hun m searchng the medical
hterature of all countnies, and he always endeavoured to gre
credit for every httle landmark m neurological progress to the
author who had first, or best descnibed a disease a syrmptom or one
of the (now mnumerable) syndromes The push that he thus gave
to the progress of the study of neurology was almost sncredible and
¥et soon fter hs death, there were some who thought of lum as the
physician who had cultnated that specally dramatic type of
newrotic attackh amongst his female patients Lnown as the grande
bystérte of the Salpetniire  Worse sull, everyone knew that Leon
Daudet who possessed considerable mside  hnowledge and had
quarrelled with Charcot s son had wath too satinical sigour held up
the Salpetriere school to ridicule and had even made 1t appear
mfamous 1 Les Morucoles AH that has now been rectified and
balanced and Charcot s posstion will reman medical history
unchllenged except by those few who refuse to ook up the facts
Bven with Wilhiam Osler 1t was not so long ago that Amencan
Journalssts spoke of hum as the physician who {(1n 190,) advocated 2
pamnless death by chloroform for 2lt men soon after reaching 6o years
of age

Surely Treud should be remembered chuefly as the man who, m
the vast castle of hnowledge tooh the giants part w helpmg to
brewk down the barriers leading tmto the gallerses and vowlts of the
subconscious 1t 15 obvious that these gallertes and vaults were
rather dark, and m the dim hght some of the explorers fancied they
could see much that was not really there Since then these chambers

‘Lewter Laraet 1999 2 gob
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have been allumined with artificial Lght and, for the sake of
visitors, Freud and especially his English and American followers
hwe adorned the walls with prctures and diagrams illustrating
rather dismal subjects, which they had (or thought they had) dis
covered m some of the deepest of the vaults these subjects extended
from the much talked of Edipus complex to the complcated
dex of patnicidal anal sadism  Inhibitions complexes, obsessions
have doubtless been attributed to alleged mfantile traumatic
experiences in cases In which the latter existed only m the patient s
mngmntion —1e  as the result of subjection to the psycho
annlytcal examination—or had really ewsted but had no causal
relation to the present symptoms

I am more sceptical than Mr Rugg Gunn of much permanent
harm having been produced by the Freudian psycho analysts, but
a few years ago scientific lecturers on the wireless scemed to have
accepted some of the more dubious Freudian doctrines as having
been founded on genuine scientific deductions I wonder whether
they had examimned the evidence adduced in writings by London
followers of Freud to prove the correctness of many of therr psycho
analytical diagnoses

I do not see how Freud can be held responsible directly or ind:
rectly for the present prevalence in England of certun minor Ortental
euls under which I would mclude dyed finger (and toe) nals
artificially altered eyebrows and the 1bundant use of hpstick and
face pamting—which latter two often produce an appearince
reminding me of an embalmed person I was once shown mhabiting
the hibriry of the house that durmg Ife he had owned I do not
think however that our Phoemician Jezebels should be cast out
from an upper window at the approach of Jehus or at the instigation
of Puritan prophets but perhaps Englishmen nught somewhat Jess
encourage the employment m young women of such artificial
supposed 1mprovements and charms

Anyhow 1t will be on solid ground that Freud s pioneer work will
be immortalized m medical and psychological ustory
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ARGYRIA AND ‘BISMUTHIA!
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In question however, whenever she had any gastric pam, had been
using 1 prescription given her long previously by a well known
London physiian—a siher nutrate pill It 1s really quite natural
that 1n commencing argyma the apperrince of the pigmentation
should shghtly vary from ume to time, according to the turgidity
and vascularty of the skin and the degree of illumination The skin
cnn alter the apparent colour of pigment 1n or beneath it T had a
dark Oford blue spot excised from the forehead of a man, and under
the mucroscope the blue spot was seen to be due to roun prigment
(melanin} m navus cells

Well marked later cases of argyra can hardly be mustahen for
sulphzmoglobmamia and are not likely to be confused with hemo
chromatosis—in spite of the famous hxmochromatosis case ‘Blue
Mary In a man I was consulted about two years ago or so the
diagnosis I found had been already made out, for not only was
there a history of prolonged use of a gargle or other intraoral or
mtranisal mediciment contamng silver but Dr Sheldon of Woher
hampton had been consulted regarding the possibility of hzmo
chromatosis and had practically proved that the cutaneous pig
mentation was due to silver, having had a munute piece of shn
examined by the spectroscopic method Generalized argyna from
silver salvarsan 1s known to occur though 1t 1s extremely rare

According to recent observation there seems 1lso to be 1 general
1zed blackish pigmentation of the shin due to the prolonged use of
bismuth which however rare 1t may be will have to be borne m
mind It could be disungmshed from argyria by the history and by
the spectroscopic exammation of the shin (to exclude silver pigmen
tation) I am certamly mclined to believe m the genume existence of
such a rare cause of generalized cutaneous pigmentation For
Professor David Riesman once showed me a man with black sk
who said that he had always been accustomed to take brsmuth
agamnst a chromc tendency to diarrheea which was habitual to
hum There was no history of taking any stlver contaming drug and
the man could hardly be continumg s work as 1 commerciil
traveller if the pigmentation was due to Addisons disease The
patient was unfortunately completely lost sight of
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BOUNTEOUS NATURE AND OVER-
NUTRITION!

Ir 15 well known that the reserve poner of the vartous organs n
odinary healthy young adults 1s very great Destruction or exaision
ofone hidney does not bring on urema provided that the remaimng
kidney functions well Animal expeniments and results of operations
s human bengs show that a great portion of the hver or the pan
creas can be removed without producing signs of msufficency of
the organ in question Recovery may tale place after destruction
of a Jarge area of the skun from burns m human beings Men with
rery small testes or with only one testis can procreate nd show
no signs of eunuchowdisme Healthy young adults seldom call upon
all the reserve power of therr hearts and I would say that most
persons practically never fully develop and enjoy the reserve pawer
of which their brams— the organs of ther mnds —are capable
We need hardly mention the obvious reserve power of our normal
endocrisie organs—e g the thyrowd gland and the pancreatc wlets

In ordwmary hfe all the reserve power of the above mentioned
organs ss seldom or never called upon but with the digestise and
associated metabolic functions of the body the same cannot be saxd
Though the results of total colectamies and subtotal gastrectomies
and resections of parts of the small mtestine show that the reserve
power of the alrmentary apparatus of the body must be enormous
Yetan prosperous times when bountful nature under human super
vision offers abundance of food 1n quannty and varsety these
functions are not rarely stramned 1o the uttermost Many persons
from childhood onwards hve the hfe of digestive athletes —some
umes 1 addition drinking the maximum amount of alcohol that
they can stand {but with this latter pomt 1 am not concerned
at present) The muscular system—owing to relatnely sedentary
occupations ete —usually fails to heep pace m helping to use up
thys unnecessary intake of food Orver abundance of fuel causes
wncomplete combustion as well as total excess of saste products
tending m the long run to overworh and permanently damage the
raetabolic and excretory organs concerned \Who can doubt that
such cansiderations do not often at least in part explam the gradual
development m middle hie of obesity diabetes mellitas high blood

From alett 10 th Lanees 1948 1 tot
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pressure and chronic gouty, artenosclerotic and nephritic troubles,
especrlly when there 15 already an mborn (possibly famubal) pre
disposttion®

No wonder then that wartime conditions—by fimiting the mtake
of food and by wcreasing (n vartous ways) the output of energy,
thus necessitating more perfect metabolism—mprove the health of
many persons During the last war at 1 hostel for foreign soldsers on
leave I'saw anonce somewhatlike  Vangez ben mass ne gaspille. pos
A sumilar notice might be more 1ppropriately posted up in peace
time in many houses of all civilized countries Somewhat altered
populr habits with regard to excess in eating (as well 2 1 alcoholic
drinks} have already probibly contributed towards the mudern
increvsed 1verage life expectaney for adults

I do not, however wish to overestimate the bad effects of what
I call ozer autritron which 1n reality 15 rather a kand of wrong nutnition
Brain workers even when they take next to no muscular exercis
must of course not be starved They often feel the need for sttmu
lating food A lady told me that her husband required a great deal
of meat, because he was a bram worker! Frequent and \ery small
meals do really help to sumulate sedentary wrters and bran
workers certamnly more so than the customary regular full meals 1
believe that the craving for food often felt when a continued effort
has to be made m writing a long article or book (especially by those
who are not authors by profession) 1s natural enough but shonld of
course not be satisfied by large amounts of butchers meat A well
known medical author on a subject connected with diet once told
me that, when finishing a book or artcle, he had himself derrved
great help by temporartly leaving s ordmary work in London and
Itving in a quret place on a diet with cheese as an mmportant con
stituent

It seems that overeating by some bram warkers 15 due to a call
by the tired bram for food and stimulation but doubtless the satis
fymg of thus call by Jarge (and meaty) meals 15 a great mstake and
may be finally dsastrous if long contmued For temporary reacing
and writing at mght stmulation by coffee or tea used to be most
frequently resorted to but I think thar plam mulk chocolate
{always easly obtamable 1 peacetime} 1s generally more useful
{at least to small eaters ) and less Iikely to disturb subsequent sleep
Some day perhaps a vitanun or specia) substance will be discovered
for bramn work, which will get rid of the pecular craving for food
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that 1 some cases becomes tiresome It seems that the temporanty
overworhed brain demands a much larger quantity of food than
what at the time 1s required by the rest of the hody i the hope (sf
1 may so express my meanmg) that 1t may extract from this quan

tity 2 munute but suffictient amount of some prectous substance
which will act towards 1t bhke 4 vitamin and stimulant

