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FOREWORD

I~ spite of 2 prejudice felt by many agunst the publicauon of single
cases 1t 18 generally acknowledged that the symptoms of cach 1ndu
vidual patient ought to be examined 1s well as those charactensuc of
the disease from which he 1s sufferng  The therapentic indicauons
for the same symptoms or disese may differ widely according to age
sex and constitutionl factors in different indiaduals  Inborn
(developmental) and acquired constitutionnl pecuharnties have often
ta be specially considered the presence of which 15 sometimes first
ealized by the physician on going thoroughly into the case

Tt 15 to the exact study of single cases that our knowledge of many
symptoms syndromes and diseses was first due The intensive study
of mdnidual cases (especially of developmental wbnormalines) often
brings to hight the presence of 1seociated syndromes or diserses  For
nstance gross developmental dysplwsias may be associtted with
mborn metabolic peculianities  developmental mental defects and
cometimes with fumlial allergic tendencies and Abnarmahties of the
endocre and autonomic nersous systems  Such instances of the
associatzon of deselopmental conditions should be recorded nclud
g cases 10 which some of the 1ssocated features are not necessarily
morbid for instance the exceedingly rare power of partal voluntry
control over pulse and heart movements the roluneary production of
ibnormal ocular mwovements (mcluding some forms of nystagmus)
the apparent (though doubtful) power of oluntary vormtmg (with
out tny signs of illness) abnormal assocrated movements of
ranious kinds the power of mirror wriung (without cffort 1n some
children) the phenonenn of ordinary left handedness etc

I need not here agrun refer to the well known arguments m fasour
of mtensive study of rare cies namely that exceptions prove
(test probant) the rule and that in order to be sure of the dignosis
of ordinary diseases 1t 1s advisible 1< far as posuble to exclude the
presence of rare diseases  In regard to opimions that many consutu
nonal and developmental tnomalies are <o rare that if one meets
with them once 1n an ordinary lifetime one 1s not likels to meet with
them again and that therefore one ought not to devote much ume to
their study I would quote a recent dictum by Prof F A Kebrer
(1948) that the scienttfic mportince of such anomalies docs not
depend on their frequency Indeed T have come 10 think that the
study of such rare conditions deserves to be regarded almost as 1
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speciality  They should be discussed at paediatric societies and at
chinical and medical meetings of all linds  There might well be 2
Journal of Rare Diseases and Abnormahties founded Dr C F
Hawkins has kindly drawn my attention to the following passage
m Sir James Pagets wntings ( The Bradshawe Lecture on Some
Rare and New Diseases Lancer 1582 2 1017) Bur even as they
(the rare cases) are singly and 1n disorder let me say that we ought
not to set them astde with 1dle thoughts or 1dle words about curto
sities or chances  Not one of them s without 2 meaning not one but
might be the beginning of excellent knowledge 1f only we could
answer the question Why 1s this rare? or being rare Why did 1t 1
this 1nstance happen?

I wish to thank the publishers and editors of the medical journals
menuoned 1n the vanous parts of this book for kind permission to
reprint or otherwise to make use of published articles and letters
the Britssh Medical Journal the Lancet the Proceedings of the Roval
Soctety of Medicine the Anuals of the Rhcimatic Diseases Bram
the Journal of Neurology and Psyclutry the Bntish Journal of
Dermatology the British Journal of Children s Diseases the Quarterl,
Journal of Medicine the International Climes and (many articles) the
Medical Press  Several of the arucles which have been published
elsenhere have been more or less altered and augmented

FPW



THE NECROBIOTIC NODULES OF RHEUMATOID

ARTHRITIS
Case mn which the sealp, abdomial wall (involving
striped larynx d (involving myocardium),

pleurae (imvolving lungs), and perttonenm were affected’

RONALD W RAVEN F PARKRES WEBFR and
L WOODHOUSE PRICE

Mucit has been written about the nodules of rheumatord arthnins
which though present 1n less than a quarter of the pauents may
nevertheless be regarded as constituning an mmporwant if not the
most tmportant fexture from the pithological pownt of view Colhns
(1937) and others ncluding Parkes Weber (1943 1944) Rersley nd
others (1946) have shovn that the charicteristie subcuteous nodules
cansist of foa of fibrinawd degeneration and necrosis surrounded by
1 border of ussue retction notably by a palisade Iike radiate trrange
ment of fibroblasts  Somewhat simil nucroscopic appearances have
been described 1n pathological condittons of a different narure
(granuloma annulare necrobiosis hipoidica) bur even 1f the histo
togical features of the nodules of rheumatoid arthritis were absolutely
pathognomontc one would snll be far from the discorery of the
essenttal pathogenic agent

Alhson and Ghormley (1931) made a great ponr of what thev
called focal collections of lymphocytes in the synovial membrane of
Jonts bemng almost pathognomonic of prohferatine arthrius of
uncertain origin —that 1s to say of rheumatord arthriis  Bue 1f one
looks at their lustrations (for instance p 147 fig + p 169 hg 3 and
Plate VIil) one recogmizes the presence {in these focrl collections )
of socalled gurm centres of Flemmuing Now surely such lympha
denord foci with typical germ centres can hardly be conaudered as
pathognomonic of any special disease  Apart from therr conspicuous
presence 1n normal lymphadenord assuc (lymph glands tonuls the
walls of the vermuform appendix and mtestines the Malpighian
corpiscles of the <pleen) they form 2 specal feature in so called
hmphadenotd goitres and are also not rarely found mn thyrords from
patients with Graves diseise  One of us (Pirkes Weber) ha seen
them mn abnormal salivary glhnds  They constitute 1 consprenous

IFrom Annals of the Rheumatic Diseases 1948 1 63
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feature of cutancous lymphocytomata (Epstean 1935) and mw be
found 1n various other pathological conditions (Parkes Weber 1947)

Sumdlarly there 1s nothing absolutely pathognomonic m the pun
less lymphadenopathy of the supericial lymph glands which 15
present during cuve periods 1 many cases of rheumatoid rthritis
though seldom noticed by the patents themsches and often noc
looked for by the exammung doctor It 15 nonspectfic follicular
Ivmphadenopathy of toxic or snfictive origin with marked enlarge
ment of the germ-centres of Tlemming (not to be confused with
follicultr lymphoblastomt of neoplastic niture) and tends to dis
appear when the pauents general and wncular condition improses
and the diserse becomes quiescent (Parkes Weber 1947 p 38 Case 4)
Rochu (1946) thinks that this lymphadenopathy rogether with the
articular changes nd occtsional splenomegaly 1ndicates that what

Fic 1—Low power view (x45) of hewrt nodule showing nuclear pilisading
and cetlular infiltration external to the clewr structurcless zone
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we tn England call rheumatoid artheis ~which cannot be separated
from the Chauffard Sull Felty syndrome—1s much more than 1 joint
diserse nd that the reticulo-endothelial system 15 obsiously msolved

As to possible pathogenic relationship between rheumatord arthntis
and rheumtic fever and between therr respectine  nodules
(cf Bennett and others 1940} there has been much discussion Most
of those who have studied the questton apparently have come to the
conclusion that the two diseases are chmcally distinet and probably
not due to the stme (stull unknown) pathogenic agent Dawne<on (1933}
hawever n his Comparatse Study of Subcutineous Nodules 1n
Rbeumanic Fever and Rheumatord Arthritis  wrote  These
studies lend further support to the concepuion that rheumarnc
fever nd rt d arthritis are y related nd posably

Fic 2 —High power view (x2 0) of partof iy | A tvpical necrabiotie focus
in heart muscle  Note the clear siructureless zone  External to the latter the
pati 1ding of the nuder and the cellular nfiltration are well hos n
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different responses of affected indniduals to the same aetiologienl
agent

In rheumatic fever the nodules mostly remain small nd soon
disappear  Small nodules i rheumatoid arthritis also sometimes
disappear rapidly but most of the nodules espectally the larger ones
become chronic and are only slowly if at all absorbed - doubtless
owing to the formation of the charactenstic necrotic focl surrounded
by chronic reactive inflammatory and firm fibrous trssue  Fresh
nodules mav appewr-a sign of remewed actity-even tn old
quiescent and apparently burnout cases

Case Report

History —The patient 1 woman aged 62 was admuited to the Royal
Cancer Hosprtal under one of us (R W Rasen) on March 14 1947

¢ 3 ——\ulnple necrotic foci 1n the pleura (x2°0) These lesion are at an
e er Rage of derelopment than tho ¢ shown n figs 1 and 2
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on account of increasing difficulty in breathing  This commenced
about January 1946 and steadily progressed with increasing mspira
torv strrdor  Exentually the patent was suffermng from breathlessness
whlst 1t rest

In April 1946 there was onser of dysphagia with special difficulty
m the swallowng of flurds which were often regurgitated  There was
also progressive loss of vorce which became more 1nd more 1ndistinct
and of a croaking character

In December 1946 the pauent nouced the appearance of mulnple
lumps on her head Whilst under observation simlir hkimps
developed over the abdomen  There were also nodules on the elbow
joints and hands some of which probbly dated from the commence
ment of theumatoid arthrits in 1916

From October 1946 there was mncrewsng difficulty 1 vision

Fic 4 —Confluent necrobiotic foct 1n heart muscle showing giant cells Low
magnification ( x 43)
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assoctated with gross conjuncunitis which Jater progressed unul by
the middle of March 1947 she could only vaguelv apprectate anv
object  There was marked loss of weight and energy and the
appetite was poor No symptoms related to the colon or gistro
mtestinal tract were noted

The pauent had no children but had had five miscarringes  She
had had rheumatc fever in 1905 1nd i 1916 showed the onset of
progresstie chronic rheumatoid arthritis

Condition on eaamnation — Arthritic chinges ivolied the jomts
of the arms and legs with gross deformuty  The pruent was noticed
to breathe with 1 marked mspiratory stridor with all the accessory
resprratory muscles m action  There was obyvious great loss of werght

Numerous nodules were present 1n the subcutaneous nssues of the
sclp some of which were attached to the shin and some attached

multinucleated giant cells an heart lesion under

4] tvpical
Fic »—Showng tvp s amagmfeation ( 770)
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Fic 6 —Another section showing sumilar appearances 1 heart le ion ( x 720)

deeply to the epicramal aponeurosts  The nodules were most marked
on the forehead but were scartered throughour the scalp  They
vined in size from | cm to 3 em 1n diumeter

The conjunctivae were pale and there wis an extensive ulcerame
sdlertus with corneal mvolvement which 1 the left eye espeanlly
had the clinical appearance of a Mooren s ulcer

There were numerous hard nodules about the elbow joimts
attrched to the \hin and on the left stde ulcerated !

The sub ussue of the abd shewed niuitiple scutered
nodules whereas none was seen over the chest

There was a panless lymphadenopathy of the superficral lvmph

10nc of u (F Parkes Weber) has since heard of two (unpublished) cascs
with ulcerated no lules of the theumtoid arthrinis tspe

~t
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Lic 7 —Showimng necrohotic c'h.'mhges affecting fat 1nd heart muscle Low
magnification (x 45)

glinds such as 15 often present dunng the actnve stages of
rheumatord arthrius (see aboze)

There was a patch of dry gangrene on the up of the nght great
to¢ nd no pulsation could be felt in erther arterta dorsalis pedis

Radiographic i estsigations —Radiogriphs of the chest showed
bronchitic changes 1n the lungs and some eardinc enlargement  No
abnormality detected on radiographic exvmination of the skull

There were advanced changes of rheumatoid arthrius in all the
jomnts with marked osteopoross and sheletal deformity A radiograph
of the laryns showed 1 projection from the posterior wall at the level
of the epiglottis

Hacmatology —There were + 660 000 red blood cells and 8 000 white
blood cells per cmm The Hb was 75 per cent Wassermann and
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Low magnification (x 45)

Fic 8—A focus of necrobiosts m pleura

Fic 9 —~Nodules on the patients forchead
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Fic 12 ~Showing gross deformity of patients left hand and wrast
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hahn reactions were negine  The erythrocyte sedimentation rate
was 40 mm 1n one hour (Westergren)

Blood urea blood uric acid serum caleium  serum morgamic phos
phorus and serum phosphatase were all within normal mits - There
was nothing abnormal in the urine

Progress —The panent developed signs of pneumonmia  Her condx
tion deteriorated and she died on March 30 1947

This patient had been seen by one of us (F Parkes Weber) who
agreed that the case was one of adsanced chromic nodular necrobiosis
of the rheumatord arthrius type  The biopsy tissue (see belox) had
been found superficially to resemble that of 1 gumma

Post mortem Peport

External examinatton —The body was that of a poorly desveloped
poorly nounished and extremely deformed woman of about 60 yeirs
of age A small surgical incision was seen on the antenor aspect of
the night temple In the Jeft temporal region were three or four small
firm arcumscnibed subcutaneous nodules They did not fluctuate
and were not attached to the overlymg shin A number of smaller
nodules were seen and felt beneath the shin round the elbow and
wnst Jomnts and n the anterior 1bdeminal wall  The degree of joint
deformty was considerable and the wnsts and hands displayed an
exaggerated ulnar deviatton wath wasting of the interosseous muscles
presenting a picture of advanced rheumatord arthnius  In the legs
1t was hardly possible to moie the ankle joints and the left ubia
showed an almost complete backward dislocation

Internal exammation —The scalp showed no abnormality apart

—_—— -

Fic 13 —Radiograph showing gross deformity of left hand and wrist with
osteoporosis
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from that already mentioned and the skull appeared to be of normal
thichness  The bramn was normal in appearance There was no
memngits or flattening of the cerebral convolutions  The ventricles
contuned a normal amount of cerebrospinal fluid and the arteres at
the base of the brain did not present any gross evidence of atheroma

The mouth was edentulous and the tongue larynx pharynx
thyroid and trachea presented no obsious macroscopic evidence of
pathological change excepting 2 few small submucous nodular
thickenings in the region of the glotus parucularly one on the
epiglotns

The left lung was adherent at 1ts apex It was partly collapsed by
a left bisal effusion and the visceral pleura was covered by a fairly
thick fibrinous exudate  The cut surface of this lung showed the
characteristic appearance of collwpse and there was some evidence
of bronchius  Pulmonary emboli were not found

The night lung was also adherent to the parietal pleura and a
small amount of turbid flnd was found at 1ts base This lung also
was covered by fibrinous exudate which had involied the media

b b Db b b i d

IO 1213 14 15 16 17 18 19 2021 22

Fic 14 —Showing small nodules in glotuis and particularly one rather Jurger
one on the epiglottis
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sunum and penicardium on the left side the diaphragm and the
splenic capsule were 1nvolsed producing an obvious pensplentts
The pericardium was adherent over the antenior surface of the
heart and on foraible removal both visceral and (to a less extent)
panetal perrcardia were found to be studded with ra sed whitish firm
nodules of 1 to 10 mm in diameter There was apparently no
calafication  The heart was normal in size and it showed some dilata
ton of the left auncle with a moderate degree of mutral stenostis  On
the endocardial surface of the left auricle there were some nodules of

Fic 15—Heart showing multiple epicardial nodules
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a sinmlar nature to those found on the pericardium  although the
process in this mstance appetred to be of a minor degree  Further
dissection of the heart was not done with 1 view to preserving 1t as a
museum specinten but what could be seen of the aort1 and aortic
ralve did not show ny obvious evtdence of syphilie aorutis  The
heart muscle m so far as 1t was examned did not appear mtcro-
scopically grossly abnormal

The diphragm w1s thichened by 2 fibrinous exudate which
although penetriung on the left side to mvolse the spleen had not
produced on the right side 1ny noticeable pert hepauus

The Iiver was normal 1n size  Tts cut surfice did not present any
ahnormal features nd the gall blidder contamed 1bout 3 cc of bile
Gall stones were not found  The bile ducts were patent  The gastro-