Corollary, On Doubt in the Elderly

Among the problems connected with the subject of old age there
is one that seems to me worthy, so far as possible of special mvesn
gauon | refer to the calorie value of the diet duning the prime of
Iife Tt has been suspected that a very gh calorie value—~espe saily
excess of meat—tends to shorten hfe death ocrurring at between,
say 60 to 70 years of age nstead of between 70 and 80 It would
be very mteresting of dietetic imvestgations could throw hght on
this subject Even during my Lfe time habats seem to have changed
cansiderably much less meat bemns, consumed by well to do men
in the prime of hife (I refer of course to ordinary tumes of peace)
The metabolic and excretory organs (especially the kidneys) are
presumably less constantly overworhed and mauntam their proper
functional activity to a later period of hife this may partly account
for the modern 1ncrease of old persons with normal mental powers

Is there any reason for endeavouning to ncrease the number of
old persons® Yes 1 think so One of the chuef advantages of healthy
old persons 1 a community consists 1 believe 1n their accumulated
knowledge and resultant doubt Doubt grows with know ledge
(Goethe) and knowledge should mcreise with age Ol persons
owing to thewr knowledge and doubt should be less prone than the
voung to that hind of fanatical ceritude which provakes enmty
aggression and hasty war (After Brit med 7 1946, 1 996 letter )
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EUTHANASIA AND THE MEDICAL
PROFESSION!

Soue mught think that 1 discussion on the above subject was out of
place 1 wartime, when so many of the world s young men are
bemng killed daily on the battlefield Answers to 1 questron recently
put to the BB C Brams Trust show otherwise Professor Joad, who
seemed to be the onlv one 1n favour of makmng euthanasia (under
proper precautions) legal said that we were pitchiorked into fe
without so much 1sa by your leave, and 1t was only farr and rational
that we should be enabled to get out of 1t, 1f excruciating pain from
incurable disease made hfe hopeless and mtolerible and it when
still m possession of our reason we earnestly begged for a pamless
death He added that when we were sending so many young men
daily to thewr death in the war 1t seemed hypocritical to deny
euthanasia to a few elderly persons in mtolerable pam from meurable
disease

The arguments 1n favour of euthanasia are of course not really
remforced by those who in poefical pesstnustic moods uphold the
saymg of Theognis of Megara that 1t would be far better never to
have been born but once born, the next best is to get out of bfe
and 1ts museries as soon as posstble Fpicurus ashed why persons who
hold such an opinion so seldom commt swerde Apart from religous
and stoical and mystical considerations the most rational answer
to this scems to be Sir Thomas Browne s sentence (Urn Bunal) The
long habrt of living ndisposeth us for dying

But I must return to the question of euthanasia m 1ts moderft
limuted sense The pros and cons from the ordinary common sense
points of view and from religious mystical and moral considerattons
may be shortly summed up It nught be muntamned by some that
we are not just pitchforhed 1nto life but that the adventure of hfe 1>
granted us as a privilege for the development of our souls How can
it be proved that our souls were not eager for the opportunities
afforded by earthly hife that the experzence of the death of the body
(with or without pains) 1s not m some way of value to the soul for
1ts Life hereafter and that the voluntary giving up of our present hie
may not n some w1y be punished® On the other hand we have 4
fragment of Euripedes suggestng that if human beings were to know
what (happimess) awaited them on the other side no one nught
be left here on earth to keep the human race m existence
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Whether or not we are all, nolens tolens, pitchforked 1nto hfe, we
are certamnly often pitched out of ift by disease or accideat, sery
much against our wishes Some of the old dance of death pictures
represent Death approaching a doctor just as the latter 1s examining
apatient s urme The long habit of hving {(and the habit of exam
mmg patients urmes) ndisposeth that doctor for dymng On the
whole 1t does not seem probable that m ordinary times of peace and
plenty enthanasa 1s likely often to be desired by sane mduiduals,
without urgent reasons

1 regard Nature as one of the mamfestations of God and believe
that we human hemngs have been gradually permitted to acquire
more and more control of Nature—of which we oursels es constitute
a part One often hears Nature blamed for cruelty which we our
selies—a part of Nature— might nowadays, and po sibly are
mtended to prevent We have been enabled to avord much uffering
and death by aseptic surgery, anwmsthetics anodynes chemo
therapeutic means, etc Why should we not 1n exceptional cases of
chromic painful incurable disease relieve the patient of hus hfe at his
repeated earnest request” It has been suggested that if the duty of
adminustering legal euthanasia devolved on doctors, people mught
come to regard their doctors as perhaps also their executioners and
this would damage them m the useful exercise of thesr profession But
18 1t night for doctors to oppose the introduction of legal euthanasia
merely owmng to any professional and possibly selfish fear con
nected with such a suggeston® Anyhow from what I have myself
observed 1 agree with many 1f not most other members of our
Profession that the actual pamns of inturable diseases and of dying
haye been greatly overestimated 1n the popular mind and I believe
that euthanasta 1f made legal would relatively seidom be earnestly
demanded



XXIX

MONEY PRODUCED BY EXPLRIMENTAL
PATHQLOGY:

In the editorsal wrticle of March 21 (Med Press and Cire 1945, 213

177), the use of dogs teeth as a mitive form of money m part of
New Guinea 1s alluded tom a very mteresting way But these dogs

tecth were only smail change to the canme teeth (tusks) of boars,
when the tusk had grown 1n a circle so as to form a hind of bracelet

much prized by the natives 1s an ornament One of the finest
circular tushs that 1 have seen was shown by me 2t the old Patho-
logical Society of London (Trans Path Soc Lond 1895 46 337)

It was a boar s left lower tusk, which owing to want of opposon
from the upper tusk had overgrown so as to form a complete crdle,
the point having entered for 14 mches mto the permanent pulp of
sts root The wrritation caused by the entry of the point nto the root
was evidenced by transverse ridges on the root and deposimon of
new dentine between the pomt and the walls of the pulp cavity

The natives artifictally produced such circolar tusks by breahing off
the upper tusks of young bors, so as to allow the unopposed lower
tusks to grow 2 ciecle It took several years to obtan a pair of
this boar s tusk ring money  as I would call it Two hundred canme
teeth from dogs were equu alent to one creular tusk  With two such
tushs a pig could be bought but the finest specamens were tresured
as heirlooms and were handed down i the fanmly from generation
to generation Here we have 1 genune example of the making o
money from pathologual experiment (F P Weber Pathological Money,

Endocnine Tumours and other Essays 1936 p 1q3)
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EXPLANATION OF THE URGE TO COLLECT!

Amovost the beneficial primitive mstincts connected with the
survival of the fittest and the human evolutionary progress—after
Darwm, T H Huxdey etc —is the urge not only to find sufficient
food to satisfy immediate needs but also to acquire a store to guard
aganst want 1n the immediate future This mstimcnve urge to
acquire and collect 1s of course, not lumuted to supphes of food but
apphies also to clothing and other things useful for self and farmly

also to articles of personal adornment and jewellery Unfortunately,
as the late Dr Charles A Mercier especially pointed out the means
may become an end 1n 1tself, and 1diots may have an urge to collect
rubbish (including possibly filth) of all hinds “hsers may put up
with dirt, and even half starve themselves 1n order to collect gold,
for which they have no other use than the pleasure it gres them m
possessing 1t This 35 surely an extreme example of an mstinctive
salutary urge having become perverted so that part of a means 1s
preferred to the end

It 15 to the combinauion of an mstinctive urge to collect with
asthetic tastes and a desire for fustorical scientific or other special
knowledge that we owe our collectors of pamtings and works of art
coms hooks objects of natural history etc and the foundation of
our great libranes art galleries and museums Here one may note
that proper collecting of coms and medals necessitates studv of
history, brography geography, the rise and decadence of art
[anguages and mseripuons and the whole subject of barter and
medwms of exchange Many distingmished member< of the medical
profession 1n thus and other countries have been great collectors
I'need scarcely mstance the brothers John and Willlam Hunter {the
Iatter with his collection of ancient Greek cons etc  now in the
Unnersity of Gla gow) Sit Hans Sloane Dr Ruchard Mead and
Sir Jonathan Hutchmson Sometimes the desire to increase know
ledge— e g the knowledge of the history of medicine—acts as an
added stimulus to collect I remember a speaker once at the Royal
Society of Medicine {Jonathan Hutchinson junr) cluming, that
colfectors were the salt of the earth  Undoubtedly this 1s often truc
of individu 1l collectors esen if the collecting be considered mamly
as a hobby and even though 1t must be admutted greed and jealousy
as well as wholesome competition may act as sumuli Alas' the
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acquisitive mstinct— gone wrong —with or without a superadded
‘dog m the manger attitude, hns not rarcly been the cause of
murder ind other crimes amongst mdniduals and of wars amongst
nagions

Listening to day to the BB C Brams Trust answers to the ques
tion~— How do you explun the urge to collect? *~—has mduced me to
write this note The Brams Trust answers scemed to me very far
from the mun pomt which the latc Dr Mercter would have pre
ferred One member of the Brains Trust hinted that to gne a com
plete answer he would have to broach some unspeakable psycho
analytical views After that I should not be surprsed to hear some
one mamtaiming that constipation 1s mainly due to a muserly vrge
to collect, 1 e t0 subconscious unwilingness to part with the accumu
Inted store of material jn the sarge mntestine!
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SOME EPIGRAMS, ETC
ErigraM on the remnant of an mcendiary bomb which penetrated
through the roof of my hospital (mudday September 13 1940), and
1s now used as a rest for pens

One day I whistled through the arr
And nearly set the place a flare

But doctors smothered me with sand
And now to rest their pens I stand
Could pens prescribe a lasting balm
Of peace they d win the highest palm
Of victory It should be real peace,
For war and hatred both to cease!