3

o
"
o

st ULV

\\\ -
S s

_Nodule from larinx  Lower poner (x45)  Several giant cells are
Fic 16 —Nodule dro e n e Pahsading 1nd stinct
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ntestmal tract appeared normal throughout The adrenals were
normal

The kidneys were normal 1n «ize and the renal pelves showed no
evidence of pveliis the capsules were easily stripped off showing
some degree of granulation of the hidney cortex  The ureters and
uninary bladder appeared normal

The uterus and ovanies together with their hgaments did not show
any abnormal features

Cause of death —The cardinc conditton was thought to have been
the cause of death

Summary of naked eye pathological findings —Naked-cye patho
logical examinanon showed pericardiis endocardins and media
stimus  bilateral pleural effusion  penspleniis  and rheumatord
arthrius

Fic 17 —Part of fig 16 under high power (x220)
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Histologieal Examination

Lung and pleura —The latter showed fibrous thickening 1 which
there were several are s of necross of varying size from about 0 1 mm
uptoSmm  These showed some peripheral palisading of nucler but
m general the appearances were not <o characterstic as i the nodules
mn the heart muscle  Giant cells were mconspicuous

In sections stamed with orcein much fragmentation of elstic fibres
by the necrotic process was discernible

Rectus abdomims muscle ~This showed very clearly demarcated
necrobiotic nodules  Muscle bundles were separated nd m several
nstances the sarcolemmn sheath was erther destroyed or mvaded by
prohiferating cells

Heart muscle —Sections stamned with Vn Gieson showed interstitia]
fibrosis of the muscle fibres partly 1n associanon with necrobiotic
nodules but more frequently remote from the immediate vicinity of
such nodules  In addition there was some deposition of calcium salts
The nodules m the heart muscle were sharply demarcited nd of
characteristic appearance the peripheral zone of radrtmg fibroblasts
bemng particularly clear

A careful search of the heart muscle remote from the necrobiotic
nodules failed to reven! any characteristic Aschoff s nodes n the
pernscular zones

Spleen —The splenic pulp was markedly congested and the
arterioles showed well marked hyaline degeneration of therr medial
coats  Some pernvascular fibrosis was present and shght athero
matous changes were seen A notable ferture was the presence of
muluple confluent areas of necrobiosis 1 the thickened capsule
Thesc presented the characterisuc morphology of the necrobiotc
nodules of rheumatoid arthnus though giant cells were incon
spicuous  The Malpightan bodies were promnent

Lrer —Brown atrophy was present and there was 2 nuld degree of
cloudy swelling  Certan area showed congestion but there was no
gross pathological change No fibrosis was discernible other than 1
nuld degree mn cerrun portal areas

Radney —The cortex showed patches of fibrosis and lymphocyue
inhiltration associated with glomerular sclerasis and artenolar sclerosis
The renal tubules showed welt marked stellate lurmna produced by
cloudy swelling

Brain and pituttary — These showed no gross pathological change

Larynx epiglotic nodule ~The sagittal secuon m the midline was
passed through the epiglottis and base of the tongue
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Microscopic exammnation showed mulnple foct of necrobrosis 1n
the sub epithelial zones of the epiglottis and also in the musculature
of the tongue These foci presented the charactensuc histological
picture 1s described m the note on the general histology of these
nodules (see further on) Several areas showed hyaline degeneration
Nuclear hyperchronma and pyhnosis were well marhed  Nuclear
pahisading was present and gant cells of the Touton type were
frequent ~ The characteristic lesions were well marhed among mucin
secreting accessory salivary glands  The mvolved tongue muscula
ture showed interstiural fibrosis atrophy and hyaline change

Nodules from the forehead — A nodule from the forehead (biopsy)
showed necrobiotic foci surrounded by reactise cellular areas con
tainng mulu nuclear gant cells (some of Touton type)

Histology of the nodules —Charactenistically the change was mult
focal Typical lesions from the heart muscle showed numerous
munute foct of necrosts  These were approximately 05x1 mm
diameter The central zone showed pyhknosis Karyorrhexis
Laryolysis and a fine powdery deposition of calcium salts

Fxternal to this there was a narrow zone where all structure was
lost and which d almost d by eostn T ¥
external to this structureless zone there was some cellular concentra
uon which tended to show palisading of the nucler and which gune
the general effect of cells radiating centrifugally from the central
necrotic area The cells concerned comprised lymphocytes plasma
cells histtocytes and small mults nucleated glant cells  Some of the
latrer were of Touton form with a more or less complete peripheral
ring of hyperchromic nucler others bore a shght resemblance to the
tuberculous grant cell

These centres of necrobiosts were 1 some cases 1solited and
occurred 1n small groups each separated from 1ts neighbour by nor
mal adipose or muscular tissue  In other instances the necrotic foct
became confluent giving rise to elongated and tortuous misses which
p the char: wstic histological features from withm out
wards as above described

We are greatly indebted to Professor D § Russell for the followng
rcpon

The specimens recenved had been fined 1n formaldehyde and con
sisted of (1) 1 porion of heart muscle with pencardium measuning
28x11x1 em The pencirdium was expanded by two opaque
grevish whute firm nodules the larger of which measured 07 em The
muscle showed no nihedcye changes  (2) A portion of shin and sub
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cutaneous tissues from the elbow metsuring 32x14x 1 cm Beneath
the shin lay a nodular m1ss 14 cm 1 dinmeter of firm opacque
greyssh white nssue of tough somewhat fibrous consistency

One half of ench specimen was embedded 1n paraffin wax frozen
sections were prepared from the remunder and were stammed with
Sudan I Unstained frozen sections were mounted for examination
with polarized hight

Microscopic examnation

(1) Heart —The visceral pericardium 1s everywhere thickened by a
slight 1ncrease of colligenous fibres sparse mfiltration with small
Iymphocytes and plasma cells and an increase in small blood sessels
which are engorged  There 15 great focal expansion of this lnyer by
three nodules  The largest shows 1 large central acellular area of
serpiginous outline much of 1t appears fibrinoid but in places
especially towards the periphery there 1re many delieate collrgenous
fibres and mn places 1ll defined granular areas packed with fragmented
leucocytes  Thus acellular central area 1s surrounded by a dense zone
of short spindle tnd angular polymorphic cells with round oval rod
or occasionally lobed nucler and 1bundint basophil cytoplasm
These cells are often arranged s 1 pahsade their long 1xes rdinting
towards the central aren  Small mulunucleated glant cells are
occastonlly present There 1re no foun cells The cells 1re supported
by dehceate collagen fibres which 1n places coalesce to form smal)
hvaline foc At the periphery of the nodule 1s 1n indefinite zone of
nfiltratton with smll round cells blending with that in the remunder
of the pericardiam

Trozen sections stamned for fat show sparse fine extracellular
granules throughout the central necronic wea  Intra cellular droplets
of larger stze are numerous within the cells immediately surrounding
the necrosts therchy rendering the zone conspicuous under low
powers of the microscope  None 15 1o be found 1n the periphery of
the nodule

With polnzed li ht some of the mtracellular Sudanophil materral
appears doubly refrictine but the central extra cellulr granules are
1<ntr0plc

The myocardium shows 1n the mtersutal nissue at the extreme
cdge of the block 1 nodule resembling the lrgest focus the peni
cardium It 1s almost comipletely surrounded by bundles of muscle
fibres but from the cursvature of the section 1t must lie close beneath
the pericardium The muscle 15 normal apart from granules of
hipofus~in 1t the poles of the fibre nuclet
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(2) The subcutancous leston from the elbow expinds the dermus
and 1s composed of aggregated nodules of varying size sepirated by
narrow strands of connective tissue  The largest nodules measurig
up to § mm  tre central and are composed almost entirely of hyaline
collagenous tissue  Many areas are devoid of cells elsewhere <parse
fibroblasts separate the fibres Near the centres of these larger nodules
there are howeser 1 few 1ll defined acellular fibninoid focx occasion
ally contarmung angular spaces  The margins of these foc contun
delicate collagenous fibres

Light smaller nodules occupying the peniphery of the conglomerate
mass are lenticular 1nd are far more cellular  Though a1l tre nich 1n
collagen the fibres 1re more delicate  Central necrosis of « fibrinoid
charncter 1s visible 1 six and the general appearances in these are
closely sumilar to those alrcady noted 1n the pericardium  Several
gant cells of Touton type are present 1n one of the remammg nodules
and 1n the compressed adjacent tissues of the dermis which show a
ciffuse mainly pernvascular anfiltration with lymphocytes plisma
cells and large mononuclear cells 4 few of the guant cells unasso
ciated with nodules are conspictiously foamy but apart from these
no foam cells are present The mifiltranon extends abour the append
ages to the deep borders of the overlying epidermis  The walls of
blood vessels are unaltered

In frozen sections the large hyaline nodules are for the most part
devoid of Sudinophil material but finely granular aggregates occupy
areas corresponding to the necrotic fibninoid foci they are associated
with lrge unstaned acicular and rhomboid cholesterol crystals  In
the smller nodules the amount and distnbution of Sudwophil
lipord corresponds to that already described for the pericardium

With polarized hight there 1s abundant doubly refrictve lipord m
the arers where crystals re present Unfortunately few of the
smaller peripheral nodules are represented 1 those present the
amount or doubly refractine lipoid appears somewhat greater than
n the pericardial nodule

Discussion
A cuse like our present one 1in which the mun feature duning the
Intter part of the patients life consisted n the almost unnersally
distributed (both superficinl and s1scera ) chartcteriste nodules of the
rheumaroid arthritis tvpe makes one wonder whether rheumatoid
arthnius should not be clwafied with the infecuse granulomara
together with tuberculosis syphilis and leprt though the mnfecuve
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agent sull remuns unknown A sarying allergiclihe reacuon
towards the infectne agent (whatever 1t may be) almost certainly
plavs an important part 1n the symptomatology

In regard to the mvolvement (in the present case) both of sheletal
stuped muscle (abdominal wall) wnd of heart muscle 1t 15 mteresung
to study the paper by Stemer and others (1946) on Lesions of Sheletal
Muscles 1n Rheumatord Arthnitis  These authors describe a condi
tion of nodular polymyositis 1n cases of rtheumatowd arthntis which
together with a kind of penineuntis constitutes they claim an
essential lesion 1n rheumatoid arthnins for which they propose the
term nodular neuromyosiis  The size of the nodules varied from
those easily seen by naked eye nspection n stamed sections 1o very
small (mucroscopic) ones  Lymphocytes and plasma cells were
tbundant mast cells occastonal and polymorphonuclear cells nd
eostnophils rare or absent  All the various lesions of rheumatoid
arthritis they regard as of an inflammatory and grinulomatous
nature  The muscular lesions they find differ from those found 1n
other diseases They obsiously differ 1n degree from the relwuely
gross necrobiotic nodules mn our cise

As to the pericardial and heart lesions in the present ¢1se one may
remember that clinical signs of heart involvement of some hind are
found 1n a grear many cases of rheumaroid arthrius 1t vanous pertods
of the disease Fewring (1945) reported 1n ncidence of 29 per cent
(carditis ) in twenty seven cases of rheumatord arthnns It mav be
remembered thae i Sulls disease wlich 1s an wfanule or yuventle
type of rheumatoid arthrins Sull himself reported the occurrence
of pericardinis

Incidentally our case illustrates a pont urged by Stemer and
others (1946) namely that in old quiescent and apprently burnt out
cases of rheumatord arthritis one can never be sure that the disease
may not burst out again with renewed virulence

One may ask whether 1 case like the present may be relued ta
certain rare conditions classed as exunples of dissemnated Jupus
ervthematosus 1 disease according to Bachr nd Politck (1947)
expressing 1tself morphologicaily s a fibrinoid degenerntion of the
collagen of the connective tssues  This they say 15 but the struc
tural symptom of the disease whose essennal nature 1s yet to be
disclosed  These authors speak of areas of fibrinoid degeneration
the subendothelinl connective ussue of the eprcardium which are
responstble for pencarditis of the pleura responsible for pleuntis of
the pentoneum  responsible for pen spleniis or perthepauts  In
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our present case we found no verrucose endocardial lesions of the so-
called Libman type nor the vascular lesions mentioned by these
wuthors  Clinically indeed commencing dry gangrene of the night
big toe was noted but unfortunately the corresponding blood vessels
were not cxammed post mortem

Finally m regard to lipoidal changes connected with the nodules
a lipoidosis of some hind may undoubtedly be assouated wath
symptoms and lesions of rheumatoid arthnius  As in the present
cse and cases described by Fletcher (1946) nd Kersley tnd others
(1946) there may be and probably usually 1s lipord materal present
n the necrobiotic nodules of rheumatoid arthnius type Professor
Russell 15 convinced that the Sudinophil substances present in the
nodules of our cases are no greater 1n amount nor different n
character from what one mmght expect m such lestons with central
necrosts  Secondly there are rare cases which may be termed hpoid
theumatism or \anthomatous rheumatism (Parkes Weber 2nd
Frendenthal 1937 DParhes Weber 1943 and 1948 Layam 1939
Layan: and others 1939) Graham and Stansfeld (1946) descnibed
1 exceedingly puzzhing case as one of A Hitherto Undescribed

Ipordosis ssimulating Rh 1 Arthrius

Addendum January 1948

Since this paper was completed one of us (F Parles Weber) through
the kindness of Dr G B Dowlimg has seen a middle aged man with
a typical nodular lesion over the left ulna near the elbow of the
rtheumatord arthnos type  The pattent hikewise had a ninged swelling
resembling granuloma annulare over the hnuckle of the nght index
finger This like the elbow lesion had gradually developed during
the last tho years Both lestons were subcutaneous and situated
over prominent bones and both felt to palpation as if they consisted
of multiple small nodules ¢1ch nodule probably representing a minute
necrobiotic focus surrounded by an area of inflammatory and fibro-
blwsuc reaction  There had also been pain 1 muscles and jomnts
Dr Dowhing had seen two sumlar cases suggesung that at letst some
cases of granulomn annulare are of the same nature 1s the nodular
lestons of rheumatord arthnns with a similar aetologucal factor not
merely a histological resemiblance  Even when charactensstic arthrie
symptoms are tbsent nodules of the rheumatoid arthntis type and
granuloma annulare may perhaps both be regarded as incomplete
forms of what one mught term the rheumatord arthnius syndrome
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Summary

A case of rheumatord arthnitis 1s deseribed 1n which the charetensne
necrobiotic nodules were of extensive distribution  Arthnitic changes
mvolsed the jomts of the arms and legs with gross defornmty and
typical lesions were found in the Iarynx 1n the muscles and mn the
subcutaneous tissues  Moreover the internal organs including the
lungs pleurae pericardium and heart muscle showed macroscopic
nodules of charactenstic histology

Attention 15 drawn to the fact that some of the necrobiotic lesions
were assoctated with giant cells but that they were not universally
present

‘We have unfortunately overlooked the mention of 2 sinlar case of
widely dissemimated rheumatord arthrits nodules with pericardinl and
pleural involvement (Bennett and others loc at)

Our thanhs are due to Mr § O Aylett FRCS Surgrcal Registrar
to the Royal Cancer Hospital for helpful suggestions and 1o
Professor Dorothy S Russell Pathologist to the London Hospital for
most valuble help 1n the histological examination of the nodules We
also thank Miss Hunt for the clinical photographs Mr Chadwin for
histological preparations and Mr Cowles for photonncrographs
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A CASE OF JUVENILE RHEUMATQID ARTHRITIS WITH
SCLERODACTYILIA AND CALCINOSIS!