Epigram on the remnant of an incendiary bomb which one
night 1n September 1940 fell on to the roof of the block of London
flats where I sleep and now serves as a rest for pipes *

One mght I whistled through the air
And tried to set the roof a flare

But porters smothered me with sand
So now to rest thetr pipes I stand
From bombs of war to pipes of peacet
Real peace! How else can hatred cease®

In November 1941 when I had read an essay by Professor Ryle
and a poem by Samuel Butler

Farewell good cheer my colleagues dear
Tis true 1 trust we 1l have no fear
Perhaps indeed there 1l be no paimn
But tell me shall we meet agan®
Our names may meet like any name
On the hall s mural scroll of fame
Our souls duffused 1 zther vast

Will have forgotten all our past—
How one sud Yea and one said Nay
And on which side we stress did lay
But all our thoughts in some wise live
Blended with those which others gne

tARer St Barth lomew s H pt 1o London December 1040 p 41
Aftec St Borth lomew s H p tal Jorn London January 1942 p. 63
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Samuel Butler » poem 1n question was quoted mn my Aspects of
Death,’ 4th edition, 1922, p 216 Professor J] A Ryles excellent
essay ‘Of Death and Dying (Lancet, 1940, 2 401) has been humor
ously hikened to glad tidings m telegraphic style All's well Death
15 mostly pamless  Therefore enjoy your lfe by Ining with zest
without fear, but to good purpose The 1dea of the diffuston of the
soul or mind 1n wther (not ether) occurs mn an nscription now m
the British Museum, on the Athenians who fell i battle before
Potidxa, 431 429 B¢ My conclusion on meeting agam 15 con
tained m my last two lines Ather means hterally the high ar
of the sky, but I thunk st permisstble to use the word symbolically
for the awry Utopra (=nowhere) of a poet s dream—or for Nirvant
As to wguments for immortality one can always as a last resort falt
back on what one might term the scientific rationalizanion of metem
psychotic diffused immortality—to which I referred in a review
‘Scrence and Immortality  Medical Vagazine London 1906, 14, 248

In regard to the word Glomus (Masson s glomus tumour) *
Ulcera, nor ulcz, corrurapunt corpora nostra
Et glomus haud glomus Massonem laude levavit
Ulcus nunc ulcer cur non glomer ? Anglicus mquit

The old style consumptive
Cavernen rechts Cavernen Iinks!
Und 1n der Mit emr armer Mensch

A rallymg cry for two m search of truth ¢

Verum quarimus audaces et vrvimus ambo

3pfad Fress and Cire 1943 210 24 e
4 Aspects [ Socsal and Pol tcal Thought—a Comre p de ¢ by F Parkes W ber
a)do{\paﬂ};gnn‘]wlﬂ\l{x H K Le 13&Co 1945 P 51
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After the encomium on Work and Exercise in Thomas Carlyle s
Past and Present, 1843

Let others rest 1f they would rust
Before they must return to dust
It s exercise that T advise,

And so will you 1f vou are wise

Ambulare se curare
Se movere est valere
Laborare est orare

Nox et quies immunent ®

Let me explore the mountan s height
And paths, 1 frosty weather,

One wide view take before the Night—
‘With Joy and Trust together ¢

F Parkes Weber dpctsof D th London third edition 1918 p 357
Some Thoughts of a Doctor  London 1935 (from title page)
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PALINDROMIC RHEUMATISM!
PaLiNDROMIC rheumatism 1s a consemient term for some clmical
syndromes of uncertain causation and for component parts of more
complicated ‘compound syndromes

Hench and Rosenberg (1944) described thirty four cases of
new recurrent disease of jomnts and adjacent tissues multiple
afebrile attacks of acute arthritis and periarthriis In some cases
there were also recurning para arthritic swellings of soft tissues
the neighbourhood mcluding 1 a few patents small temporary
mtracutaneous or subcutaneous nodules The attacks developed
suddenly, generally lasting only a few hours or days but recurring
repeatedly at short or long urregularly spaced mtervals They were
manifested by pamn swelling, redness, and disability of one (some
times more than one) small or large jomt Lattle or no constitutional
reaction or abnormahty was revealed by laboratory tests and no
significant functional pathological or radiographic evidence of
disease was found even after scores of attacks n spite of the transitory
presence (in some cases 1t least) of an acute or subacute inflamma
tory polymorph exudate 1n the articular tissues and cavity

The mcadence was about equal i the two sexes The patients on
admussion were aged 21-73 (average 42) The age at onset of the
disease was 13-68 (average 34 9) The recurrence notably changed
1ts frequency 1 four patients The mtervals between attachs differed
materially in different cases and from time to time 1 the same case
As already mentioned usually only one jomnt was involved m an
attack Almost any joint mn the body was lable to be affected
Finger jomts (notably proxtmal nterphalangeal jomnts) were
especially frequently involved and then i order of frequency came
wrists shoulders knees, toes and elbows Tendon sheaths were
also occasionally affected by sudden sumlar attachs

Terminology
Hench and Rosenberg (1944) who mtroduced the name
palmdromic rheumatism pomt out that palindromic 1s sumply
Greek for recurrent and they prefer the relatively vague and
non committal word rheumatism (as in frequent medical and
3 6 2 931

fony terma i mehcal 25 ol as popular use are somes hat vague and s cly
tic coarctation 1 often used by medical writers 10

spealng mexact Thus the term Aot oo ietly sign fes nothung more than aort ¢

raean stencss of the anrtic isthmus
otenosts (stenosss of the aortic valves and or fice)
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popular use) to the more exact word arthntss* Indeed the symp
toms are not absolutely himited to the jomts for there are sometimes
pararthrtie (para arthrtic or para wneular) swellings and nodules
and the tendon sheaths—and sometimes burse mnotably the
olecranon bursa (see below)}—may be 1m ohved

1t seems 1o me that the term  palindromuc rheumausm  mught
well be used 1 a wider sense to wclude attacks of mtermuttent or
recurrent  hydrarthrosis (whether strictly penodic or not) as
described by Schiesmger (1899} Garrod (1910) and many others
the term nught also be used for some at Jeast of the cases deseribed
by Sobis Cohen (1914) n his paper on angloneural arthroses com
monly smstaken for gout or rh and for hahl s
{1939) attacks of allergic (?) rheumatsm One may note by the
way, that the curious recurrent 1ttacks descnibed under the headimg
Urticaria tuberosa of Willan {Niton 1916} have analogies with
argroneurotic cedema and para articular phenomena of mtermuttent
hydrarthrosis and palindrome thenmatism

It 15 true that some of Solis Cohen s cases were febnle whereas
the attacks w Hench and Rosenbergs patients were afebrle as
were most of the itermattent hydrarthrosts attachs referred to by
Garrod and others Most of the cases of imtermattent hydrarshrosis
were definitely periodic wherens the mtervals between the attacks
i Hench and Rosenbergs cases were wregular Though the
differences between these vamous classes may be conuderable
enough perhaps to separate them roughly into svamous chinical
syndromes  the pomts of resemblance are I thunk  sufficiently
marked to jusufy therr collection inte varous syndrome groups
under one heading  palndromuc rheumatism

Ztiolegy

Can there be any common xtwological factor m all these cases?
There 15 some resemblance between mdnadual attacks of palin
dromic cheumatism and the wchnowledged allergic jomnt symptoms
of serum disease  Manv have nated an analogy wath angoneuratic
edema whach a few of the patients abo had Schlesnger (18g9)
was struck by r bt etween otte eedema and
mtermittent hydrarthroms and suggested that some cases of inter
mttent hydrarthrosis were really angroneurotic cedema of synavial
membrane In the famubes of some patents with pabindromic
rheumatism (in my enlarged sense) there have been allergre mar
festwons such as urticana  angioneurotc cedema  asthma and
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I think, recurrent vomiting Apart from allergy m famuly hustory,
it may be noted that some of Kahlmeters (rg3g) patients had
urticarit angtopeurotic cedema, asthma, or mgrame It must be
admtted that palindromic rheumatism (in my sider and more
mclusnne sense) s mttmately allied to allergy or some process
resembling, allergy even if no causal allergens for the attacks have
yet been discovered Focal sepsis has probably been a causal factor
in some cases owing to bictenal allergens beng discharged at
times nto the blood stream One m1y suspect an mborn tendency
as a factor mn 2 few cases i which a fammily history of sunilar attacks
and acknowledged allergic conditions was forthcoming Frenkel
Tissot (1916) reported that m a group of four sibs, three had had
mtermuttent hydrarthrosts (hnee), and the other was subject to
pertodsc attacks of migramne and occasional urticarsa