PHII TP ELLMAN and F PARKRES WEBER
A~ unmarnied woman of 28 years was admitted to the Rheumatic

Unit St Stephen's Hospital on March 15 1948 under the care of
Dr Phihp Ellman complaiming of mability to stoop to straighten

e
H

Fic 1 —The patient 1n May 1948
'From Aunnals of the Rhet matic Diseases 1948 7 231



24 FURTHER RARE DISEASES

Fic 2-—Dorsal aspect of patients hands showng chronc remnants of
P P g
Jnentle rheumatord arthritis together with early sclerodactvlia and caleinosts

Fic 3 —Palmar aspect of hands showing ctlcnosts nodules
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s, e

Fic 4 —~Calanoss nodule on nner side of nght knee  (There s an exactly

it one at the cotresponding, position near the lefc hnee)

Fic S—Radiograph of hand

showing calcareous deposits
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Fic 6 —Radiograph of hands (for comparison) from 1 case of typical sclero
dactylia with calcinosis (without rheumatoid arthritrs) showing charictenisuc
absorption of tips of the termntl phalanges

the elbows and to walk up high steps nd also of pun on nioving
the elbows fingers knees and hips all for the previous seventeen
years
At the ge of 11 years she had had a pamful throat and enlarged
glands 1n the neck with high fever After 1 few weeks these
symptoms all subsided

After a2 symptom free interval of 1 week or tno her fingers beeame
suff and little nodules appeared on the dorsal aspects of both mer1
carpt her knees were suff and swollen and she also had pan i both
hips  In six months this second set of symptoms cleared up  Her
doctor however making a retrospective dirgnosis of rheumanc fever
ordered her complete rest for a year and this she had sitting in a
wheel chair motionless nd with the clbows and knees contmually
immobile 1n 90 degrees fleion At the end of the year these joints
were fived

She then (when aged 12 or 13 sixteen or fiftcen yeirs ago) was scen
by Sir Fredertck (then Doctor) Sull who diagnosed Sull's dise1se and
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sent her to Woodhall Spa for physiotherapy A partal recosery
ensued she could walk agun and go to school

At 14 years of age nodules appeared also on the medal aspects of
both knees and they and the former ones began to discharge

Since then her condition has been more or less stauc If anything
the joints are all looser but the nodules which are tender are more
troublesame than before Two years ago the left forefinger being
anhylosed and an encumbrance was amputated

Direct questiomng reveals that her maximum weight was 6 st 2 b
one year ago now she weighs 5st 15 1b Her menarche was at the
age of 17 penods now lastng five or siv days with a enty-eight
dny cycle They are regular ind panful In cold weather her hands
go numb and white

Past and famuly histories show nothing of significance

Present Condition

Physical exammation shows a thin joung woman (fig 1) with a
pleasant though somewhat immature personality and with poorly
developed dary sexual c} 1stic

There 15 apparently slight sclerodermic contraction round the
mouth as well as 1n the hands  Calcareous nodules some ulcerating
the shin are seen on the fingers of both hands (figs 2 and 3) the
medial surfaces of the knees (fig 4) and the medial sides of the
first metatarsophalangeal joints ~ Symmetry 1s a feature of these
calcinosis nodules  She has 2 shghtly funnel type of sternum  The
left forefinger has heen amputated Her spine 1s flattened and ngid
Elbows wnsts and hips (and to less extent the knees) show
moderately severe ltmitation of all movements The finger move
ments are also impaired

The cardiorascular system 1s normal

The respiratory system shows no abnormality save poor but
symumetrical wmovements

The abdomen 1s normal there being no splenomegaly and so 1s
the nerious system There 15 no enlargement of any superfictal
lymphatic glands

Special nsesnigations have shown nothing abnormal with the
important exception of \ray examinanon which reveals calcinosis
of the hand and wrsts (fig 5) as well as some munor widespread
ol]{)l rheumatord arthntic changes there 15 some osteoporosts at the
elbows

Blood chemistry shows nothing abnormal i regard to calaum
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phosphorus phosphatase urea and uric 2ad  The blood count 15
normal <nd the erythrocyte sedimentation rate now normal The
blood Wassermann reaction 1s negatie and there 1s no achlorhydua
The unne 1s free from 1lbunin nd sugar and 1s sterile on culture

Discussion

The case 1s now a typical one of shght symmetrical sclerodernua of
the sclerodactylia type associated with well marhed circumscribed
clemosis nodules of furly symmetrical distribution n the extremi
ues (cf Athinson ind Weber 1938) As 1n most cises of sclero-
dactyhr sympromatic Riynaud lihe phenomena have heen noted
in the hands which by the way 1n the present case are the sttes of
most of the calanosis nodules  Calanosis nodules are apparenily
not reltted to the necrobiotic nodules of the rheumatoid arthritis
type (Weber 1948)

But 11 15 the occurrence of sclerodactylin on the bass of jusenile
rheumatord arthrins - Sull s dise1se —as dingnosed by Sir Fredenck
Still himself when the patent was 12 or 13 years old that we wish fo
consider  The associrtion of muld sclerodactyitr the changes with
the changes of old Sull s dise1se seems not extremely rare

For the sake of contrast we show a radiograiph of the hands
(fig 6) of a woman aged 76 years hindly referred to one of us
(P Ellman) by Dr D Seth Smuth The calamosts of her hands 15
2ccompanied by well marked sclerodactylin  without rheumatond
arthntis and the radiograph shows absorption of the ups of the
termunal phalanges which 1s 1 rither rare but verv charactenstc
feature of some cases of sclerodactyla

On the whole 1t seems to us probable that rheumatord rthrinis 15
due to some infective agent possibly 1 vrus but untl the cause of
the disease 1s discovered 1ts relaton to occasionally associated con
dittons such as Raynaud s phenomena sclerodactylia (with or with
out calamnosis) Sjogrens disease {on the nonocular fetures of
Sjogrens disease ~sec Weber 1945) and even rheumatic fever can
be noted but the niture of the associauon can be only surmmsed
Compare also Ellman (1947) especrily with regard to the possible
role of allergy towards 1 virus or other mfective agent

such surmisal would of course be mded by comparatse observa
tion and staustical enquiry on a large scale Before the infective
agent of syphihs hid heen discovered there were some who dready
surnused that t1bes dorsalis w1s due to the sante cause as the ordmary
primary wnd <econdary mamifestanions of syphilis  Just a5 with the
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discovery of the syphihitic spirochaete 1t was suddenly proved that
tabes dorsalis demenua paralynica and ordinary aoruic aneurysms
were all due to the same infection (syphilis) so when the essential
cause of rheumatord arthnius has been ulumately discovered the
relation of rheumatoid arthnitis to various other conditions (whether
already surmused or not) will probably become evident

Summary

A case 1s described of typical calemosis circumscripta—mainly of the
hands—with nuld sclerodactyha and Raynaud s phenomena trising
on the basis of juvenile rheumatoid arthnius (Sulls disease) Cases
of jurenile rheumatoid arthnius assocated with muld sclerodactybia
are not extremely rare but in such cases of old Sulls disease com
bmed with mild sclerodactylia typical calcinosis circumscripta has
apparently been seldom 1f ever observed

RerErencEs
Atlnson, F R B and Weber F Parkes (ms) Bt J Derm Syph 50 76
Ellman P (1947) Proc 1oy Soc Med 40 332
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SJOGREN’S DISEASE WITH DRYNESS OF THE BRONCHIAL
MUCOSA AND UNCERTAIN LUNG LESION!

PHILIP FITMAN and I' PARKES WEBLCR

HexRIk SjocreEn of Jonkoping (1933 and later) by the careful study
of cases of kerato conjunctiuus <icca has succeeded 1n establishing
the enistence of a syndrome or rather a disease which n 1ts com
plete form includes kerato-conjunctisttis sicca xerostonua rhimtis
sicct pharyngits sicea and Iaryngius sicen but the disease 1s far more
often incomplete  The eye leston need not be the presenting condt
uon and patients may first seek medical 1dsice because of enlarge
ment of saliiary glinds or because of xerostomia The chronic
mflvmmatory changes in the parond glinds usually without suppura
uon but with recurrent exacerbations tend to produce permanent
enlirgement  sclerosts  or atrophy i irregular  combination
Annlogous changes occur 1n the other salivary glands and in the oral
mucosal glands and Also m the Jrcnimal glands though usually with
out obvious chmicl enlargement It seems certun that many cases
have been labelled as Mikulicz s disease or Mikulicz s syndrome The
skin especially the sweat glands and the stomach (acid producing
glnds) may be mvolied 1n some cases The clinical onset often more
marked on one side than the other is mtermittent and nsidious
The patients 1re mostly muddle 1ged women  Chnical 1ccompant
ments may include 1ccelerated blood sedimentation rate alterations
n the blood count body temperature and blood sugar curve and not
rarely arthnine symptoms {rheumatoid arthnus)

In regard to the eye condion Sjogren concluded The morbid
changes appear to find thewr simplest explanttion n the fact that
owing to wntense dimmution or complete abohtion of the lacnimn
secretion the conjunctya itself 1s obliged to provide for the entire
secretion of flud  As the result of this . chromc cedema anses
which gradually leads to degenerwtion and atrophy of the
epithellum  One may suggest an anilogous explanaton for the
<econdary changes 1n the oral mucost when they amse 1 cases of
chronic \erostomia of 1y nature  According to Sjogren s investiga
wons 1t seems clear that the dryness of the mouth and eyes are
preceded by changes (mucroscopical) 1o the salivary and lacrimal
glnds

Non ocular features of the disease (Weber 1945) m additon to the

1After British Medical Journal 1949 1 304
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changes m the salinary glands 1nd mouth may include Dryness i
the nose pharynx and larynx  secondary dysphagia (Plummer
Vinson syndrome) <ccondary cough (from dryness of mouth and
pharynx)’ achlothydna  drvness of shin  dryness and atrophic
change 1n sagina almost complete alopecia accelerated blood sedh
mentanion rate hypochromic antenua low blood pressure low blood
sugar low blood caloum Raynaud like blueness of hands and feer
telangrectasis on lips and ups of fingers telangiectatic and pigmentary
scleroderma lthe changes 1n the legs (Sheldon 1938) delusional
mental symptoms and occrsional eptlepuc fits (Sheldon 1938}  But
some of these features may possibly be regarded as superadded con
ditions not directly connected with the Sjogren s disease  However
m regard to the curious pigmentary sclerodermn Tike dermatosis 1n
Sheldon s case one of us (Weber 1945) has heard of another case of
Sjogren s disease with similar leg pigmentation

In the present case the unusual feature 1s the presence of dryness
of the bronchral mucosa with some radlogical basal pulmonary
shadowing of uncertain nature which may perhaps be interpreted
as n nfected (granulomatous) atelectasts due to breakdown of the
natural defence owing to the dry bronchial mucosa

Case

The patient 15 a delicately built woman of medium height aged 34+
years (on November 13 1948) thin but apparently nor losing weight
Her father died at 57 of heart failure he suffered from bronchins
Her mother died at 69 of sugardiabetes The parents had 8
children of which the patent 15 the seventh all the others wre sud
to be luing and healthy The patient herself has lways been thin
and delicate looking and since the age of 13 years has been
subject to short Raynaud hike attacks in the fingers—the ups turn
white and then blue—relieved by puttnng the hands into hot water
She had measles 1t 17 and scarlet fever at 21 Whalse sull 1n the
fever hospital after the scurlet fever she developed temporary
swellings on both sides of the face wlhich were considered possibly
mumps  About 1940 she noticed peculiar dryness of the lips and
mouth which she did not get nd of  In January 1942 painless cherry
sized parond swellings developed onc on each side and were
diagnosed as Mihuliczs disease  For these she recened deep X ray
treatment at the Cancer Hospital (6 scances) and they disappeared
but not the dryness of the mouth

Menstruation which commenced at 12 years of age has remuned



32 FURTHER RARF DISFASFS

normal  She married 1n February 1939 and in December 1943 1
child (boy) was delivercd by Caesarean section owing to the presence
of a uterine fibroid which was removed at the same time  The boy
was normal at birth and has remained healthy After suckling hum for
8} months she developed two small painless lumps (September 19+4)
one on each side under the lower jaw  With deep X ray treatment
(6 scances) they disappeared  She recenved further deep X ray treat
ment i February 1946 but now for the past eighteen months she has
had a small pawnless swelling m the right sublingual region  About
September 1944 her eyes felt hot dry and irntable and 2 doctor told
her she had conjunctisins It cleared up but has returned on and
off ever since

In Apnil 1946 she suffered from dry pleunsy first on one side and
then on the other  Tor this she was in bed for three weeks only but
never got rid of the dry cough and since then has neser felt quite well
Since then 1lso the eyes have been drter and in February 1948
they became much worse and follicular conjunctivitis was diagnosed

In May 1948 a suff neck was followed by punful swelling in the
knuckles and pamn and suffness m wrists knees feet and left
shoulder with some fever This polyarthnus of the rheumatoid
arthnus type for which she was referred to one of us (P E) by
Dr W Edwards of Ashtead and treated at the Leatherhead Hosprtal
has now neurly subsided Her dry cough has become much worse
and when she 1s talking she has to sip water frequently to reheve
the dryness

Present Condition

She complams of dryness of eyes mouth and throat and wrritable dry
cough much worse on talling  Sometimes she has shght difficulty
m swallowing  Most of her teeth hase been extracted By palpanon
with the finger and thumb a pamless cherry sized swelling can be
felt below the tongue to the right of the middle me  There 1s shight
symmetrical enlargement of the thyroid gland bur there 15 ne
clinical evidence of thyrotoxicosis

Blood-count (August 14 1948) Haemogl 98 per cent erythrocvtes
4980000 colour index =099 per cenr leucocyres 6000  Another
blood count (December 31 1948) gave Hniemogl 103 per cent
erythrocytes 5700000 colour index=09 per cent leucocytes 7 600
(pc]ymorphs 81 per cent) lymphocytes 18 per cent monocytes one
per cent Urnmne nothing abnormal Blood pressure  120/80 mm Hg
Blood Wassermann reaction negatise  Blood sedimentation rate
not rused on June 28 1938 when st was 5 but on September 26 1t
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was 22 (normal 4 to 8) Blood calcium 106 mgm per cent Blood
phosphorus 39 mgm per cent  Blood alkline phosphatase 9 umits
There 1s no sputum at present  There 15 no chinical evidence of
disease of the heart abdomen or central nersous system In the
lungs there 1s dimnuton of airentry at both bases breath sounds
are tubular 1n type at the left base and numerous dry crepitations
can be heard at both hases but are especrally marked at the left base
Xray exammation of the chest (July 11 1947) showed dimmished
translucency 1n the left lower lobe with pleural myolvement  On
August 16 1948 there was an area of consolidation in the left lower
tobe with some scattered opacities 1n the right lower lobe  The heart
mediastinum  and trachea were centrally placed the left diaphragm
was obscured and the heart was normal n shape size and position
A further shiagram on November 30 1948 showed lutle apprectable
change

Bronchoscopy negatnve except for dryness of bronchual mucosa
no secreuon was obtained (Mr W P Cleland St Heher Hospital
Carshalton) Electrocardiogram  normal

The hands show soft tissue swelling of the proximal interphalangeal
joints but no bony changes nor were there any bony changes in the
other jomnts

The followmng additional invesuganons were carried out at the
Hammersmuth Hosprtal —

Sputum showed Gram positine cocct and diphtherowds on direct
smear Staphylococcus aureus on culture

Fracuonal test meal normal secretion of hydrochloric acid

Urninary excrenon of 17 ketosterords  normal

Glucose tolerance test normal

Schirmer s lacrimation test showed maistening along ' ¢ of the
filter paper compared with 3 to 5 cm 1n controls

Salnvation test consisung of collection of saliva for 3 minutes after
chewing and swallowmg frutt gave 08 cc whereas control subjects
produced 509 cc

A heaung test for sweaung gave normal response

A hver biopsy (performed because pulmonary sarcordosis had been
suggested) showed normal histology

Treatment was directed symptomaucally to the dry eyes dry
mounth and dry bronchal mucesa  As far as the eyes are concerned
codliver ol drops g1ve symptomatic relief  Attempts were made to
increase the sabhvary secretion by pilocarpine mecholine and phvso-
sugmine  These produced no apprectihle response as shown by the
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salnation test  An attempt was made to alleviate dryness of the
bronchial mucosa in the hope that the changes 1t the base of the left
lung might thereby be improved by heeping the pauent for a fort
night in 1 steam tent This bad no beneficrn] effect on the respiratory
condition 1nd the pauient thought that the dampness aggravated the
arthnitis Breathing exercises and postural drainage produced no
significant result She was given vitumun A 150000 umts daly
empirically as 1t was thought that this could not possibly do any
harm and might concenbly do some good Closure of the lacrimal
ducts by local diathermy w1s not carried out since the patients eye
symptoms were not the most troublesome  The patrent chunhs that
mhalation therapy helped her at the Himmersmith Hospital

Discussion

Thrs case seems to be one of Sjogren's disease which we thinh mw
be regarded as 1 lymphoid granulomatous conditien affecting
especially the salivary 2nd lacnmal glands and giving rise to dryness
of the mouth and conjunctivae  The presence of shght rheumatord
arthritis may be regarded as 1 pomnt mn favour of this diagnosis  In
the present instance the bronchial mucosa 1s specially affected ind
there are pulmonary lestons of uncertain nature probably granulo
matous perhaps to be explaned s infected atelectases  Dryness of
the bronchial mucosa seems as yet not to have becn noted in
Sjogrens disease though i1s occurrence might h1ve been expected
1 some cases

The mamn salvary gland swellings huve disappeared under deep
X ray therapy but the dryness of the mouth nd conjunctivae his
mcreased if anything and there 1s 1 swelling 1n the right sublingual
region  Further trentment of the cse beyond inhalation therapy 1
problematc but we think that the lacnmal ducts should now be
closed by diathermy 1n order to dimmish the conjuncusal dryness
Mikuliczs disease ts 2 lymphoid granulomatous condition of the
salnvary and lacrimal glinds very susceptible to X r1y treatment and
it 1s a question how far it 15 to be disunguished from Sjogren s
disease 1o which perhaps 1t may be an allied condition {vamant}
The advisability of further deep X ray treatment 1s a question for
constderation —both 1n regard 1o the sublingual nodule and the
lungs

There 1s also the question of the lung condition being of sircond
nature but the negative Inver biopsy makes this unhikely We need
not therefore constder the further quesnion of 1 posaible relationship
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between Sjogrens disease Mikuliczs disease and sarcordosis  The
replacement of glandular ussue 1n Sjogrens disease and Mikulicz s
disease by a kmd of lymphoid granulomatous nssue reminds one
1t may be noted of the gradual replacement of thyrod glandular
ussue by lymphadenoid ussue 1n cases of so-called lymphadenoid
oltre

§ We are greatly indebted to Dr | C Scadding for the mnvestgations
carnted out at the Hammersnuth Hospizal We have to thank
Dr J N Cumings and Dr § A Withers for routne clinical

prthological and X1ay 101 respecmely
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REMARKABLE SYPHILITIC CASES
F PARKES WEBLR

I mave met with several remarkable early syphthtic mantfestations
all of them 1 absence of arsenical treatment (1) Early Syphihuc
Paraplegin (with Dr Risien Russcll Brawn, 1898 21, 520) (2) Acute
Hepanie Awrophy (Proc Roy Soc Med 1909 2, Path Section 113)
(3) Early Syphitic Non suppurative Memngo encephalo myelius
(St Bartholomew s Hospital Reports 1915 50, 157) (4) Acute
Nephrosis (with Dr H Schmudt International Clincs 1916 26th
series 1 89) In this [atter strihing case when 1t seemed almost hope
Jess a dramatic functiona) recovery took place by 1 dwrenc cnsis
and the whole chronic waterlogged conditton rapidly disappeared
lewving of course innumiertble struae cutis distensae

In 1907 T wrote 1 paper (Lancet 1907 1, 728) on tertiary syphilitic
fever a condition almost unknown m Lnglind ac the present nme
In my first patient the liver was enlarged and the fever which was
of an irregulir type rapudly yiclded to antisyphiliic treatment

In regard to differential diagnosts 10 1930 I recorded the fact that
1 temporanly posiive Wassermann rexction (false Wassermann
reactton ) may occur in glandular fever (AMed Press 1930 18f 66 nd
Brit Med Journ 1930 2 194)

In 1908 T published a note on what one rmghe call osteins defor
wmans of wmherted syphilic (Brit Journ Cluld Dis 1908 5 83)
Children with resulung prolongation i length of the lower
extrermines (probably nevcr seen now1days) consurute strange nd
remarkable pictures

In 1940 with Dr T AnwylDastes and Dr Dasuid Nabarro I
wrote a short paper (Brit Journ Chald Dis 1940 37, 173) headed
Famihal Vulnerability of Special Sites towards the Lestons of Con
genital Syphilis—Ischaermic Disturbance m Iingers of Two Sisters
probably due to Third Generanon Syphilis It was highly probable
that the mother of the pauents had congenit1l syphilis nd thar the
remarkable lesions 1n both children were due to attenu ated syphihs
of the third generation A point of special intercst m the two sisters
w1s that the Jesion which we supposed to hue been of congenstal
syphiliic ongin and probably of ischaenuc nature affected the
same fingers of the sxme hand m both eases 1 1f those fingers were
the ate of 1 special famulinl sulnerability  This may be compared o
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cases m which congemtal syphilis i two sibs mamfests itself
especially 1n the eyes (interstiial heratios) I remember for instance
a brother and a sister both suffering from intersutial keranns whose
father had I knew died with general paralysis of the insane At a
meeting of the Socicte Medienle des Hopiteaux de Paris on February
12 1926 Guillain Perisson and Tresenard made a commumication
on a fanuly afflicted with tabes dorsalic and nervous syphilis At
the next meeting (Cebruary 19 1926) Charles Flandin described cases
of fanuhal aortic syphihs as examples of the famihinl predisposiion of
certun sites to be affected by teruary syphilis

My paper on Chromic Fibroid Subcutaneous Syphilomata of the
Legs (Brut Journ Derm and Syph 1920 32 173) ws apparently the
first to draw attention to the condiion but following 15 a mere com
plete account of the subject by C Worster Drought My panent 1t
should be noted had hkewse the well known condition of chrome
penurethral induration 1n the penis suggesting that he had a special
tendency to develop fibrous induration such as some persons have to
develop Dupuytren s contraction of the palmar fascin or Landouzy s
acquired type of camptodactylia
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SUBCUTANEOUS FIBROID SYPHILOMATA
A Rare Mamfestation of Late Syphilis

C WORSTLR DROUGHT

THE condition for which Parkes Weber [1] 1n 1920 suggested the
name ‘subcutaneous fibroid syphilomata 1s admutredly a very rare
mantfestation of late syphilis  Indeed so scanty 1s the literature of
the subject that Goodman {2] on reporting a case 1 1921 claimed
that only two such cases had previously been recorded and further
that when he and Young [3] published a c1se 1n February 1920 there
was at that ttme no similar case n the literature

In the case here described bilaterally symmetrical lesions nsolved
the ulnar nerves and yielded rapidly to antisyphilitic treatment

Description of a Case [4]

The patient 1s a woman aged 27 marned three years no chuldren
and no history of muscarriage  She has had a slight goitre since the
age of 14 and at 12 years had an attack of diphtheria otherwise no
previous illnesses  She grves no hstory suggesting acquired sy philis

Famly Instory —Her father died ar the age of 67 having suffered
for over twelve years from a condition the patient terms creeping
paralysis  the descripnon of which suggests tabes dorsalis (intense
pamn 1n legs unsteady gait and loss of control of bladder) Her
mother sull allve bhas had epilepuc fits (average frequency one per
month) since the age of 15 An elder aster died at 30 with Graves
disease one brother aged 35 has a goitre tnd three elder sisters e
healthy

History of present condition —The patent states that dunng the
past three months small lumps bave developed on the nner and
posterior aspect of both forearms they first appeared just below the
elbow and gradually spread downwards tonards the wnst At first
the lumps were quite panless but more recently she has had
neuralgic pain

Condition on evanunation — A series of hard subcutaneous nodules
extend downwards along the mner aspects of both forearms from
just below the olecranon to a pomnt three inches 1horve the styloid
process of the ulna The nodules are briaterally symmetrical and
dumnish progressively 1n size from above downwards those nearest
the elbow being the largest and vrying from 1 to 2 cm 1 dimeter
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At the Jower end of the sertes the lestons have a diameter of only a
few mullimetres (hg 1 1s 2 semu diagrammance representation of the
condition. which did not show well 1 a photograph) The nodules
are quite hard and adherent to the deeper ussues the shin over them
however 1s frecly movable The majonity are quute painless on palpa
tion and only 2 few situated within an mch or so of the npper hmt
of the series on each side grie rise on firm pressure to tngling pam
referred to the httle and ring fingers In the deeper tissues of the
upper third of the forearm just anterior to the ulna and in the region
of the ulnar nerve some small nodules can be felr pressure on these
also produces pain m the distribution of the ulnar nerve  Over the
ulnar area of each hand there 1s some hyperalgena to pin pnick The

hypott and add pollicts muscles however show
good yoluntary movement and react normally to faradism  There 1s
some parenchymatous enlargement of the thyroid gland with pulse
rate of 76 and no signs of hyperthyroidism  All other systems show
no abnormal physwal signs

Z 3T
= T —
- I— \\\\\},)

Fic | —Semi-diagrammatc repre entation of the conditron

X ray evamnation of the forearms reveals some nodes on the pent
osteum of the ulna on both sides but not corresponding to the
nodules seen and fele in the ussues

Pathology -To determune the diagnosis of the condition one of
the nodules a short distance below the elbow was excised and sub
nutted to Dr Clement Losell for histologreal examinanon The report
was as follows  The small tumour which 1s tough and elastic on
section 1s 2 gumma  Sections stamed with hiemotoxyhin and Van
Giecon stun show on mucroscopical exanunation masses of fibrous
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ussue separated by 1 looser ussue which 1s highly sasculwr  The
vessels in this latter area are surrounded by aggregations of
mflammatory cells chiefly small round cells  Some of the vessels
show thickening of the mntima with very lttle infiltration of the
vessel wall other vessels show thickenmg of the advenunal coat with
mrked infiltration by small round cells (g 2) The blood serum
vielded 1 positive Wassermann reaction

Subsequent progress — The patient was given six 1ntravenous mjec
nons of nosarsenobillon (two doses of 045 two of 075 and two of
09 gramme) alternating with six intramuscular njections of mercury
cream (1 grun of Hg per dose) one injection bemng gien each week
Potassium rodide (grains 10 tds) was also taken by the mouth
By the ume the fourth 1njection of novarsenobillon was reached all
pam had disappeared and there was a remarkable diminution n the
size and consistency of the nodules When the last of the senes of
mjections had been grven no nodules were visible and all that could
be felt was a slight induration of the subcutaneons tissue 1t the sttes
previously occupied by the nodules When seen six months later
there had been no recurrence 1nd 1t was even difficult to be sure of
any degree of tssue thickening

Subcutaneous Syphilomata General Chinical Description

The age mcidence varies between 27 and 60 vears mn the recorded
cases and both males and females are affected The lesions consist of
nodules varying i size from that of a pex to that of a chestnut  The
most frequent site 15 the ulnar border of the upper part of the fore
arms the larger nodules being placed near the olecranon and m
distribution they 1re as a rule remarkably symmetrnical  The
nodules may also be found in the region of the knee prrucularly 1n
relation to the ligamentum patellie betneen the patella and the
anterior tuberosity of the tihin more rarely they extend downwards
towards the 1nkle Those occurring 1n the lower imb are usually
larger and less firm and hard than those in the upper mb In
character the nodules are of farly regular rounded or oval shape
and of 1 pecultar wooden hardness 1 most unusual feature of
gummata They are themselves punless and at 15 only when they
lie 1 reliton to a nerve s in the case reported above that any
pain 15 expcncnccd The shin overlying them 1s freely movable but
they are usually adherent to decper structures '\ ray cxamunation
when performed has shown no bony changes 1n the case described
above howeiver there were nodes on the periosteum of the ulna
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which did not correspond to the nodules felt i the nssues The
lesions develop slowly attaming a maximum size 1n a period yarving
from a few menths to two years i different cases and then remain
stationary

Therr syphilttee nature 1s proved by the presence of a posiuve
Wassermann 1 all recorded cases in which this test has been per
formed and also by the histological charicter of the nodules—viz
that of an orgamzing or fibroid gumma Microscopreal exarmnanon

Fic 2 —Section of syphiloma (x 70) showing fibrous tumour surrounded by a
zone of inflammatory ussue  In this 2one are many vessels showing endar
tersus obliterans with perntartenus

shows a chrontc inflammatory lesion which has become fibrous with
out undergomg true gummatoys or necrotte changes Goodman and
Young mde from a nodule a prepararton by Lesaditi s silver impreg
nauon method but Treponema pallidum was not found In most of
the cases there has also been 2 history mdicating syphilts —chancre

Tmscarnages etc-and m a fen other signs of syphilis-e g a tertiary
syphilide in Goodmans case In the ctse described a congemtal
ongim 1s possible the Instory suggesung that the patent s father had
suffered from tabes dorsalis Tn those cases treated on modern ants

syphihitic hines the nodules rapidly disappeared
D
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Summary of other Recorded Cases

I Goadman and Youngs cse [3] Woman aged 29 marmed No
Instory of syphilis one aboruon at the fourth month and no sub-
sequent pregnancies Wassermann reaction positive  Bilaterally
symmetrical nodules extending downwards from two inches below
the olecranon to the styloid process of the ulna also a single mass
over left knee and in the ligamentum patellae Durarion eight years
Microscoprenl dragnosis  Granuloma probably syphilitic

2 Parkes Webers case (1] Man aged 60 Gonorrhoea at age of
20 but no history of syphihs Wassermann reacton positive
Muluple subcutaneous nodules present on legs chiefly nght and
extending downwards from just above the knee to the ankle m
1ddition_one nodule was situated on the outer side of middle of night
thigh  Duration seven years The condinon was assoctated with
pert urethral induration of the penis (indurano pems plastica) and
1lso old disseminated choroido retmns of nght eye  Microscopieal
diagnosis  Tertitry syphiline lesion become fibrotic

3 Coodmans case [2] Man aged 36 History of chancre ten years
previously but no secondary symptoms W R positne Two nodules
were present on the right forearm below the alecranon and three on
the left foretrm the first of the latter w1s symmetrical with those 0%
the night side the second was situired over the mternal condyle and
the third two mnches above the olccranon On the left leg 2 smaller
podule was present over the tubercle of the nbia  Duruon aight
years Over the metacrpal of night thumb there was also 2
serpigtnous tertirry syphilide 2x 134 m  Microscopieal diagnosis of
nodule Gumma  [he tumours disappetred following treatment
with 12 ntravenous njections of wsphenamme the less recent
letving only a slight indurarton

4 Howard Foxs c1se [5] Negress nged 45 No definite history of
siphihs o children i good health 2nd two miscarnages WR
strongly positne Nodules on both forearms 1long ulnar horders and
Al o tn the region between prella and tuberosity of tibwa on both
knees Duraton two yeus Microscopreal diignosis  Orgamzmg
gumma The lesions responded slowly 1nd impcrfectty ro mura
venous 1njections of arsphenanune but the patient artended at only
wregulac mtervals

5 In the course of his commumcation Hoeward Fox mennons
another ¢ase which he obsersed i 1919 Negress aged 34 No hstory
but had three chuldren all of whom dred as infants WR

f syphilts
o4 Nodules present on alecranon and ulnar borders of both

positise
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forearms and also on both knces below the patella Durauon
thirteen years Microscopical diagnosis  Unsausfactory as piece of
tissue was too small and pauent was lost sight of