Symptoms
Garrod (1910) agreed with previous writers mn dividing cases of
mtermuttent hydrarthrosss inte primary and symptomatic cases
In primary c1ses the periodic swelling comes on as an olated
event sometimes afier an injury nd the affected jomnts which
are in the great majority of instances the knees recover completely
or almost completelv i the mtervals, at 1y rate m the earlter
stages In symptomatic cises, on the other hand the affected
Jomnts hwe already been dtmaged more or less severely by ante
cedent dnease such as the more obsunate forms of gonorrheeal
arthrius or the crippling lesions of many jomnts commonly classed
as rtheumatowd 1rthrtis or arthritis deformans In other respects
the c1ses of the two classe closelv resemble each other and the
obsersation of a series of examples inclmes one to the opmion
that as Linberger (1901) mamtuns mtermittent hydrarthross
1» 2 phase or symptom of varous diseases rather than a discase
sur generts
A woman aged 67 1 hospital at present wath old osteo arthritis
wnd pernious anzmia was under my care about 1919 (when
she was aged 40) with recurrent but not periodic ttacks of
swellmg stuflness, and pan m the Ieft knee each attack lasting 2
few days The radiologist (Pr James Metcalle) suggested mter
mttent synovitis
Garrod (1910) draws attention to abrupt changes m the features
cometimes scen possibly mn connexton with therapeutic measures
when the mtermttent hydrarthrosts ceases and 15 resumed *fter 2
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more or less long pause The frequency may change or the 1ttacks
may recur on the opposite side of the body I was once shown an
excellent example of such & change {2 cue of Dr O B Bode) Of
concurrent conditions, Garrad writes, pregnancy exercises the most
concpicuous wilnence on the course of mtermuttent hydrarthrosts
In most recorded mstaces, the artientar astacks have ceased during
pregnancy, but not always throughout the whole penod of preg
nancy In certamn cases hydrarthross attacks hwe shown relanon
to menstrual periads  Attacks have been more severe or less severe
when they comuded with menstrual perods

The small temporary pararthriuc antricutancous and  ube
cutaneous nodules, mvestigated by Hench and Rosenberg in some
of thetr <a es remund me of the bttle nodules which sometimes
suddenly desvelop and spontancousty disappear m ¢ses of rhenma
tod acthrits and which may represent an early stage of the welt
krown chromt necrobtotn. ubcutancous nodules of the rheumatod
arthnius type  Weber 1946), though they become reabsorbed
without the development of necrone fory

Seme More Complicated ‘Compound’ Syndromes

Palmdromic rheumatism m my proposed extended sense t also
3 consement term for prominent features of certan more tom
pheated yndromes which are probabh almost umgue I will gise
o examples

The first case can be described as one of p dmdromic rheumatism
without permanent changes in or round affected jomnts with
securrent  allergic °) attacks of Memeres syndrome  without
resulung deafness and with recurrent (allergic ?) attacks of iritss
with pain but without permanent syn chue or permnent changes in
the cyes

Case 1

A map aged 28 with the above mentioned complamnts  was
admtted to hospital on Ausust b 1946 for imestigation He had
been born sn Burma of Batsh parents and had been married one
year—no children

Hstory —Seventeen years ago he had begun to hase attacks of
Pain in the tup jomts cspecially the night one The pun had been
felt n the jomnts rather than about the Jomts or i the bones)
someumes radritng, down the thugh from the affected hup jomnt
The pun had been bormg and especially sharp on moving Besides
the pamn there had been a sensation of stiffness No focal tenderness
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no defimte periodicity, but on the average about srx months'
interval between attacks which had lasted usually a fow weeks
Nothing abnormal had been detected on radiography The attacks
had apparently been afebrile and not accompamed by constitutional
sympioms No definne diagnosis seems to have been made Rest
mn bed for five months had been at first ordered, but had been
followed by no obvious improvement Rest had therefore not been
regularly adopted for treatment The pan had usually been m the
right hip jomt but sometumes n the lete Both sides had neer been
affected together No other jomts had ever been mvolied Last
attack had been 1bout three weeks ago right more than left hip
Both hip joints had been affected but onc side had been completely
free (after two week ) before the other had become pamful (for a
week) Pauent does not go to bed for the ttacks though occasonally
owing to the pun he has had to rest

The attacks of Menicre s syndrome had never come on at the
same tune as the jomt pamns The first sharp attack had been twehe
years ago accompatmed by vemuting Patient had woken up one
mormng unable to sit up or turn over m bed he had vomuted four
or fne times bat the yvomtung had not been accompamed by a2
sensation of nausea thit attwch had lasted thurty six hours The
nest attack h d been a few months Iater Theinterval between nttacks
had varied from a few months to two years up to three or four years
ago but since then the attachs had been more frequent though less
severe escepung for onc severe (the last) attach six weeks ngo The
average durition of the attacks had been 24-30 hours but they
mmght last up to three davs No causal factors had been discovered
Prodromal symptoms had been a hnd of hght headedness and
tinmitus  shight at first but becoming more pronounced as the
attack gradually developed There had been no associated deafiiess
aither during or after the atticks—heanng not impared No
associated herdache, no assocrited ancontimence Of the svertigo,
patient saxd that his surroundings seemed at first to revolhe but,
when he lay down objects scemed to pass back over hus vertex from
¢he front The attacks appeared 1o be rehieved by lymng fint on the
pack—? aborted by prlocarpine gr 15

Seven years ago he had developed the first of seven or eight
attacks of wtis That attack had been on the right side and had
lasted about eight weeks Pauent had had only one attack on the
feft stde, the two sides had never been affected sumultaneousty
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The attacks had heen accompamed by considerable eye pam,
especially on comung mto the light from a dark room They had
occurred at about yearly intervals average duration about a month
They had varied m intensity No precipitating factor known The
last attach had been 1 January 1946

The eye, ear, and jomt attachs had never accompamed one
another not more than one of the three hinds had occurred at a
time

Patient s general health apart from the above troubles had been
good and there had been no other serious complaint There was
nothing m the famuly history specially bearing on the subject We
heard priately that the family was delicate A sister had recently
had pencarditss after sinusiis at the age of 23 Patients mother
had died young cause uncertan Patient had seen various special
ists A salt free diet had not helped Dr Norman William Gardener
had always treated patient for Ius eyes—with atropme ointment
and by steaming Dr Gardener 1s certain that the eye attacks were
definitely mtis possibly tuberculous There had been defimite initic
exudate (plastic intis) but no permanent synechie This s had
affected only one eve at a ime He cannot remember whether there
had been any sluggishness 1n pupillary reaction change 1 colour
of the affected r1s or any mequality of pupils before atropme
treatment had been begun

On Admssion to Hosprtal ~Height 5 ft 63 weight 8 st 12 1b
Tall hyposthenic type rather delicate looking No evidence of
anzmia Tecth tongue tonsils and throat nothing special No
obvious enlargement of any superficial lymph glands No evidence
of atent tetany Cardiovascular system ml special Brachial blood
pressure 135/80 mm Hg Respiratory system mil special Abdomen
nil special No achlorhydrna (August 10 1916) Central nervous
system  nil special Eyes very shght lateral nvstagmus shght
myopita Hearmg good on both sides Nervous reflexes (deep and
superficial) normal Urine acid trace albumin a few hyahne casts
But on another occasion nothing abnormal was found sp gr 1020
acid No other abnormal urmary symptoms Radiograms of both
hip joints and of shull (Dr ¥ G Wood August 6 1936) nothing
abnormal Blood Wassermann reaction negatne (July 17 1946)
Blood sugar 110 mg per 100 c ¢ Blood uric acd (August 16 1946)
3 2mg per 100 c ¢ Sedimentation rate (August 7 1946) first hour
6 mm two hours 17 mm (hourly axerage 7 mm ) Blood-count
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(August 17, 1946) red cells 4 950,000 per ¢ mm , Hb g6 per cent
colour index 0 97, leucocytes 7 000 per c mm On August 21, 1946
the leucocytes were 7 goo per cmm  (polymorphs 76 per cent
Iymphocytes 23 per cent, eosmophils 1 per cent)

Pattent 1s now under observation at home, apparently at present
m good health

The symptoms m this case are clearly enough defined to constitute
a definite triad syndrome but no other exactly similar case seems to
be known It 15 difficult to avoid the conclusion that each of the
three syndromes constituting this compound triad syndrome 15
Allergie though no focal sepsis or llergen has been disconered

Quinche (1g921), among the numerous unusual localizations of
his angioneurotic eedema does not seem to have mentioned the
mternal ear and Menere s syndrome Duke (1923) suggested an
llergic ongm for some cases of Mentere s syndrome He referred
to a man and a woman with defimte allergic hustory i whom
Memere s attacks seem to be caused by certam articles of food The
ttachs were relieved by adrenaline and by the mvadance of the
foods 1 question attacks could be reproduced by eating such foods
or by mtricutaneous mjection of extracts Willitms (1945, 1946)
has recently elaborated an allergic explanation linking Menteres
disease or rather syndrome—which he terms endolymphatic
hydrops of the ear—with vasomotor rhimitts etc as mamifestations
of physical allergy m the head