Howard Fox s communtcation was read at the forty fourth annual
session of the American Dermatological Assoctation Swampscott
Mass 1 June 1921 In the subsequent discussion the following
speakers mentioned that they hrd met with simlar cases

6 T E Lane Man aged 45 Nodules on ulnar borders of each
forearm near olecranon The lesions had almost disappeared after
six mjections of arsphenamine

7} F Schamberg Two cases in negresses each showing
symmetrical cartlaginous nodules below the elbows

8 ] C Fordyce also menuoned 1 case of nodules on one elbow

9 C R Lane [6] Man aged 45 Alleged gonorrhoea at 20 five
years later small lumps appeared over the lower part of both ole
cranon processes  They were sunll single and painless and so con
unued for more than cighteen years when following a blow the
nodule on the nght arm broke down and several satellite nodules
appeared over the area At the same time a second nodule appeared
on the left arm  The blood WR was posiive  On biopsy the
histological structure of the lesion was that ot 2 fibrosing gumma

10 C P G Wakeley [7] Man aged 38 with small nodules on the
back of both forearms for onc year nd gradually becoming larger
for the pist six months  History of gonorrhoea at 18 On exanuna
tion numerous small and punless nodules along the extensor
suifaces of both forearms Blood W R postine A biopsy of a nodule
showed the typical structure of 1 fibrood gumma  The nodules

disappeared rapidly on treatment with injections of novarsenobillon
and mercury cream

Juxta articular Nodules

The chneal smilanty of the tropical condiion hnown as juxta
articular nodules to sub yphit was ¢ d npon
by Goodman and Young  Juxtn articular nodules appear first to have
been described by MacGregor and were later in 1909 studied 1n
detul by Jeanselme {8] Thev occur in nauves of many tropical
countries mcluding Jasa Siam and tropical Afnica According 1o
Manson [9] juxta articular nodules are round or oval muluple
symmetrical nodules painless nd very hard and increase slowly m
size until they ni1y atrmn the si7e of a small oringe  Broden and




44 FURTHER RARE DISEASES

Bernard s analysis [10] indicaces that the nodules are more frequens m
the lower limbs than the upper

In lus onginal communication Jeanselme described juxta articular
nodules as of various sizes usually globular 1n shape and often
collected together in masses At first they lay deep mn the sub-
cutaneous tissues some freely movable and others appearmg to be
adherent to the periosteum from which possibly they orsginated
Later the nodules became more superficial and might be incorporated
m the skin  Beyond distension and shight discoloration at the highest
pont the shin underwent no chinge The nodules were remarkably
symmetrical and occupied the extensor aspects of the extremiues
with a tendency to surmount hony prominences and to group them
selves nmear jomnts—eg m the arms about the olecranon acromsal
process and dorsal surface of fingers and 1n the legs about the great
trochanter head of nbia and external malleolus  Microscopically
the nodules were divisible mto three zones

I Externil zone of wmflammation made up of fibrous tssue
numerous blood and lymph capillaries plasma and polymorpho-
nuclear cells and lnrge fixed cells with a fibnllated retrculum

2 Intermediate transitional zone of gradually homogemzing
connective tissue which lost ats filbnllar structure and stammed deeply
with eosin

3 Internal zone of degeneranion formed of 1rregular homogeneous
and translucent blocks  Bacteriological examinanons proved
negative

Jeanselme considered that the nature of the nodes was not
revealed by mucroscopical examunation 1nd that they had no reltion
ship to syphilis tuberculosis or \anthoma nor were they fibromatd
nor toph1 Davey [11] considered them to be 1 Iate manifestation of
vaws An organism has been claimed by some to be the aetiological
factor but this has been demed by others Thus Van Dyke mnd
Oudendal (1922-23) and Soberheim (1924) claim to have demon
strated spirochaetes 1n the nodes Gougerot a fungus which he placed
under Nocardia and Ouzillews (1913) filanal elements (quoted by
H S Stannus [12]}

In 1920 Poupelun [13] in reporting 5 cres of juxta articulas
nodules stated that he had found they were rapidly cured by
novarscnobillon 1njections and drew further attention to their possible
association with syphilis  In the same year Montel [14] deseribed 4
cases also responding favourably to novarsenobillon while in 1921
Da Matta[15] Negue|16]) Broden and Bernard [10) reporred similar



SUBCUTANEOUS FIBROID SYPHILOMATA 45

cases  Foley aund Parrot |17] also in 1920 1 reporting 2! cases of

juxtr articular nodules drew attention to the presence m their cases

of syphihitic Iesions a history of abortions or of infant mortahty and

m some the presence of a postne WR  In many of the cases

mercunal treatment ~lso proved efficacious  In the following year

these authors [18] recorded 1 further case showing 1 partially posunie
R

Cange and Argaud [I19] also m I92] m reporting two cases
supported the view that the nodules were syphiline m ongin  Their
first case was that of 2 woman aged 30 who presented symmetnically
placed nodules on the posterior surface of the upper third of both
forearms extendmg downwards from the olecranon  They varied m
size from a small nut to n apricot and were hard mobile and pun
less The WR wasnegatne  The skin over the area occupied by the
nodules showed 1t 15 sud erythematous papular lesion (? syphilitic)
Histologically one of the nodwles showed a fibrous wussue
growth with gant cells obliteritive endartenius and pernascular
mfiltration of plasmn cells Cange and Argauds second cise [20]
was that of an Algerian woman aged 56 who s years previously had
acquired syphilis from her husband  She deieloped a chancre on the
left labium and later a macular roscoln and anal and sulvar condy
lomata In spite of annsyphihitic treatment ocular symptoms and
nodules developed one and a half years later One nedule was
present on ech elbow the lesions being round very hard and freely
movable under the skin

It would appear therefore that there must either be a very close
relationship between sube fibroid syphil and mny of
the cases reported as examples of juxt1 arucular nodules or that in
some jnstances the two conditions hnve been confused Indeed cases
such as Cange and Argaud s first case appear almost rdentical with
the former condinon H & Srannus {12) 1n an admirble review of
the relanonship of yaws and syphilis states that Gurterrez [21] has
done well to call attentien 1o the fact that juxta articular nodules
maust be differennated from subc fibrord syphilomata which
closely rescmible them but can be distinguished histologically  To
quote Stannus It appears probable that lack of appreciation of these
facts has led many observers to make an mcorrect dragnosis 1nd
that 1 diag pported by histologcal e ion m the
bsence of a hustory above susprcion must remam a doubtful one
Both sets of lesions <o long as they have not rexched an advinced
stage of fibrosis respond to treatment by stlvarsan
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Syphilitic Bursitis

The possibility of relationship between subcutaneous syphilomata
and syphilitic lestons 1n bursae has heen considered by Howard Fox
The whole subject of bursal syphilis was adnnrably reviewed m 1909
by Churchman [22] who n 2 thorough search of the lerature was
able to collect 26 undoubted cases  Of the 26 10 presented somewhat
sumular features to the cases under discussion and as I Fox pomnts
out most of the pomnts on which accordmg to Churchman the
dragnosts of bursal syphilts 1s based might apply to some of the cases
of subcutaneous syphilomat1-viz history or coevisting signs of
syphilis  spontaneous deselopment slow evolution  symmetncal
distribution absence of pain and joint involvement  In most cases
reported as subcutaneous syphilomata however the situation of the
nodules precludes any connexion with bursae and mucroscopical
examination fuls to show any tissue resembling that of a bursa
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EPICARDIAL NODULES IN A CASE OF HODGKIN S
DISEASE!

H RAST F PARKRLS WEBER and ] G GREENFILLD

Tue patent P C aged 20 yerrs an pparently normally deicloped
young man was adnuteed to hospital on June 22 1942 with the
hustory that he had enjoyed good health prior to the war  About
March 1942 the present trouble commented to show atself with a
kind of symmetrical dermanitis of the face spasms of pan mn the
thorax sometimes wakmg the pauent up at mght spreadm,, around
the chest from the sertebral column and also lumbar paras radtating
dounwards accompanied two or three nmes by transiens retention of
urine  He had also had sores in the mouth nd pustular erupuon on
the hands (purulent paronychua of one thumb) mnd body  On admis
sion however there was nothig special to he seen evcept that he
snit had some dermatins of the face and eyehds

Blood count (June 24) Huemoglobm 78 per cent erythrocytes
4000000 colour index 097 leucocytes 11 800 (polymorphonuclears
73 per cent young forms 3 per cent lymphocytes 17 per cent mono
cytes 5 per cent eostnaphils 2 per cent)  Blond sedimentation  Much
accelerated Blood NPN 254 mg percent  Blood cholesterol 160
myg per cent Blood cajoium  §6 mg per cent Totnl protemns m
blood serum 6 48 per cent (Ybunun 45+ per cent globubin 1 94 per
ceat} Fractional tests of stomach contents {July 1) showed moderate
hypochlorhydria  Nothing special in regard to temperature pulse
respiration and unme nor was anything abnorniat found by osdmary
and \ray cxaimnaton of the thoray and abdomen No Jocal
muscular tenderness such as mught suggest myostus  Under treat
ment by Iner extract and mconnic aaid there was decrded improve
ment and the pans completely disappeared The pauent left the
hosputal on Au ust 9 1942

He was readmitted on November 29 1943 after haung bad a
febnle shiness which was thought 10 be prewmonii and for which he
had been treared with sulphapyndme bur the treaument had farked
to remove the fever the temperature 1 the eveming conunuing o
mse to 99-101 F A ridiogrant had suggested bronchopneumontt of
the nnght middle and lower lobis no tubercle biosth had been found
1n the sputum A blood count on Nevember 17 had gien Haamno-
globm 55 per cent erythrocytes 3020000 colour index=09 leuco

1Afwer Med Press (193 ) 114 30
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cytes 5000 (polys 66 per cent lymphos 29 per cent monos 4 per
cent eos 1 per cent basos 0)

On readnussion the spleen w1s found dectdedly enlarged the lower
edge rexching a fingerbreadth or more below the costal margin en
mspiration No enlugement of the Iner or of the superficial
lymphatic glands was noted at first but afterwards there was shght
tender enlirgement of two subauricular ghnds on the nght ade A
raciogram of the thorax (November 30) showed some opacity m the
right Jung and the heart somewhat to the nght Electrocardiogram
(November 30) Normal The tongue mouth and throat appeared
normal  Urine Nothing spectal  Blood count Haemoglobin 4
per cent erythrocytes 2 700000 colour mndex=095 leucocytes 3,500
one normoblast seen during count of 100 Jeucocy tes Blood culture
Negrve Two blood transfusions early in December seemed to haie
some good effect 1nd the pattent was trerted with nghremn njec
uen ascorbic aaid and nboflvun

In January 1944 the pauent was not domng well A shiagram of the
thorax (January 3) showed 1 shadow from the medrastinum mto the
nght lung the whole superior mediastinum was thichened as 1
medwstinal Hodghin s disease  Trregular pyrexin up to 100101 F
mn the evemng (mgher m the Iater part of January) Blood count
(January 10)  Haemoglobin 38 per cent trythrocyres 3030 000
colour index = 063 leucocytes 5 100 (poly morphonuclears 57 per cent
young forms 2 per cent lymphocytes 20 per cent monocytes 8 per
cent eosmnophils 8 per cent lymphoblasts 5 per cent) marhed anso
potkilocytosis  reticulocytes 53 per cent Van den Bergh retction
(January 10) Negane direct and weakly posine indrrect

The patients feebleness gradually increased The whole of the
nght wde of the thorax becime dull as f from pleural cffusion
Oedem nd ascites supersened  The temperature fell someswhat
but the pulse and respiration became more frequent there was aJmost
contmuous tichycardia 1nd he died on February 25 1944

Necropsy

The superior mediastmum was full of a white lobulated hardish
tumour The whole of the night plenra the pericardium and the
peritoneurn were distended with serons flud  The nght Jung was
completely collapsed and the rnight panetal pleura was covered with
whitish nodules The left lung contarned one or more sl
nodules of hazelnut size  The upper and lower bronchus of the
night lung were obstructed by growth connected with the hilum nd
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mediasuntl mass  The heart showed numesous nodules of white
growth 1n the epicardm (fig 1) The liver (weight 1650 grammes)
contuned one cherrysized nodule The spleen (350 grammes) con

Fic 1 —The heart showing epicardial nodules

tained only small nodules The upper pole of the night hidney was
infiltrated with a lobulu mass of whitish nodules  The left hidney
showed nothing special  Some mesenteric lymph glands were nfil
trated There was no thrombosts of the venn cava inferior or 1hac
veins  In regard to superhicral lymph glands those in both 2xillae
were somewhat enlarged

Histological Report (By Dr ¥ G Greenfield)

Sections from a piece of the anterior mediastinum show a condition
of extreme diffuse Iy mph node fibrosis  Only in one or two places
are there collections of lymphocytes bur a few plasma cells and
eosinophil leucacytes nre seen in all parts except the most fibrotic
Thure are al o numerous large cells with large irregular nucler or
several nucler  The appearances suggest a chronic lymphadenoma
{Hodglun s disense)

In the kidney the filtration 1s much more tvpictl of Hodghin's
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diserse with diffuse 1eucular overgrowth infiltrated with lvmpho-
cytes 1nd numerous cosiophil and Reed (Sternberg) cells

Nao diffuse infiltration 15 scen 1 the lizer and the small reas of
Iymphocytic excess m the portal tricts are not abnormal  (The single
cherry sized nodule m the ner was not cxanuned microscopieally )

The growths n the perscardium are stnular to those i the hidney
te thm fibroblasuc wussue nfiltrited with lymphocytes and
cosinophul leucocytes 2nd contamning many Irge binucleated or multt
nucleated (Reed) cells

The Jung growths are ssmilar but of rather more lax structure and
more vasculir A few polymorphonuclear leucocytes are present
here

In the splentc nodules there re sull masses of lymphocytes Other
wise the growth 1s more collgenous 1nd there are masses of blood
pigment representing the remams of old haemorrhages

Remarks

The skiagram of the thora\ taken on January 3 1944 suggc«ted
Hodghin's discase of the medasunum with pyrewa but 2 tnal of
X ray therapy could not be carried out At the post mortem exmina
tzon all the growths presented the charactenstc histological apper
ance of typrcal Hodghin s drscase  The diserse probably commenced
n the mediastinum for amongst the panents carly symptoins were
sprsms of pan in the therax sometimes waking the patient up t
wght spreading round the chest from the vertebral column The
histological appearances (degree of fibrosis etc ) pomnt likewrse to the
medrastinal mass being of earlier date than the other growths  The
fina] muluple involsement of the heart (epicardium) 1s we behete
extremely raze  Dr Greenficld sees no reason for calling the e
one of Hodgkin sarcoma (Ewing 1922 Weber 1926)

RFFERFACFS

Ewin, (197%) Neopiastic Diseases Second Edwon p 3.4
Weber ]F Park's (19%6) Strashorrg Medical 84 75%
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AN UNUSUAL FINDING BY STERNAL PUNCTURE IN A
CASE OF ACUTE ABDOMINAL HODGKIN S DISEASE!