In regard to the recurrent attacks of writis I think they are most
probably also 2llergic Though I know of 2llergic cataract (so called
dermatological cataract) occurring 1n subjects with allergic derma
toses {eczema prurigo syndrome with or without asthma nevroder
mute), and of allergic conjunctivitis—e g that assocrated with hay
fever—there 1s apparently no ophthalmological literature recording
recurrent mritss as 1n this patient (compare Rudley and Sorsby, 1940}
If the patients jomt attachs had been real (* streptococcal)
rheumatism mstead of pahndromuc rheumntism, the attacks of
s might have been supposed to be rheumatic mntis and therefore
allergic 1n so far as acute rheumatism 15 now generally supposed to
represent an nllergic response towards the pathogemc agent of acute
rheumatism (? some hemolytic streptococcus or virus) It may be
noted, however that Parry (1939) recorded recurrent attacks of
midocychtis m a young woman apparently allergic and due to

hypersensitivity to €gg white
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In short this case strongly supports Schlesinger s original views
of 1899 according to which the condition would be angioneurotic
edema or, as he preferred to call 1t, hydrops hypostrophos— e,
recurrent cedema—sometimes of the synovinl membrane of a hup-
Joint sometimes of one s 1nd at other times of one mternal ear
the cochlea begimning to be affected before the semicircular canals
The ms attacks 1t must be admitted are rather chromc but
probably i some localizations angioneurotic dema may be
relatnely chronie An allergic reaction may doubtless be chromic
of there 15 persistent action of some known or unknown allergen 1
an allergic subject Recurrent acute reactions can gue rise to
chrome (persistent) chanses I behieve that Loefflers transuory
pulmonary infiltrations with eosinophilia are nothing else than
angioneurotic cedema  but apparently 1ttachs are not always quite
50 transitory—compare the case of a man aged 19 with a history of
hay fever, shown by A Ilkeles and N R Butler at the Climenl
Section of the Royal Society of Medicine on Aprl 12 1946 as an
example of recurrent transitory pulmonary mfiltrations with
eosinophilia {chronic type of Loeffler s syndrome)

The second case 1s one which the late Tord Dawson discussed
with me in 1942 1s a puzzhing rarty

Cast 2

The patient was a tall strong loohing min aged about 60 who
since 1936 had had attacks of swellings of the hands or feet usunlly
only one side at 1 ume The forearms knees and legs had been
similarly affected Sometimes also there had been sudden enlarge
ment of an olecranon bursa (no evidence of gout discovered)
There had lso been subcutancous nodules along the ndge of the
ulna from the elbow these had been situated over the periosteum
and not i1t though somewht adherent to 1t Sensition of tightness
i an arm leg or shoulder had sometumes gnen warning of an
impendmg attick The attacks had never been ccompanied by
fever or definite pam tcontrast this with true attacks of gout) The
attacks had lasted a few days and slowly passed off

I saw him during one attack which was of three or four days
duration and w1 begmning to subside Some fingers of both hands
were imolved 1n one hand more than in the other The skin over
the swelling was red and shiy m some parts but some patches or
treaks were pale as if blood had been driven out of the surface
capillanies by the pressure of serous effusion Patient had also a
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chrome smooth bony enlargement (not panful or tender) of the
upper end of one fibula, which 1s difficult to explain

Previous Data —A symptomless stone 1 the gall bladder had been
discovered on routine radiography Liver efficiency was normal
Gastric achlorhydria was reported but some free acid returned
after gastric lavage Blood urtc acid 3 6 mg per 100 cc Blood
sugar normal Radiography showed no articular changes and nothmg
abnormal in the bones but the swelling 1n the fibular had apparently
not been examined Brachial systolic blood pressure about 130
mm Hg

On one occasion an enlarged olecranon bursa had been tapped
and had yielded a serous flwd grving a pure culture of Staph aureus
No definite evidence of allergy had been discovered by skin tests
One antrum was opaque and had been cleared and curetted for a
polypoid conditron but that had had no effect on patient s attack
A pure growth of Staph aureus had been obtamed from the antrum
‘Atophan had seemed to dimmish the attacks at first, but not later

The attacks had never laid the patient up but if his fingers had
been much swollen during an attack he could hardly use them, and
could not write He took an ordinary diet as he had found that
diet made no difference He had also left off taking dilute hydro
chloric acid with meals as he thought that also had made no
difference While he had been i South Africa he had remaimned
free from attacks but after he had left they had begun agamn
Exposure to cold had sometimes definitely brought on an attack

This case seems to come half way between palindromic rheuma
tism and angloneurotic cedema According to Schlesinger s views
of 1899 the patient would be suffering from recurrent angioneurotic
cedema (or hydrops hvpostrophos as he called 1t) of the per1 and
para arthritic tissues of his fingers and limbs and notably somettmes
of the synovial lining and wall of one of his olecranon burse The
appearance of subcutaneous nodules over the ulnar ridge from the
elbow downwards as in some cases of rheumatoid arthritss, 1s a
feature of the case (cf Weber 1946) The swelling of the upper end
of one fibula 15 unesplamed

Summary

In spite of obvious objections which mught be ramsed by the
fastidious n nomenclature It i1 convenient to retam the rather
loose term palindromic rheumatism  proposed by Hench and
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Rosenberg, (1g44) Perhaps, however 1t would be better to enlarge
the scape of the term, to include nearly related syndromes such as
wtermmttent hydrarthross  (hydrops articulorum  termuttens),
which Schlesinger (1899) suggested was a recurrent angioneurotic
@dema (hvdrops hypostrophos he termed 1t} of the synovial
membrane and soft parts of joints

Palindromic rheumatism 1n the extended sense that 1 propose
constitutes also a convenient term for the central features of certamn
more complicated ( compound ) syndromes two remarkable
examples of which are described

1 am indebted to Dr E Schwarz for permussion to publish the
record of Gase 1
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Postscript —An  elderly medical friend told me of his recent
experience He had a shght cold accompanied by cough and
shght sorc throat About a weeh later he was suddenly attacked by
sharp pain and swelling 1 the left patellar bursa accompanied by
local heat and redness with shight fever He did nat stop i bed
and m a week s ume he felt quite well agan Then however e
developed tenosynowitis about the left ankle which gradually
passed off He had since early life been subject to mgramne like
attacks though not unilateral With this exception he had enjoyed
good health  As a young man he had had tenosynovitis 1n the wrist
from fencing and on the inner side of the knee when learning to
nide In thus instance [ suggest that the bursal swelling m front of
the knee and the tenosynovitis were local allergic hike phenoinena
of the nature of ingioneurotic cedema He may have become hyper
sensitive towards some agent introduced by the cold
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Slight traumata may be supposed to act locally by ciusmg the
formation of some histamine ke substance, which wn #ypersensitive
subjects produces local cedematous mflammatory reaction and, if the
process be frequently repeated, chronic fibrous thickening as
manifested 1n the permanently thickened bursa of housemard s
knee, thickening of the olecranon bursa and the chronic changes
of Dupuytrens contraction and Landouzys acquired form of
camptodnictylia !

uld suggest that certa n trans ent attacks of sharply Jocalised

N nection T wo
In this com { onom the palmar fascia and teadon sheaths of the fingers

schy pam are due to & condy
analogous to urticar a



XXXIIT

THE QUESTION OF ACUTE AND CHRONIC
ALLERGIC OR ALLERGIC-LIKE CONDITIONS
AND THE BEARING OF THE QUESTION ON
CLASSITICATION AND THERAPY®

Allergic Pulmonary Infiltrations —In a recent letter to the British
Medical Fournal (1946 2, 555) concerning infestation with round
worms and 1ts relation to pulmonary mfiltrations and urticana like
phenomena I wrote Of indwiduals with ascariasts 1t 1s surely
only those who are hypersensitive (allergic) towards the ascariasis
who develop pulmonary infiltrations of the Loefller type 1nd other
allergic mamfestations and most persons are not hypersenstiie See the
discussion on the subject by Spuhler and hartagener 1n the Schuer,
Ved W ochenschrift 1944 74, 1145

The prevasling 1dea s 1 believe that such pulmonary infiltrations
( preumomitss 1 one prefers to use the term) are notlung but
angioneurotic cedema 1n the lungs m subjects who are hy persensitive
towards ascanasis or other allergens mcludmg those of hay fever
and asthma Such pulmonary infiltrations need not always be
merely transitory ~—compare the case of a man aged 19 years,
with a history of hay fever shown by A Elkeles and N R Butler
at the Clinical Section of the Royal Society of Medicme on April 12
1946 under the heading Recurrent Transttory Pulmonary Infiltra
tions with Eosinophilia— Chronic Type of Loeffler s Syndrome

Eputuberculosis —The pulmonary mfiltr stions to which the name
epituberculosis has been 1ttached have been the subject of much
controversy (see A R Rich “The Pathogenesis of Tuberculosts 1944
PP 831 8,0) The name was suggested by Elasberg and Neuland
m 1920 (Jahrb f Rinderhek 93 88) to sigmly their behef that 1t
wasnot a true tuberculous condition  Authorities on the subject are
now agamnst the view that the condition mav represent a chronic
allergic response towards a tuberculous focus

Acute Paroysmal Pulmonap, Edema —Some cases of acute paroxys
mnl pulmonary «dema seem to be examples of acute allergic
reaction at the commencement of an attack of pneumoma or
bronchopneumonin (ef a review of the subject by F P Weber,
Climeal Journal 1g>2 §1 397) H Nuller (horresp Bl schnaz
Ar. 1891 21 432) descnbed n attach of an acute pulmonary

Enlarged after the Wedic LP 35 1946 216 361
12
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cedema associated with angioneurotic cedema of the face It 1
possible that other attacks of acute paroxysmal pulmonary cedema
may also be of allergic nature, though influenced by high pressure
in the pulmonary circulition 1n subjects of mutral stenosts or chronic
renal disease

Acute Articuloer Rheumatism —There 1s much 1 favour of the view
that the articular and cardio valvular (and ritic) phenomena of
acute rheumatism are allergic reactions towards the nfective
agent (? streptococcus or virus) of acute rheumatism mm specially
allergic subjects Ifthis 1s so, what 15 the mansfestation of the infection
of acute rheumatism m ordimary—non allergic—subjects® Can 1t be
merely a tonsillitis or pharyngitis® To account for the modern de
crease 1n the severest type of 1cute articular rtheumatism n children,
one may ask Are the ordinary London children of to day less
allergic towards such throat infections owing to better general
nutrition and less avitammnosis® Secondly Is prophylactic treatment
better carried out by tonsillectomy and by sulphonamides and
pemcllin?

Are Aschoff s bodies merely a more permanent expression of
allergic mflammation 1n the heart—or n the lungs m cases of
associated (rheumatic) pneumontt?

Allergic Necrobotic Reacttons —Are the cutancous and subcutaneous
necroblotic nodules 1n rheumatord arthntis (see F P Weber
Lancet, 1944 2 611) the expression (or result) of an allergic response
towards the unknown pithogenic agent of rheumatord arthrits—
as the more temporary nodules of acute rheumatism are almost
certamnly an allergic response towards the pathogeme agent of
acute rheumatism?®

There seems to be an allergic element n the necrobsotic changes
found 1n the nodes of certamn cases of pen1 arteritis nodosa

Palindromic Rheumatism —~Elsewhere I have endeavoured to sum
up the evidence 1n favour of palindromuc rheumanism (Hench and
Rosenberg  1944) and recurrent or perodic hydrarthrosis of
Schlesinger (1899) and A E Garrod (1910) and certun pararthriic
swellings, all beng of nilergic or allergic ke niture—m fact a
lund of angioneurotic cedema of the synovial membranes of jomnts,
tendon sheaths and bursz and of per1 articular and par articular
structures

Gout —There 15 doubtless as has been long suggested, an allergsc
element 1n acute and subacute gouty attacks of all kinds
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Mugraine —1It 15 possible that there 15 an allergic type of mgrame
d with ced ling on the pamnful side of the

bram Dr D S Russell has told me of a case in which, duning
attacks a calaified pineal body was seen by \ ray exammation to
have shightly shifted 1ts position away from the migrainous side

Varuwcella and Herpes Zoster —The generalized varicella Iike eruption
sometimes associated with herpes zoster 1 muddle aged or elderly
persons 1s 1tchy and strikingly hke strophulus (papular urticaria)
m children There 15 considerable evidence 1n favour of its being
true vancella but 1t might possibly represent a generalized allergic
response towards the virus of herpes zoster in hypersensitized
mdividuals

Therapentic Implications —Is the action of sodium sahceylate and
aspinin and atophan (cinchophen) maimnly an ant: allergic one?
In this connection one mav remember the ordinarv nerve soothing
effect of aspirin on certain occasions which Sir Lauder Brunton,
I behieve suggested was due to a loosening of the synapses in the
bramn (cf F P Weber Med Press & Cuc, 1933 187 306 and
1934 188 60) When penwilln and sulphonamdes do good mn
allergic cases 1s the favourable effect due to suppression of some
latent nfective focus causing an allergic response in allergic
ndividuals® What 1s the ant1 allergic value of caleum therapy 1n
various cases’ Adrenalin does not seem worth using 1n most of the
above ca es m spite of its value 1n asthma etc

Chroniwc Allergic Reactions —1 believe there are chromc as well as
acute allergic reactions The recurrence of acute reactions can give
rise to chronic (persistent) changes In fact there are chromc
pulmonary nfiltrations chromic subcutaneous cedemas and chromie
local inflammatory or necrobiotic processes which can be best
explamed as chromc allergic reactions towards the frequently
recurrent or persistent action of some known or unknown agent
(allergen) m a subject who 1s allergic towards that agent

Classification —In the foregoing I have cndeavourcd to modify
the th 1 fication of certain pathol
beheving, that although premature symhesls 1s undesirable
temporary grouping 1s better than chaos
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SCLERODERMIA AND THE SYMPTOMATIC
SCLERODERMAS*

Unper the above heading the vartous forms of symptomatic
scleroderma {a better term than *pseudo scleroderma § are mctuded
If one uses this termnology one 15 downg somethmg analogous to
what hammer Walson {Aeurology 1940 p 1469) and others have
done m spenking of the cpiepsies to mclude all svmptomane
epileptiform conditions and n using the term ‘Parksomssm, or
the Parkinsonsan syndrome  to mnclude parlssis agians (Parhm
son s discase) and symptomatic Parkinsonism ansing from letharge
encephabtis and other crwses (¢f B Dumsdale, Quart Journ \fed,
1946 15 155)

Symptomntic Sclerodermas

Symptomtic sclerodermuc canditians may be of chronic hypo
statrie ongin nd connected with vanicose eczemn and varscose
dystrophy  If myocardial nsufficiency comphicates such a sym
ptom-wic scleroderma of a leg the hide bound condition prevents
local cedema and this (lude bound) portion contrasts with the
adematous swellng m the upper (prosimal) past of the hmb
espeailly the thigh This puzzled me m one case at first but
cardiac trettment removed the cedema whibt st left the sclerotic
portion of the shin unaleered

Any very chronic wedema myy lend to a sclerotic symptomatic
scleroderma  especially if complicated by recurrent erysipelns hthe
attacks For mstance the later stages of the congemtil or ewrlv
developmental and often heredo famihial cedemas of the Nonne
Milroy Mesge type sometimes constitute 1 good example of this

Chronic obstructive cedemas sometimes lending to sclerodermic
and clephantiistic conditons mclude those due to filarass
lymphogrmulomatosts imgumahs (lymphogranuloma venereum)
syphihs and chrome or recurrent fvmphangis of v intous non
rropscd kinds

Some local sclerodermsc patches are doubtless of tuberculous
ongin for mstance the scleroderma ke form  of eryvehemn
induratum of the legs Pre tthinl and ather phques ocesonally
Part of the nnual O at on 3 the Reating

Afer the Uedisl Pes 1956 216 345
Pathologcal Soesety Octaber 24 1950
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hchen like) and thickened areas are now well known n dysthyroidal
espectally hyperthyroidal subjects sometimes after thyroidectomy

Scleroderma like changes m the legs have sometimes been
found as a manifestation of primary 1diopathc amyloidosss (for
lterature, sce Weber, Stott Cade and Pulvertaft Quart Fourn
Med 1937, 6, 181)

In obese subjects especially women 1ncludmng certain hypothyrord
cases and subjects of supposed Dercum s disease  sclerottc changes
not rarely develop m parts of the subcutaneous fat—notably m
diffuse lipomata 1f present These arcas of chronic panniculitis
are 1suspect often partly of scheemic onigin The local bloed supply
fauls to keep pace with the rapid growth of fat, and small nutrient
blood vessels may thus become occluded by pressure of the fat cells,
chance trauma doubtless often acting as determining cause In such
areas of sclerosed fat there are probably sometimes cholesterol-
containng cells

These cases bring one on to other kinds of recrofic fat sclerosts,
especially the kind of sclerema neonatorum which 15 nghtly
termed adip St ea um (se¢ A M H Gray,
Arch Derm and Syph o 1926 14 635 and Brit Journ Derm and S)ph
1933 45 498 G A Harrson and J] W McNee Adrck Dis Ghald
1926 1 63 H Fox, dreh Derm and Siph 1933 27 237) and
subcutaneous fat necrosis of traumatic origm m adults notably of
the breast m women (the sclerotic condition resulting from which
has sometimes been mustaken for cancer) Paraffin and foreign fats
and otls myected mto the subcutaneous tissue may as s well known
lead to reactionary sclerotic condrtions

In congenttal allergtc cases with the eczema prungo asthma
syndrome recurrent and chronic urticana and eczema may lead
w© the development of prungmnous hard nodular scleroses and
wchthyosiform scleroderma hike patches on extrenuties and trunk
There are certamly termediate stages between urticarial chronic
urticartal and pruriginous rough scleroderma hike dermatoses

The above 15 a very conase and somewhat mcomplete grouping
of symptomatic sclerodermas  but I have satd nothing as yet of the
disease sclerodermia We do not really know 1ts ztiology and
naturally whether all 1ts so-called varieties are to be regarded as
examples of a single disease
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Sclerodermma

The most typical cases are those of generalized symmetrical
sclerodermia of sclerodactyha distribution s adults, but swular
cases my start 1 childhood, m one case the disease seemed to have
already commenced at or before birth Some generahized cases
which the muscles were perhips imolved have been labelled
chrome symmetricd dermatomyositis—but such cases are very
different from typrcal dermatomyositis In the case of dermatormontis
recorded by F P Weber and A M H Gray m 1924 (Bt Journ
Derm and Hph, 36 544 with am account of the hierature up to
date), the patient 2 woman aged 22 years became a case of
generahzed  symptomauc scleroderma  but finally recovered
completely except for some remuning stffness I agree with
Dowhing and others that some cases of symmetrictl chrome sclero-
dermia like changes especially of sclerodacty ha like distribution in
the upper extremitics are really forms of or results of dermato
myoutas or porkilodermatomyosttis (¢f Dowhng and Freudenthal,
Brt Fourn Derm 1938 58 519 Dowling and Gnffiths Lancel,
1939 1, 1424, Dowhng Brit Jourm Denm 1936 48 648 and 1g40
52, 242 Lewss thid 1940 52 233 Freudenthal ihid, rgqe 52,
289)