F PARKLS WEBLR and H HUBER

Tie patient was a woman aged 46 years with enlargement of liser
and spleen who died 1n the German Hospiral London of what we
regarded as acute febnile abdominal Hodglins disease  In the
matenal obtained by sternal puncture Dr Huber found a conglomer
ate of about 40 cells which were partly syncytial The cells were round
with a diameter of about 7 p kach cell contuned 2 «ingle reticular
nucleus of nucleachromatn mostly with one nucleolus The cvto
plasm was stamed grey blue and was not granular  Thus finding
suggested that the case mi ht be one of reticulo-sircomn or atypicil
reticulosts

In regard to the postmortem examination we had the help of
Dr Bodley Scott and Dr Robb Smuth - On the whole the case seems
to have been one of true Hodghan s disease rather than one of reticulo
sarcoma on the basis of Hodgkin s disease

VAfter Dent Arch Khn Med 1939 185 109
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AMYLOIDOSIS ASSOCIATED WITH MYELOMATOSIS
and
Primary Systematized Amyloidosis, especially the type
assocrated with Amyloid Macroglossta (Lubarsch Pick
Syndrome)

F PARKLS WEBER

THE occasional 1ssociation of amyloidosts with multiple myeloma
(myelomatosis) has been recogmized for 1 long tme It was present
i the c1se of myelomatosts wath Bence Jones protemura described
by Parkes Weber i 1903 (Med Chir Trans London 86, 395 At
the necropsy on that c1se the tongue was ulcerated and hardened and
i mucroscopreal sections stamed with methylvioler a good deal of
2myloid or closely allied substance was found though none was dis
covered m simlarly stuned sections of the hiver spleen and kidney

The rosy coloration with methyl violet showed that the substance 1
questton 1f 1t was not actunlly amyloid was 2 very closely lhed sub-
stance  This w1s doubtless onc of the earliest cases of myelomtosis
m which any kind of amyloidesis was detected Since then the
pathologist Dr H C Lucey has re-cxamined some of the matertal
presersed from the ongmal necropsy  He found evidence of amy

lordosts dso about joints but fus results have not been published

In the many examples of the assocition of amylordosis with mye

lomntosis referred to by Magnus Levy (Zeuschr f Rlin Med 1931

116 510 wnd 1933 126, 62 and Acta Med Scand 1938 95, 217) the
amyloidosis seems to have been generally atypical that s to say the
deposits were mostly nodular and the 1mylord d

when sy 1zed
did not speanalls mvolve the thdomnal viscera usually selected 1n
cases formerly regarded s typical amyloidosis  Magnus Levy has
suggested that both Bence Jones protern and amyloid may be dersved
from myelomitous bonemariow A remarkable example of
generalized nodular ymyloidosis combuned with myelomatosis and
Bence Jones proteinuria in 2 mn aged 35 years was desctibed by
Alce Stewarr ind Parkes Weher 1 che Quarterly Journal of Medscine
1938 New scries 7 224 (Case 4)

Priviry S1STEMATIZED AnLomposts asp THF Luparscrs Prex

SYADROVF
Tord

N i
A tvpieal case of pnimary sy 1zed 1 with
macroglossit (I ubursch Pick Syndrome) without myelomatosis was
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described by F Parkes Weber Stanford Cade 4 W Stott and
R J V Pulvertaft in 1937 (Quart Journ Med New series 6 1%1)
The pattent was a marned knglish woman aged 48 vews m whom
the correct diagnosss was made by microscopicnl exanunation
{biopsy) Ten other cases were found in the hteriture of the subject
In one of them (F S Balyewt Califormia and Western Med 1935
43, 154) according to the puhlxshed post mortem eximmntnon the
amyloidosis seems to have been linnted to the enlwrged tongue  For
later hiterature see W G Barnard et @l Journ Path and Bact 1938
47,311 and J A Dillon ind L R Esans Awun Intern Med 1942
17,722 Since 1937 I have myself been shown two further example
of the Lubarsch Pick type of primary generalized amvloidosis in
men both advanced cases but they have not been published S de
Navasquez and H A Treble (Brams 1938 61, 116) hnve shown that
m prmary generilized amylotdosis the nerves m1y be specnlly
mvolved I shall not discuss the numerous scattered hrterature on
prmary local amyloidoses here  In such cuses the changes my well
be due to a disturbance of local tntracellular metabolism  For Iitera
ture on lichen amyloidosts (Freudenthal) and loctlized tmyloidosts
of the skin see A Dostrovshy and F Sagher Arch Derm and Syph

1941 44 891



IX

XANTHOMATOSIS HEART DISEASE, ARTERIAL
ATHEROMA, GALLSTONES, AND RELATi'ZD QUESTIONS'

F PARKES WEBER

E Sugrwoon Jonzs and P W Ronerrson (Brit Med Journ, 1948 1,
1137) drw attention to the question of the relationship of hvper
cholesterolaemic  xanthomtosis to artersal atheroma Such a
relitionship was especially discussed by the Russian pathologist
§ § Chalatow 1n his German monograph Dic Anisotrope Verfettung
Jena 1922 and i my booklet Cutancous Yanthoma and Xantho
matosis (London 1924 p 14) I illustrated the question by the history
of 2 London surgeon with whom I nas acquunted In 1902 at the age
of 41 years he had tuberous xanthoma of both elbons  About seven
years later he began to suffer trom intermittent claudication of both
lower limbs at first slight but gridually ancreasing 1n sevenity  This
intermuttent claudrcation conunued ull his death (from other causes)
i 1913 and post mortem exanunation proved that it was due to
severe 2theroma (atherosclerosis) of the abdommal aerta and iliac
rteries

A strshing illustration of the assoctation of xanthomatosis of
tendons and tendon sheaths with cardiovascular diseise (angmma
pectorss) m a woman aged 60 yews with blood serum cholesterel
estimated at 400 mg per 100 ml was demonstrated by H ] Anderson
mn 1943 (Proc Roy Soc Med 1943 36, 179) Effort anginn was first
compluned ot 1t the 1ge of 52 A sister wis known to hve had
simlzr nodules and angina of cffort

A man with hypercholesterolaemic xanthomatosts told me thit 2
brother of his had recovered from similar lumps on his elbows with
out medical trewtment but I understood that that brother had
recently had to hue one leg amputated for what seemed to be
schaenuc  gangrene-~ very  likeh connected with atheromatous
disease

There may also be 1 connexion between arteral atheroma and
gall bladder stones especially solitary cholesterol stones (D M B
Gross fourn Path and Pact 1929 32 503) This would serve to
alustrate the whole subject of the occasienal ssociation of different
types of local or systermc errors of lipoid (notably cholesteral)
metaboltsm

1Enlarged from letters to the Briish Medical Journal 1943 1 1254 and

1948 2 (07
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Where there 1s local absence of lymphatic vesselc namely 1n the
cornea the cholesterol cells (lipophages) esentually die leaving the
cholesterol the cause of arcus sembis (cf T Gordon Arch Path 1947
44, 247) \

Aanthelasma palpebrarum 1s apparently a regional disorder of
cholesterol metabolism —the commonest external cholesterol lesion
met with—on the whole more frequent in females and m certain
families less frequent 1n those of purely British ancestry than m
those of foreign or partly foreign famulies Tts connexion with other
types of xanthomatosis 15 of course well known and I think that there
15 often noteworthy frequencv of arterial atheroma and gallstones 1n
the same famulies —probably indicating the not uncommon associa
non of varous {local and systemic) errors of cholesterol metabolism

1 knew three brothers big men fond of open air exercise especially
shooting  The eldest of the three a merchant hved m a healthful
way largely in the countrv and died at 72 Towards the end of his
Iife there were aornc and mitral murmurs probably atheromatous
and finally he developed enormous cardiac dilataton His younger
brother 1n early middle age had a severe cardiac attack when play
ing crcket and was found to have aoruc regurgiration (I think)
possibly due to rupture of an atheromatous valve He died relanvely
early The youngest of the three brothers an architect died at 70 or
71 apparently of coronary thrombosis He had rather strking
~anthelasma palpebrarum and one of hns daughters was operated for
gallstone A niece (sisters daughter) of these three brothers had
shght santhelisma palpebrarum at about the age of 20 but 1t had
disappeared by 55 and she 15 now 1n excellent health at 79 The
father of the three brothers died (pneumoma) at 78 and the mother
hived to 94 Inadentally this history shows thar a family tendency
 xanthoma and atheromn does not necessitate early death

The most plausible hypothesss ilustraung the relationship of
various types of xanth and ath 1s I believe that
given so ably by I Gordon Mechanism of Lipophage Deposition 1
Atherosclerosic  Arch Path 1947 44 247

A very unusual type of xanthomatesss mvolving the small
intestine 1s described by R Frex (Schaerz Zetschr Path Bakt 1947
10 685) His first case was that of a woman who died at 84 of cerebral
arteriosclerosis apprrently without having shown signs of gastro
mtestinal disturbance durmg life At necropsy the small ntestme
showed yellowish discoloration of the rugae and there was ulceratne
colitts  Microscopreally there was extensiie xanthomatosis of the
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submucous cont of the small mtestine without signs of inflammation
1nd fulminating colitis was present 1n the large mtestine His second
case was that of a man aged 43 who died after a sprue like illness of
several months durition  On mucroscopical exanunation Inrge form
cells were seen m the submucosa of the entire gut 1 addition the
mesenteric lymph glnds were imvolved (see bstract m Journ Cln
Path 1948 1, 330)



X

ACUTE RAPIDLY FATAL MYELOBLASTIC LEUKAEMIA
CIINICALLY RESEMBLING AN ACUTE FEBRILE
INFECTION!

I PARKES WEBLR and E SCHWARZ

Tue panent (M ] K) an unmarrred gl aged 20 years who had
been engaged on light work m a muninon factory was admtred to
hospital on June 24 1943 Five days prevtously she had consulted a
doctor on account of faintness and fever For two or three months
before that she had been feeling saguely unnell tired or depressed
There was apparently nothmg of note 1 her prevsous or family
hstory

On admission she was drowsy or serm delintous very anaemic, with
fever greatly increased pulse and respiration a crusty sore on the
lower hp and two ulcers on the vulva (one on erther Ihbium mnus)
there was no enlargement of any superficial lymph glands and spleen
and Iver could not be felt though the splenic and hepauc dullness
both seemed to be somewhat enlarged  There had been apparently
some bleeding from the sulia ( connected with the ulcers) just
before admussion and epistasss exght or mne days 1go At first sight
one could think of the possthility of meningococeal sepucaermia
tubercutous meningis or even of sepus from arufical abortton but
the finding of a leuhaemic blood picture settled the diagnosis though
we were at first uncertain whether the condition might not be an acute
exacerbauon enly  Treaunent did no good (X ray treatment could
not be tried but would almost certainly have been absolutely useless)
and the pattent died four days after adrussion  The fever varied up
10 1032 F pulse mostly about 140 respiranon 36 to 60 (shortly
before death) A catheter specamen of the unine on admission showed
nothing spectal  Blood culture (June 20) negatne Radiogrim of
thorax (June 21} heart large mhltranon and opacuy at bases of
lungs possibly secondary to heart weakness

The blood prcture 11 the hosprtal —Haemoglobin 24 per cent (fell
to 22 per cent) erythrocytes 1610000 (fell to 1,240000) leucacytes
48 300 (fell 10 35000) In regard 1o the differennal count of the white
cells the greater portion (about 90 per cent) were non granulared cells
evidently of the mycloblast class  There were a few monocvtes
plasmacells lymphocytes myelocytes and nentroptul polymorphs
but of the latter only one or tho were seen  The red cells showed

After the Med:cal Press 1943 210 190

E
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hypochromia and potkilocytosis  No nucleated red cells and no
thrombocy tes (special staining) were found

Necropsy (June 24 1943) —Ecchymoses of left upper arm chin and
llp pericardium pleume perttoneum  pyloric part of mtestinal
mucosa and of the Jeptomeninges at the base of the brain The effused
blood had penetrated (apparently alang sessels) into the actual sub-
stance of the brain possibly constituting one cause of the mental
state of the patient durimg the last days of her hfe The Tungs showed
(termnal) cedema but no pneumont v or tuberculosss  There was 1o
enlargement of the abdommal or bronchial Iymph glands  The pen
cardmal ecchymoses were especiilly in the epicardium and the pent
cardium ¢ | a httle sero-sangumeous flind  Nothing spectal
was noted i the hidneys (rather pale) pancreas adrenals uterus
ovartes urmary bladder or stomach The sternal bone marros
mcroscopically had 1 somewhat puniform appearance and micro-
scoprcally when stained by Leishman and Giemsa was found to
contam quantitses of myeloblasts exactly stmilar to those found m
the peripheral blood dunng Iife  Marrow from the mddle of the
shaft of the nght femur macroscopically resembled that m the
sternum but obviously contammed more fat Unfortunately 1t was
not examuned microscopically  The spleen (240 grammes) was some
what enlarged 1nd of ordinary consistence mucroscopically Dr ] G
Greenfield found the splenic pulp svery cellular including may
plasma cells and a few nucleated red cells no definite myeloblasts of
myelocvtes could be recognized 1n 1t m sectuons stained with Giemsa
The heer (1750 grammes) and gall bladder showed nothing special
excepting that macroscopic inspection of the freshly cut surface ©
the lner showed minute pile rings (rather too distinctly) esidently
corresponding to the outer zones of the Inver lobules Microscopically
Dr ] G Greenfield found there were numerous central arcas of
necrosis 1n the lobules and mn these myeloblasts and myelocy tes and
nucleated red cells were seen  In looking at the secuons 1t seemed to
one of us (F P W) that the centro lobular change was analogous to
the centro lobular atrophy 1n nutmeg Irver the dilated blood vessels
11 the centres of the lobules n the present case bemng crammed with
the Jeukzemic blood The cardtac weakness and pulmonary cedema
duning Uife might well have had a caus1! relatson to this centro lobular
atrophy which mght 3lmost be termed acute nutmeg hiver

We have to thank Dr F P Duras for his help in the post morrem
exammnation and Dr ] G Greenfield for the microscopical exanmna

ton of the Iver and spleen
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Remarks

Chinically as 1n most cases of acute leuhaemia there was some
resemblance to an acute febrile wfection and indeed cases of this
lund do suggest that human leukaerma (like fowl leukaema) may
ulumately be proved to be of infective nature The absence of
speafic leukaemic mterlobular nfiltranon 1 the Iner (on mcro-
scopic examunation after death) shows that the case was really acute
and not merely one of acute exacerbauon of chromc myeloid
feukaemia  The great shock of the commencing disease on the bone
marrow probahly accounted for the extreme anacmia and the
absence of nucleated red cells in the peripheral blood as well as
perhaps for the absence of thrombocytes The absence of throm
bocytes may well have been a main cause of the haemorrhagic
features of the case



XI

LEUKANAEMIA AND MYELOSCLEROSIS'
F PARKES WEBER

I wisH to enter a plea for the retention of the term leuhanzerma
regard to cases of what 15 now termed leuco-erythroblastic anaema
wich clinical or post mortem evidence that a greatly damaged haemo-
poretic activity of the bone marrow has been supplemented by
extramedullary  haemopoests m  the spleen and probably ler
( megakaryocytic splenomegaly and megakaryocytic hepatomegaly)
and possibly m lymph glands It will however be conventent to
exclude those cases in which the failure of medullary haemoposests 15
due to carcinomatous infiltration or other neoplastic destruction of the
bone marrow  The term leukanaerma would then be restricred to
cases 1n which the hone marrow fulure 1s due to myelophthiss or
fbrotic change (myelofibrosts if this hybrd name s pcrmxssxblc)
or to any kind of myelosclerosis 1n which the bone marrow 1s gradu
ally destroyed or replaced by non neoplastc endostex! osteod of
osseous formation  The term myelo-osteosclerosts would disttnguish
such cases of borry myelosclerosis from myelofibrosis

A typical example of Jeukanaemia 1n the sense n which I propose
to retan the term was that which I described mn 1904 under the
heading A Case of Leuhanzemia with Greac Hyperplasiz of the
Spleen and Prevertebral Haemolymph Glands and with Increase of
Connective Tissue n the Bone marrow (British Medical Journal
1904 1, 1416 and Trans Path Soc Lond 1904 §5,288) The pauent
was a man aged 58 years admuted to hospual suffering from great
angemia  progresstie  weakness  anorexta and unnitus  These
symptoms had developed during the last tselve months m fact be
had apparently been able to msure his Ife about one year before
adoussion  He had Ined m England since 1665 and had neser had
malaria or been our of Curope Together with the leuco-erythro
blastic anacmua there was great enlirgement of the spleen and Iiver
At the necropsy the marrow of the shaft of the left humerus v 1s care
fully examined and found to have undergone transformation mnto 2
red substance of Ity firm c e This myelofit was
confirmed by mucroscopical exammaton  In sections of the spleen
Iner and kidneys there was absence of any reactuion for free 1ron such
as 15 found 1n pernicious anaerm1 I concluded Itisvery wmpung';
to suggest that the spleen (hacmal gland) and the prevertehr