Intimately alhed to sclerodermm are certam atrophodermic
cases Acrodermatitis atrophicans chronica (Herxhermer) and the
still more atrophic erythromehe (Pick) In sclerodermia and aflied
conditions  such as acrodermatitis atrophrcans chromca  sub
cutancous fibrous nodules  superficially recalbng  rheumatic
nodules have occastonally been noted m children as well as i
adults

Cireumseribed or morpheese scleradernma has many vaneties
meluding perhaps the so called hchen sclerosus  The mucose
may be mvolved H W Barber (Proc Roy Soc Med 1945 37 73)
showed a man aged 43 with a morphoeic patch i the oral mucous
membrane on one ide of the frenum hingua

Sometimes atrophic stripes and patches of subcutaneous tissue
may so to speak take the place of marphaeic cutancous patches
consututing morphesc atrophy of subcutancous tssue 1 have
seen examples of this and am mchned to regard the condiion a3
self inuting 25 15 ordimary hinear morphoea Both these morphoeas
and the nory like Imear morpheea of the forchend nvolving both
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cutis and subcutaneous tissue, tend to commence 1 chidhood or
youth and ultimately to come spontaneously to a standstlt

In regard to morpheeic atrophy of sub tissue (p 1
adiposus), and sometimes muscle with or without actual cutaneous
mvohement 3t may be noted that Stanley Barnes (Bnt Journ
Derm 1g3g 51 377) recorded his re examinanon of 2 woman m
1931 when she was aged 78 whom he had examined twenty mine
years previously for Ssr W R Gowers {S Barmes Trans Chn Soc
Lond 1903 36 164) Durmng those twenty mane years there had
been no extension of the morphaeic fat atrophy and the pauent
had remained remarkably healthy This well iflustrates the self
hmting nature of the morphanc disease

The occastonal association of morphaic scleroderma with facial
hermatrophy 1s of extreme wmnterest as ths connexion may ultumately
throw further hght on the nature of both condrtions In 2 boy with
factal hermatrophy whom I saw recently there was a sagittal hony
groove close to the rmddle hae of the cramal vault on the sids of the
factal hemaatrophy remunding one of the well known umlateral
morpheeic stripes on the forehead and scalp
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Heberden s nodes 152 13

Hepaue cirrhosis See Crerhosis of bver

Hesmaphrodiusta true and false g2 and psychwal sexunlity 02
Hydrarthroses recurrent and periodse 167 175
Hydrobepatosis 127

Hyperthymism n rats 84 9o

Hypertrophy hamangiectatic 55

Hypostauc dystrophic purpusic and pigmentary conditions 58

60

P

Inbors ab ¥} and t and bol
tendencies 112 143 115
Ints allergie 172

chseases md

Jaundice congemtal i amanaged 77 138 recusrent 3n oystie didatanon
of commmon inletfuct 120

Kapos multiple hemorrhagse sarcoma Bt
Kerato conjunctivitis sicea 15

hudney Grawty tymowr and fibnn balls in unpary bladder 128
129
Khippet Parkes Weber syndrome 56

Lacrimation on catng ( crotodile tears } 67
Lane s hereditary palmar erythema 54
Letomyomata 62

uco-eny throblasti anxmias 106 to7
Leyton Tusnbull Bratton syndrome B3 90 91
Lichen selerosus 182
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Dyschondrophsta with vascular hamartomata, 58
Dysphagia w Sjogren s syndrome 16

Dysplastas and dystrophes of subcutaneous ussue, 23
Dysplastic develop of tek:

Dysplastic nzvi 24

Dysphstic vaseular conditions 49

and aneurysms 50

Ear, endolymphatic hydrops 172

Ehiers Danlos disease 12 14 27

Epidermalysts bullosa dystrophica 13

Epidermolysis bullosa localized recurrent Cockyne or Weber Cockayne
type 14,15

Elastc skin 12 27

Elastosts dystrophica or dysplastica 28

Elephantiasis non tropical cases 29

Elephantiasis telangiectodes (Virchow), 28 56

Endocardiis lenta quiescence of 1.

Endocrine causes of abnormalitses in sexual development 82 92 98

Epigrams 163 164

Epistaxs fimihal 54

Epituberculosis 177

Ereuthophobia 63

Erythema b agne (1 calore) 61

Erythema induratum scleroderma hike 180

Erythema palmare acquired 55

Erythema "persistent patches 54 hereditary of palms and soles 54 55

Erythemn rosaceous with polyeytherma wnd Ingh blood pressure of
Gessbock type 55

Erythematous hichen planus and psactasis 66

Erythroblastzmia 106 1 varsous diseases, 106 111 1n neoplastic mnfiltra
tions of bone marrow 108 111

Lrythroblastic in@mras of various kinds 10b 107

Erythroblastosis feetalis and cedema 30

Erythrocyanosis crurum 24

Erythrokeratosts without keratotic element 54

Erythromeha 50 182

Ervthroplasia {Queyrat) 66

Euthanasia 158

Eye allergic affections of 172

Female sex procinaty 1o certam duseases 16

Fabrin balls 1n urinary bladder 128 130 131 1 other situations 130 131

Fibrinous membrane 10 urne 128

Flushing chmacteric 64 blotchy 64 from anger and emotions 64, on
cating 66 hecic 65 rosaceous b5 recusrent attacks with visceral
disease 60 66

Flushing and blushing 63

Flushing and sweating on eating 66

Freud Sigmund 151



INDEX 187

Freudenthal W prexanthoma cells 43
Frey s syndrome 59 66
Frability of skin 12 13, wath telangiectasia 52

Geisbock s polycythzma hypertonrea with rosaceous ptches on face

55
Grerke (von) glycogen storage disease 114 115
Gigantism, true 28
Gulchnst and Retron patchy atrophy of subcutaneous tissue, 59
Glomus tumour (glomangroma) 62 164
Gy costric family wathout hyperglyczoma 99
Goldstetn H T on telangiectasia 54 115
Gout 178
r(Emnu!ama annulare 31

) 62
g PY
Gynzcomastia cau es 92 96 and endocrine tumours 92 96

Hzmangiectauc hypertrophy of hmbs 55

zmanglomatosss mtliary or punctitorm 60
Hzmochromatosis 11
Hamartomata of Albrecht 28 49 50 55 56 57 58 83 94
Heberden s nodes 132 134
Hepatic currhosss See Currhosts of hver
Hermaphroditism true and false g2 and psychical sexutlity 97
Hydrarthroses recurrent and pertodic 167 175
Hydrohepatosis 127

Hyperthymismn 1 rats 83 go
Hypertrophy hzmangiectatic 55
Hj postatic dystrophic purpuric and pigmentary conditions 58

Inborn ab I and 1
tendencies 112 113 115
Inus allergic 172

and

diseases 1nd

Jaundice congemtal i a managed 77 118, recurrent in cysticdilatation
of common bile-duct 120

Kapost multiple hemorrhagic sarcoma 61
Kerato conjunctivitis sicca 15

kidney Grawitz tumour and fibnn balls m unnary bladder 128
129
Khppel Parkes Weber syndrome 56

Lacnimation on eaung { crocodile tears ) b7
Lane s hereditary palmar erythema 54
Leiomyomata 62

Leuco-erythroblastic anemias 106 107
Leyron Turnbull Bratton syndrome 83 go gt
Lachen sclerosus, 182
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Lindau s disease 57

Lspodystrophia, patchy, following, panmculitis 59
Lipody strophia progressna wferior 23
Lipodystrophia progressiva supersor, 16 23 113
Lipoid necrobrosss, 31
Lip multiple 24
Lipomatosts symmetrical diffuse, 24
Livedo retculans (racemosa) 61
Luedod patches o5

Lubarsch Pich syndrome 29

Lupus enythematosus b1

Lupus ery them~tosus disseminatus 62

Lutembacher s syndrome 103

Lymph sacs subcutaneous 28

Lymphadenopatin paimless of rh d arthritis 31,37 38 47
Lymphadenord goitre 16 37

Lymphngiectatic conditions 28

Lymphocytomata cutaneous 37

Ly mpheedem precox 30

Macrogemtosomta 1nd delnyed tnvolution of the thymus 82 91

Macrogemtosorma of the infant Hercules or juvenile Hercules type 8

M: of the pr ohestty type 82

Maffucct s sundrome 58

Majocehn purpura telangrectodes 49 58 61

‘Marble bones prunary (Albers Srhonberg, disease} 108 secondary (due
to arc 1 ) 108 109

Masson glomus tumour 62 164

Mey 1locholedachus 125

Mecniére s syndrome 172

Memngeal telangrectasis 9 11 56 58

Mgraine, 179

Mitral stenosis a primary develt lerror 104
Money and pathology (6o
Morpk tues of skin and sub twsue 182

Moti)hmc sclerodermia 24 182
Morvan type of syringomyeha 29
Myxeedematous condiions 29 181

Nazvi nature of 50

Nz tclangiectatic and dysplastic 50

Nazvus anznucus (Voerner) 50 101

Nezvus araneus spider like or stellate 52 53, pulsaung 52

Nzvus of almost universal distrihution 52

Nzvus untus latens 50 85 8¢ with narvus areas on the other side, 52
Necrahiatic nodules, 48 178