{Letter reprinted from British Medical Journal 1947 2 1057
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haemolymph glands were actively engaged in supplementing the
erythrocyte forming functions of the diseased bone marrow I
alluded also to what French authors (as Vaquez and Auberun) termed
ancmie splenique myeloide  In a later paper (Med Pr 1928 176,
174) I recorded another report by Sir ] C G Ledmgham who kindly
made a microscopical examination of the organs from my case after
the one which I had reported  He drew attenuon to the peculiar
type of myeloid transformation 1n the liver  There were he said
numerous areas of veritable marrow with extraordinary numbers of
megakaryocytes which occasionally showed rmtosts Some of the
megakaryocytes were so large that they would not possibly have
passed through the fine interacinous capillaries

I borrowed the term leukanaemia from W von Leube and from
Arneth s haematological account of von Leubes case (Disch Arch
khn Med 1901 69, 331) and H Luces paper (Ilnd 1903 77 215)
though my case was not exactly sumlar I suppose now that my case
must be classified tmong the cases of myelofibrosis of uncertam
aetiology with resulung symptomanc leuco-erythroblastic anaemia
G Carpenter and C M Flory (Arch mtern Med 1941 67, 489) have
headed a recent paper  Chronic Non leuhaemic Myelosts  Report of
1 Case with Megakaryocytic Myeloid Splenomegaly Leuco erythro
blastic Anaemia Generaltzed Osteosclerosis and Myelofibrosis  As
expluned by I A Erfand P A Herbert (Ann tntern Med 1944 21,
863) myelofibrosis 1s not of course synonymous with aplastic anaermia
The bone marrow 1n the former s fibrotic and 1n the latter 1t 1s fatty
Lxtramedullary haemopoiesis exists in the former but not n the
larter

An important clinical pornt 1s that m leukanaerma  as I propose to
hmt the term splenectomy 1s as has been often pomted out abso-
lutely contra indicated because the enlarged spleen (part of the con
servative mechanism of extramedullary haemopoiesis) 1s helping to
keep the patient alive

Inadentally I should lthe to know whether the condition of
polyostotic focal fibrous dysplsia (in which T would include cases of
Albright s disense ) ever leads to a conditton of leuco-erythroblasue
anaemta n fact to leukanaemia m the restricted sense of the tern
which T advocate  Another quesuon Can there be gelaunous
degeneration of hone marrow such as 1s occasionally met with at
post mortem exatmnattons which 1s not merely a paulo-ante mortem
phenomenon but may allow the patient to Ise long enough to
develop a resutung condition of myelofibrosis?
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CEREBELLO OLIVARY. DEGENERATION AN EXAMPLE
WITH HEREDO FAMILIAL INCIDENCE!

F PARKES WEBER and ] G GREENFIELD

ArionesT examples of familial developmental abiotrophy of the
nervous system 2re many family groups n which probably no histo-
logical examunation has ever been made for mstance some of these
i which tremor commencing after adult age slowly mcreases and
ufumately tends to take on an intention character and m which
the affected members hive long and 1n some respects chmcally resermnble
cases described as hereditary ataxia  In regard to collected hteryure
and discussions on cerebellar degeneration and heredtary ataxia we
must refer to Hassin and Harris (1936) and to the monograph on
Heredttary Ataxia by Juha Bell and E A Carmichael (1939)

The record given here 1s of the case of 2 woman with hereditary
cerebello-olivary degeneration 1n whom the disease commenced with
unsteadiness of gait at 60 years of age She died ar 78 and the
result of the post mortem examinaton 1s described  Her mother died
at 77 and evidently suffered from the same disease which first showed
1tself at 60 i the same way by unsteadiness of gar The only
children of the patient who lived beyond childhood two daughters
aged 45 and 49 respectively have been climcally exammed and are
found to be suffering from « muld degree of the same disease which
in both of them commenced at the age of 40 with unsteadiness of
gar

Case Report (F Parkes Weber)
Mrs M B aged 78 was admutted to hospital on August 14 1941
with the following history About the age of 60 she began to suffer
from unsreadiness of gart and weakness 1n legs with some slurnng of
speech  These symptoms gradually increased but she contnued w©
be able to get about a Iittle with the aid of a stick though of late she
had not been able to extend her les completely  There was obviously
a cond of prog; d and for the last tnelve months
she had hardly been able to keep awake Her sight and heanng had
been faling and of late there had heen inconunence of urme and
faeces She was sull able to some extent to answer questtons The
patient was also suffering from recurrent attacks of a kind of semle
Prunginoys purpuric eruption almost hrmuted to the left fore arm

IFrom Bramn 1942 65 220
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Genealogical Table showing the Heredity of the Discase
g = @ (Died at 77)
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and hand though there was 1ching and scratching of other parts
also

In the hospital ~By ordinary and X ray examination the heart was
enlarged to the left and there were calafied pliques in the aorte arch
Caletfied plaques were also visible i the abdominal aorta and in the
region of the cochizc axis  No enlargement of the hver spleen or
superfiaal lymphatic glands Considerable scoliosis  Marked decal
afication of vertebrae  Calafication of costal carnlages  Thickening
of the cramal vault  Prautary fossa apparently normal  Brachial
blood pressure 220/80 mm Hg Blood-count Haemoglobin 62 per
cent erythrocytes 3250000 colour ndex = 10 leucorytes §500
{polymorphonuciears 71 per cent lymphocytes 25 per cent monocytes
1 per cent phils 3 per cen) T bocyte-count 320000 1o
400000 per cmm of blood Blood secimentation accelerated  first
hour 42 o hours 83  Blood Wassermann and kahn reactions
negauve Unne speafic gravty 1017 aad  trace of albumin no
sugar some leucocytes but no tube<casts were found 1n the centrifuged




64 FURTHFR RARE DISEASFS

sediment Lyes and pupds (Dr C Markus) Nothing abnormal
excepung shight maprent cataract both sides No spontaneots
nystagmus (1t rest) Patellar and ankle reflexes active on both sides
Superficial abdomnal reflexes not obtamed Plantar reflexes flexor
on right side doubtful on left side Sensation no evidence any
where of anaesthesi» or hyperesthesia excepling tenderness n con
nexion with passive movements of the flexed lower extremities

The patient seemed alw 1ys to be apathetic and drowsy lyingin bed
with her legs drawn up The upper limbs were relatively htle
affected There sas general emaciation but no obvious localized mus-
cular atrophy anywhere She scroiched herself very much  The
intermuttent prurigmous purpuric (ecchymotic) eruption 1n the left
upper hmb continued and 1t 1s doubtful whether treatment by
vitamin C did any good  The general condition further deteriortted
Bed sores developed Duning the last few days she scemed to be
hardly conscious and did not even serarch herself any more She
died on November 3 1941

Famly Iustory ~The pauents mother had suffered from sumilar
symptoms which began at 60 years of age with unsteadiness of gt
She gradually lost the use of her legs and wms and control of her
sphincters  Mental degeneration was complete before her death at
77 The pattent Mrs M B) had 9 cluldren 5 boys mnd 4 gurls One
of the boys was stillborn and the others dted n nfancy  Of the four
daughters two were twins one of whom died at 3 ueeks and the other
at 7 years The remaining two daughters are hvng aged 45 wnd 49
respectively and both of them at 40 commenced to show shght
unsteadiness of gait as therr mother did at 60 There 15 no history
of 1 breeding m the famly The panent (Mrs M B) and her
husband were not blood relatives nor were her mother and father
Both the daugth have been e d

The younger of the two sisters Miss M L B aged 45 whos sull
able to do her work as a domesuc servant says that she has always
had some slight difficulty 1n walking but that her real trouble com
menced at 40 with unsteadiness of gait At present she has a shightly
staggermng and suff ga on a somewhat too broad base shght
defictency of facial mobility (Parkinsonian like) shght slurring of
speech and shght ntention tremor in the left hand  No defimte mus
cular ataxia by ordnary tests No Rombergism  No nystagmus or
anything abnatmal 1 the eyes Nothing abnormal m regard to
nervous reflexes and sensation Nothing abnormal 1n regard to
examnation of the thorax abdomen and urme cxcepung that a
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radiogram shows that the bronchial markings are somev hat increased
at the nght base Brachsal blood pressure  125/90 mm Hg Menstrua
tion stll regular  Blood Wassermann reacuon  nepanve  She Iikes
her employment and feels better when she 15 working but her
employers are careful not to overwork her

The elder of the tuo sisters Mrs E M F aged 49 marred at 30
and has had tvo children (both boys~one died soon after birth ~the
other 15 now 12 years old and has always been apparently bodilv and
mentally normal) Menopause at 46 She walks fast and easily but
somewhat unsteadilv and on too broad a basis  This unsteadiness of
gatt was first noted at 40—the same age as that 1t which her sisters
abnormahty of gait was first noted  She 1s apparently able to Inve an
ordinary normal hfe In regard to speech there 1s some defimte
slurring at least 1n certain words  No definite muscular ataxin by
ordinary tests Nervous reflenes normal  Nothing abnormal 1n
regard to the eyes excepung hypermetropia No deafness No
wemor  No mystagmus  No defimte sufiness of face  Semsanon
apparently normal  Nothing abnormal m regard to thoracic and
abdommal wiscera and unine  Brachial blood pressure 145/80
mm Hg  Blood Wassermann and hahn reactions negatne

Clinical Diagnosis

It seemed obvious that the heredo-farmhial nervous disease was a
developmentat alnotrophy of some hind but one was inchned to the
hag of ap | ph hy possibly of the Creutzfeldt
Jahob type  The extreme degree of general arteno clerosis however
made me doubtful Dr  Greenfields post mortem histological
exammation has finally decided i favour of parenchymatous
cerebellar atrophv together with extreme generahized artenosclerotic
changes Thanks are due o Dr H C Lauber and Dr & Blum i
regard to the climcal examinatnon of the case

Post mortem ecamination ~Emaciated body with legs bent up and
decubitus  Fxtreme calcateous atherosclerosis of the thoracic and
abdomn-l aorta 1nd branches some of the mesenteric artenes super
ficially resembled thick firma india rubber tubing  The heart {(weight
250 grammes) showed reliuve hvpertrophy of the left ventncle and
some atheroma of the aoruc valie  Lhe night and Ieft hdneys (75
and 100 grammes respectnt ely) showed nephrosclerosis with 1dherent
capsules and httle cysts  The liver (875 grammes) and splcen (100
grammes) showed nothing special macroscopcally nor was ansthing
abnormal noted mn the other abdomunal organs (not all were
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examined) and lungs The calvarmm was sclerosed Bram (880
grammes) cerebral consolutions appeared shrivelled with excess of
cercbrospmal fluid 1 the leptomeninges Pituitary gland macro
scopically not abnormal  Much calaficanion of the artenes at the
base of the brain

The bram and whole spinal cord together with preces of some of
the other organs were sent to Dr Greenfield for histological
examimation

Histological Report and Discussion
J G GRELNFIELD

Acroscopical exanunation of the uiscera and muscles —All the
viscera were the seat of severe arteriosclerotic changes  These were
most obvious in the hidneys where the walls of many of the medism
sized artertes were so greatly thickened 1n 1 concentric menner that
the lumen was almost completely obstructed Many of the glomeru]l
were completely sclerosed and there were localized superfictal areas
of fibrosis with some small celled infiltration and degeneratton of the
tubular eprthelium  Elsewhere there was a tendency to difatation of
the convoluted tubules The glomerular arterioles showed only a
moderate degree of hyaline degeneration

In the spleen also there was great concentnc thickeming of the
vessel walls and some hyaline degenerttion 1n the small vessels 11
the Malpighian bodies

The liver showed lttle abnoimality except moderate fatty
degeneration

The muscles examuned showed a very severe degree of simple
atrophy affecting 2 large proportion of the fibres In these fibres the
sarcolemmal nucler appeared more numerous than normal and the
fibres were only 5 to 10 g in width but they retamed their cross
stration  There was widespread increase of fibrous tissue  These
changes are 1n heeping with disuse atrophy but may hate been con
tributed to by poor vascular supply

Examnation of the bramn and spmal cord —The brmn and cere
bellum were small but no disproportionate shrinkage of the
cerebellum was obvious  The sula of the bramn were wide as in many
senile brains  On section of the bram small browmsh areas with
cavitation m ther central parts were seen in the antertor part of the
the left side and 1n the upper and antenor part of

corpus striatumt on
The vessels 1n the putimen were

the thalamus on the nght side
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abnormally premunent and were surrounded by a narrow zone of
brownish, drscoloratton  Apart from these areas in the basal gangha
no softenings or discolorations were isible macroscoprcally mn the
central nervous system

Microscopically the large areas visible to the naked eye showed
rarefaction of the ussues with the formation of small lacunae  There
was throughout these areas loss of nerve cells and farly dense
neurogltal sclerosss and they were full of prgments which stained with
Prussian blue  Some smaller foa of neuroghal scarrng with depost
tton of blood pigment were alo seen  The narrow zone round the
vessels showed only absence of nucler and rarefaction of the ussues
No other definite abnormality was scen 1n the brsal ganglia  In the
cortex the nene cells contained <ome excess of ipochrome prgment
but there were no areas of paling and no senile plaques were found
The vessels throughout the bram were rather thick walled and those
m relation to the larger scars m the his1l ganghia had theirr lumen
partrally obstructed by atheroma These changes were all clearly of
vascular ongin In the mudbrain and pons also small foc of
sschaemic degeneration were found 1n the anterior part of the red
nucleus on one side there was a difated and thrombosed vessel round

Lic 1 —Transserse section of pons showing ischaemuc area in ventral part
on ane side and another intolving the mesial filler on the oppo ite side  Loyez
myehn stain.
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which there was some loss of nerse cells and deposition of blood pig
ment  In the oppostte nucleus ruher there were narrow zones round
the vessels in which the myeln staned poorly  Numerous areas of
1schaemmic degeneration were seen in the ventral part of the pons
These were most apparent i sections stamned by Lovez myelin method
counterstained with carmine  They appeared 1s are1s of pallor or Joss
of myehin stamning following the course of a vessel through the ventral
half of the pons chiefly in 1ts deeper parts At about the mid Jevel
of the pons 1 small area of loss of tissue was present m the centre
of the ventral half on one side and another 1 the outer part of the
mesal fillet on the oppostte side (fig 1) The latrer had caused
Wallenan degeneration of this part of the filler at higher Jevels
‘When exammined by Loyez stamn 1t was clear that these areas nere of
vascular orgin and were not due to systemuc degeneration of neurons
In many areas 1n the pontine nucles the nerie cells at one side of 2
growp had disappeared therw place beng taken by small round
nucler the remainder of the neurons in this group were usually
normal  Pallor of myelin statning was not obstous along the hne of
transverse fibres anstng in groups of neurons which had dxs'xppeared
but affected both transiersely and sertically coursing fibres along the
Iine of a vessel  Both 1n the affected groups of nerve cells and m the
arets of myeln degeneration there was farly dense neuroglal
scarrmg with the presence of many large astrocytes with thick pro-
cesses  The great majority of the neurons of the nucler ponus were
perfectly normil and the trnsterse fibres and mddie peduncle
stained darkly There was howeter some shrinkage of the sentral
half of the pons  Except for the lesion 1n the region of the fillet the
tegmentum pontis was normal