Necrobiotic reactions 178

Neurofibromatosis 26 27

Neurcma plextform 27 28



INDEX 18y

Nodules chronie necrobiotic of theamatord wrthritis tepe 48

Nodules pararthoiuc 167

Nodules of rheumatod arthains 31 43

Nodules rheumatic 178

Nodules subcutaneous wn children 26 187

Nodules and vanth 1 nrh d arthnts 31 39
Nonue Mikroy Mege wdema 29 180

Fdemas 29 heredstary and facmbal 29 Nonne Mfroy Mexge types 29
persstent 2 segimental 29 unmversal foetal 30

Old age knowledge and doubt 157

Old age and aver nutntion 156

Ollier s dusease {dyschondroplasza) with vascular hamartomata 58

Osler or Rendu Qsfer type of tetangiectasa 53 and famuihal epistaas 54
and hepatic curhosis 115 116

Oster s sign 62

Ostertis condensans tln 110

Ostewtis deformans 7 wn threesisters 138 and osteoporotic features 339
and bsteogeme sarcoma 139 MOROS{EONT cAses 159

Over autritten 155

Paget s ostestis deformans 7_m three sisters 138

Pain and hyperasthestas of cerebral ongtn 148

Panmcutitss chromc and sschanue 24 181

Pannicutins relapsing febrile non suppurative 25 59

Prnntculus adposus - dysplasias and dystrophies’ 33 patchy atrophy 24
25 182

Parathyrord adenoma 7

Parkes Weber Dimatn disease 135 56

Parhes W eber Rbppel syndrome 56

Parond glands 1n Sjogren s syndrome 15 16

Pasteur on rare cases 8

Pathologscal money 160

Pcrcc;éuons foss of permanent from cerebral lesions wad cerebral causes
1

Penartenius nodosa 62 (78

Phicbarterectasts 55

Puneal hody mid brain and hypothalamus symptoms referred to 93

Prtustary gland and macro, 82 and my [
Cushung s syndrome 7 23 82 go Crooces hvaline change

Plummer \ ison svndrome with Sjogren s syndrome 36

Pendulous temours 27

Plexform neuromn »7 28

Pneumomitis 177

Paililodermn (Civatte) 63

Parkiloderma { Jacatu) &t

Padiloderma congemitale (8 Thomson) 61

Pokilodermn like cases dyshormonal 61

1 nkilodermatomsosits 57 61 182

4 and
82 8y
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Pre vrathoma cells (Freadenthal} 43

Prostatie cancer metastie nfil and dary marble bones 108
Prunginous selerosis of sin 181

Pseudo sclerodernuc conditions 25 18a

Pseudo tumours of the hamartoma class 28 49 30 57,58
Pseude xanthornt elasticurn 27 28

Pulmonary mfilirations allergic 177

Pulmonary infiltratsons cosmophihie 577

Pulmonary cedema acute paroxysmal 177

Pulsaung spiders 5\?

Purpura wnnulns elangsectodes (Mayoechs) 58 63
Purpuric pigmented ichenoud dermatits 58 61

Reckiimghausen s Y 26 27 28

Renal dinbetes famdy with 99

Ricumatism cuate 178

Rheumanusm allergic 167 178

Rbeumatism palmdrorme 166 198

Rheumatod wrthatis and acute rheumatism 35 32
Rhbeumatord arthnits nedules and mfiltrations 35 33 178
Rheumatoid arthrites painless fymphadenopathy g1 37 38 47
Rt i arthryus and h ou § 31 39
Raosaceous Bushing of face 65

Rosaceous prtches on face 1n pols cy themua hypertomea (Gewsbock) 35
Rosenbch ty pe of acroparwsthesia 132 135

Ruby spots 51

Salnwy glands in Sogren s sindrome 15 56

Sarcod cutancous 61

Sarcasdoss 22

Sarcoma wdiopathic multiple hemorrhagic (hapos)) 61
Schamberg s pigmentary dermatosis 65

Sclerodermas symptomatic 25 18¢

Sclerodermia hnear morphezic 24 182

Sclerodermia and the symptomatsc sclerodermas 180
Sclerodermsc wd pseudo sclerodermic conditions 25 180
Semle dvstrophy of skin 1nd subcutancous tissue 23 26 52
Sexual development abnormal and endocrine factors 82 92 98
Simmonds s prautary cachexia 16

Syogren s syndrome 15 17

Spherules subcutancous fatey 14

Spuders 52 53 and hepatte disease 53 and perssstent palmar erythema

53

Sporatrichosis 22

Siemer and \ oerner s syndrome 60 66

Sy atrophucee wchopathue of puberts and adolescence 13 69 72 vartous
causes 6g 70

Strie patellares 13
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Sturge Weber Sturge Rabscher or Sturge Kalischer Weber disease 9 11
56 58

Sweating and flushing on eating 66
Sweating congenital absence of 67 68
Syndromes compound 169

Telangectases with purpuric lestons 58
Tel and h 49 from X\ ray burns 52 1n hepatic
1 dul of the bile-d

diseases 115 116 with
120

Telangectases mliary or punctiform 60 66

Telangicctases mibary with recurrent flushing 60 66

Tel huearand b hed 51 52

Telangiectwses stellate 52

Telangrectasta daffuse arborescent 52

Telangiectasia macularis eruptiva perstans 58

Telangiectasia of the Rendu Osler type 53 and famthal epistyas 54
with elliptocytosis 54 with hepatic cirrhosss 115 116

Telangiectasia of sprder type 52
1 d 1

patches 52 54 55 6t
T:langmctauc Leratoses 55

Telangtectastes essentielles en plaques acquises (Brocq) 52 58

Telangiectasts meningeal g 11 56 58

Tesus endocrine tumours of g4 95 and gynecomastia g4 9y

Thorax paralyuc type allied to hnodactyha 135 with 1
ectopia of lenses 135 wath venous thrombosts 13

‘Thrombo angutis obliterans 140 in father and son 140 142 1n brothers

142
Thymus delayed mvolution or endotnine tumour of 8291 and macre
fi of 84 and organs 84 and
gynzcomastia 95 hyperthymusm 84 g2
Travelling subcutaneous swellings 18 rg
Tumour metastases predilection for certamn sites 108

Unmlateral 1nd local flushing sweating cuns anserina 63 65

Unilateral and local tissue reactions townrds hormonic and other general
agents 26 g> g3

Unhnown disease 17

Urtne fibninous membrane 1n 128

Urticana chronic 181

Urticana chromc and prunge 181

Lruiicana prigmentosa telnguectanc type 58 59

Urticarsa of tendon sheaths and fasuie 156

Urticana tuberosa of Wallan 167

Vaquez Osler polycythemia {ery thremea) and hepatic currhosis 115
Varicella and herpes zoster 179

¥ ancose dystrophies 58

Varcose vesns congemital 55
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Pre xanthoma cells (Freudenthal) 43
Prostatic cancer fit
Prunigmous seleross of skin 181

Psendo sclerodermic condinons 25 180

Pscudo tumours of the hamartoma class 28 49 50 57 58
Pseudo xinthoma elastcum 27 28

ll:u}monary mﬁhrauans allergic 177

and dary marble bones *108

Y = 5
Pulmonary eedema, acute parosysmal 177
Pulsating spiders 53
Purpura anaularns telangiectodes (Majocchy), 58 61
Purputic pigmetted hehenod dermatitss 38 61

Recklinghiausen s neurofibromatosss 26 27 28

Renal dizbetes fumly with 99

Rhecumatsm acute 178

Rheumatiem allergic 167 178

Rheumansm palindromuc 165 178

Rhewmatod atthrits wnd acute rheumatsm 31 32

Rheumatoid arthratis nodules and infiltrations 31 33 178
Rheumatod wihnins painless lymphadenopathy 31 37 38 47

Rh d arthryns and h mifiltrations 31 39
Rosaceous flushing of face 65

Rosaceous patches on face in pobycy theemua hypertanica (Gesback) 55
R bach type of acrop: t 132 133

Ruby spots 51

Salivary glauds tn Sjogren s syndrome 15 16

Sarcosd cutaneous 61

Sarcowdons 22

Sarcema idtopathic multiple hemorchagic (haposty 61
Schamberg s pigmentary dermatosis 61

Sclerodermas symptomauc 25 8o

Sclerodermsa linear morphoetc 24 182

Sclerodermia and the p sclerodermas 180
Sclerodermuc wnd psendo scleredermic condiions 25 180
Semle dyvstrophy of skin nd subcutaneous tissue 23 26 52
Sexutl development abnormal and endocrine factors 82 92 98
Simmonds s priuitary cachexia 16

Sjogren s syndrome 15 17

Spherules subcutaneous fath 14

Spiders 52 53 and hepatic discase 53 and persistent palmar erythema

53

Sporotrichosts 22

S?cmcr and \ oerner s syndrome 60 66

Strie atrophiczr 1diopathic of puberty and adolescence 13 69 72 varnious
causes 63 70

Strix patellares 13
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Weber Cochayne recurrent bullous eruption 14 15
Weber Christran disease 25 59

Whulpool scalp, 26

Wilsen Kinnier progressive lenticular degenerition 114
Witchmarks 51

\ wthomatous infiltrations m rheumatord arthritis 31 39
Xanthomitous rheumatism

Nantho myelomn of tendon sheaths 40

Xerodermn pi,mentosum 61

Xerostomun in Sjogren s syndrome 15 16