Cerebellum —On secuion of the cerebellum 1n the sagutal plwne
there w1s 1n obvious disproportion between the size and width of the
foha on the upper surface which were shrunhen and those of the
tonsils flocculus and the anterior part of the nfertor vermus which
appeared to be farrly normal  This was snil more obvious mn large
sections mn this plane m which the granular laver of the tonsils was
much wider than that in other parts of the cortex (fig 2) The
shrinkage was eserywhere greatest 1n the anterior part of the superior
cortex and was rather greater herc in the vermus than n the tareral
lohes As one passed bachwards wnd round to the mfenor cortex there
was a gradual mcreace m the W 1dth of the Iver Bur excepr for the
tonstls and flocculus no part ppeared to be of normal thickness
Under low mucroscopical powers the molecnlar Inyer 1lso w1s seen to
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Fic 2—Sagttal sections through (a) the verms and (b) the lateral lobe
of the cercbellum showing atrophv of fohia on the superior surface Iron
haematoxvhin van Gieson

be shrunken proportionately 1o the grnular layer and to be some
what rarefied Much greater howeser than the shninkage of these
layers of the cortex was the disappearance of Purkine cells Only an
occasional shrunken cell could be seen 1n the most affected parts of
the cortex such as the antenior superior parts of the verms (lobulus
centralts) and clsewhere they were so sparse that 1t was easy to find
folia containing none  Most of the Purkinje cells seen were shrunken
and stmned pootly agamn with the exception of those 1 the tonsils
and flocculus most of which stuned normally T'ven m these Jobules
the Purlunje cells appeared to be rather reduced in number and many
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were shrunhen but neither change was of greater degree than 1s
found 1 many senle arterioscleronc bruns  Except 1n the most
affected folia the bisket fibres were faisly well presersed and 1n sec
tions stained by the Gros Bielschonshy method these fibres stood out
protunently (fig 3) Torpedo like swellings on the axons of the

Fic 3 —Cerebellar folia showing loss of Purkmje cells with preservation
of basket fibres The granule cells 1n this region are rather mwore sparse
than normal  Gros Bielschowshy—alum carmine

Purkinje cells were furly numerous m folta which were moderately
affected None were seen mn fohia from which almost all the Purkinje
cells had disappeared and nowhere could more than one be found 10
a higher power field The myehnated fibres which Le m the layer of
Purkinje cells were as well stamed in the most 1ffected folia as 1n the
least affected In the more affected foha the grinular layer was
thinner and 1ts cells sparser than normal 1nd 1 layer of Bergmann
cells 11y n the Purkinje cell layer shghtly separated from the
granular laver  Glosis in hoth molecular layer and white centre was
proportional to the degree of degeneration and was everywhere
somorphic  The white centres showed z sarymng loss of fibres never
very severe No far was found 1n sections stained hy Scharlach R
The dentate nuclens nd roof nucler appeared perfectly normal and
the supertor cerebellar peduncle stained well

AMedulla —Unfortunately the medulla had been cut off short 1n

removng the bram and only the upper end was wailable for section
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Fic 4 —Low power new of snfenior ohives at upper end of medulla showing

great loss of nerse cells especsally 1o dorso medaat part  (Lower nght hand
area wnchcated by arrow)  Nissk—toludin blue

Here at the junction of the pyramid +nd inferior olive on one side
there was a thrombosed sessel surrounded by considerable deposition
of blood pigment and shight pallor m the scuming of the myeln
sheaths There was at this level obn 1ous shrinhage of the ventral part
of the medulla and narrowing of 13 antero-posterior diameter The
tnferor olives looked smatler than normal but projected 1o some
extent on the surface

Microscoprcally there was a stnhang difference between the conds
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i those of Akelutts 1n all of which the cortes on the Superior sur
face of the ccrebellum was especially degenerated the greatest
degeneration of the olives was found n their dorsal folds This 151
agreement with the work of Holmes and Grunger Stewart (1908)
who examuned the cells of the mnferior olives for retrograde chroma
tolysis after acute and subacute partial lesions of the cerebellar
cortex and found that the dorsal half of the olives corresponded to
the superior surface of the cerebellum In Kufs case also there was
1 simlar spectal mnaidence of the degeneration on the dors! half of
the olives He does not give details of the locthzation of the cerebellar
degeneration On the other hand m Schob s rase of primary cortica
cerebellar degeneration the yentral and dorsolateral parts of the olives
were most degenerated He does not state what parts of the cerehellar
cortex were spectally affected except that the neo-cerebellum was
more affected than the palaeo cerebellum 1nd the lateral lobes more
than the verrms  He conmdered however that the degeneranon of
the oltves was secondary to that in the cerebellar cortes ~a retrograde
degeneration  Gordon Holmes pointed out that 2 long standing
wterruptio of physiological function might lead to degeneration ot
neurons even though their 1xons were not directly muolsed n the
degeneration It 1s on this basis that we cin most casily 1nterpret the
olivary degeneration as secondary or retrogiade seemng that accord
mg to modern teaching the termuination of the alivary avons 1s 48
mossy fhibres round the dendrtes of the granular cells wnd 1 our
case at least the granule cells were relatively little affected Howeser
the degree of degeneration m1y have been suffictent to lead o retro-
grade degeneration of such labile neurons as those of the inferior
alive
If the olivary degeneranion be considered as secondary to th
degeneration of the cerebellar cortex 1t would appear that the term
cerebello olivary would describe the degenceration better than olno-
cerebellar which suggests at least thar the degeneration ot the olives
was of equal importance to that i the cerebellar cortex There
appears to be hittle in common between such cases of cerebello fuga'
degeneration and the cerebello-petal disease olto-ponto ccrebellar
atrophy m which the degeneratton 1s usually much greater 1n the
olives and pontne nucler and their axons than in the cerebellar
cortex In fact the latter may be enurely spared
We therefar™ « ¥ our case 1« a familial nstance of cerebeflo

olivary deg{ ! with those of Gordon Holmes and
Akelattis « =~ and Harns as including cases of
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this hind 1 the group of olio-panto-cerebeltar atrophy  Onhy the
evanunation of more tamdial cises of this natare can establish the
Justice of thas posinen but wn the present state of aur knowledge nt
appears to be Jogieal
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ENCEPHALOPATHIA ARTERIOLOSCLERGTICA BASALIS
LETHARGICA'

F PARKES WEBLR and A BLUM

SOMNOLENCE or lethargy from brun diserse when 1t occurs as 1 maun
svmptom without gross compression (large tumours  abscesses
haemorrhages internal hydrocephalus) 1s often associated with
parilysis of eye muscles and ptosis  This favours the view that the
oculomotor nerve nucler are mlmnleI) connected with the <leep
centre 1s Mauthner suggested in 1890 ~ A strihing example of this
1ssociition 1s the encephalopathra first described by Werniche in 1851
nd named by him polioencephalinis acuta haemorrhagica supenor
this condition 1s now supposed to be due to defictency of vitamm B
and to varous tosic and other conditons (Campbell nd Biggart
1939}  Oming to the predormnance of lethargy in the climcal prcture
Lconomo named the epidemic encephalins which he described 1
1917 encephalius lethargicn  The encephalopathy 1n our cise
climeally so closely resembled encephlitis lethargict that 1t nught be
c1lled pseudo encephalius Jethargica but we suggest that 1 more sutt
1ble term 1s encephilopathit artertolosclerotica bisths lethargict

Case History

A marned Englishwoman aged 63 was adnneted unconscious on
February 6 1941 hasing collapsed 1n the street after aling for 1 tes
days with headache and uredness  According to her daughter he
had been knoched 1bour 1 an Anderson shelter during two o1 threc
aur ruds m September 1940 Otherwise there was nothing peertl
in her past histors  She had occastonally tihen aleohol m modert
uon  In the hospital she was omewhart restless somnalent bicith
ing normally  She was small and thin and her shin was somcwhat
atrophic Temperature 97 F  pulse rate 72 Brachil blood pre sure
135/6> mm Hg  Nothing 1bnormaf on exumnnation of heart fun,
and abdomen no enlargement of liver or splecr  Pupils unequal
night lasger than Jeft the left reacted well the nght sluggrshly Rnec
jerks present on both sides  No plantar refles obtuned  Some
cutancous hyperaesthesia  Unne  spectfic grauty 1024 aad e
of albumin no sugar a few leucocytes and ctcium oxalate erystu
n the centnifuged deposit  Blood Wassermann reaction negatie

1From the Lancet 1942 1 503
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Blood count on February 18 red cells 6100000 HU 110 per cent
colour index 09 white cells 6808 polymorphs 69 per cent Iympho~
cytes 21 per cent monocytes 4 per cent eosinophils 6 per cent

On February 20 she was sulf lethwgic but she could somenimes b~
roused 10 answer questions and could be fed with a spoon though

i The temperature and resp were normat thaugh

during the first week in hospreal the emperawre had been shghel
sased (never abose 1014° F) and the pulse rate somewhat sapid
There nas shight but definite prosis on the nght side  The nght eye
apperred to dwerge shghtly to the nght s f from pagesss of the
interna] rectus ocult  Ophthalmoscopy by Dr Charles Markus
revealed nothing abnormal m erther fundus there nas no cataract
Lumbar puncture was impossible ovmng to hyphoscalosts

The lethargy deepened and early tn March no answer could be
otamed to questions  She could not zake food The ptosis on the
ughe side increased the right pupil was farger and reacted sluggishly
and afterwards not at all whereas the left pupdl reasted promptly 10
lght  Treatment was by hexammne-caffesn snjections and {on account
of the dehydranon) by subcuraneous mfusions of hypertonic saline
On March 8 the temperature i ihe mormny, was 104 F and there
were pneumome signs on the feft side breathung was difficult  She
died at midday

Post mortemn exanunauon of the head only was perrmuted  The
bram weighed 1265 grammes its surface was very congested there
was no internal hvdrocephatus - The pintary gland appeared macre
scopreatly normal Dr J G Greenfield gue the following report
on the bramn Macroscopreally a small haemorrhage with sussound
wng softening 1s seen m the centre of the night opoc thalamae  Micro
weopreally thus soltesung extends outwards between the red nucleus
and the superior nucleus of the thalamus from the walk of the ventnel
far <bout twothirds of the width of the thalunus  There are also
several small old softensngy 1 ¢he yight lentcular nuclens  Op the
left side there 15 a smaller focus of softening on the vencular sur
face of the thalamus st in front of the posterior commssure  This
is not visible macroscopienlly 3t forms 1 senperentar area abowt
1 em long sn the anfero-postersor direction entending about & mm
ourwards into the thalamus  No other foer of softentng found  The
corter 1n all areds exanmuned the bramsiem and cerebelium ar-
micsoscopicatly normal except for waseufar congeston

Dr Greenfield on examinauon of his secuons agun wrate that be
thought there was enough thichemin,, of the small artenalec ta
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ccount for the softenings that were present  There w1s no sottening
or ather abnormhty round the aqueduct n the upper end of the mid
brun nor was there ay evidence of capillary and endothelial hyper
plasia such s one sees in Werniche's encephalopathy He added

T should therefore class the cse as one of cerebrl artenal disease of
unusual localization

Discussion

The predominant <y mptoms of the cse —lethargy oculomotor palsy
with ptosis — resembled those of tcute encephalttis Jethirgica but the
post mortem findings <how that these symptoms were reatly due 1o
an arteniolosclerotic change m the bisal gangha of the bram with
resulting areas of 1schiemin and hacmorrhage There was nothing to
suggest 1 tosic or infections 1etiology  blood diseases truma carbon
monovide paisoning lcoholism and burns could be excluded  As
Dr Greenfield pointed out there was no softemng or other abnor
maliey round the aqueduct in the upper part of the mid brun no

ws there any evidence of capillary and endothehal hyperplasia such
1s 15 met with in Werniche s encephalopathia  For our case an

smular ones we think we are jusufied m suggesung the use of the
term Encephalopathia arteriolosclerotica bsabs lethargiea It 18
2 purely descriptive term taken partly from the morbid histologs and
partly from the clmical aspect of the disease If preferred msteal
of the clinical epithet lethargica the pathological epithets 1schiemict
et microhiemorrhagica nught be subsututed
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ACUTE PULMONARY OEDEMA WITH HYPOGLICAEMIC
CoM

An E le of Atute P 3 Qedema of Mervouns Origm®
¥ PARKRES WLBER and K BLUM

Tue paue it 2 man (& N) aged 40 yeurs was recenng 60 unsts of
protanym zinc wosukn daly for his diaberes meflitus when he was
mfected with influenza As 1 result he fell wato a sub comatous cor

dison but he recovered quichly with daly 90 umts of ordiwry
mshn and 100 grammes of cwbohydite (porndge) the unne
becomung free from sugar 1nd hetone bodses n three duys  About 1
week Jarer on February 1 1942 at 6 pm  after 1n isjecuon of 30
unys of ordinry ansubin the patient complumed of 4 disagreeat le
feehing of hunger which was got nid of by 20 cc of 2 20 per cent sotu

uon of glicose together with 1 meal of porndge  Six hours fier the
snsulin mjection the patient during ppirenty ordimary sleep fell o
a condston of coma which comaenced with typical pulmona y
oedenmt There were the ser erest sy mptowms of hypogly caeme shock

unconscrousness extremely contracted pupsls which did not rewet to
light muscular ngidity  restlessmiess  wakle wnd patelir clonas

bilateral plantar reflex of Babmsha type psychonc screanmg Ore
might describe the condition as one of screanung coma with tetanus

ke nigutity of hnbs wnd trunk {opisthotonus) Treatment for the
hypoglycremic coma did not remove the pulmoniry eedema but a
hyoscine tiropsne imjectton worked unmediately and brought the

severe attack to an end though the panent seemed rather weth for
o or three days afternards

Discussion
In the precent case there was ne evidence of mitral srenosts coronary
sclerosis myccirdial macnua wtenal hypertension or any chronte
dhisese of the lungs or cardio 1 scular sysiem vnd 1t seems cler thar
the acute pulmoanary cedemt must have been of nersous ongin We
would compare it 1o the nrwchs of pulmonary oedem <ometimes
assacrated with epeleptic attichs nd occrstonally constituaing the
fatal termmnnon  In rare cases of paroxyswnal pulmeniry oedemt
(Riesman 1907 Case 2) cerebral symproms such as fleeting wphasa
puahss of hmbs stupor or coma have been associated with the

Wromy the Jor iaf of New olagy (xd Pachasy 1947 5 3,
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attacks  Shanahan (1908) recorded 1 number of c1es illustrating
1cute pulmonary ocedema as a serious comphcauon of epilepuc
seizures nd Ohlmacher (1910) described five epilepuc cases m which
acute pulmonary oedema constituted the rermuinal esent Langeron
(1925) discussed the case of a woman 1n whom epileptic crises were
regularly followed by an attack of acute pulmonary oedemt  One of
us (Weber 1922) would also compare 1s an analogous phenomenon
eclumpuc attcks in children during which wscultation of the chest
reveals rapid filling up with cotrse motst riles passing anay when
the attack subsides  Such temporary bronchorrhoer m children
duning eclamptic states 15 probably dve to yrtaton of the broncho-
secretory fibres of the vagus nerve  Mouter (1918) has drawn atten
uon to occastonal cases of fatal pulmonary oedema i soldsers
suffering from cerebral wounds and the possible danger of adrendlin
njections an such cases  Aubertin (190b) experimentally n ammals
produced comvulstons 1nd acute pulmonary oedema by lead porson
mg  Bezancon and others (1932} recorded the case of a woman aged
39 vears with post encephalitic Parhinsonism  without any cardiac
aortic or renal lesion who suffered from recurrent atticks of rcute
pulmonary ocdemt one of which proved fatal  Porter and
Greenheld (1941) at a Meetng of the Neurological Secuon of the
Royal Soctety of Medicine communicated a case of the Arnold Chiint
malformation of the braun stem with 2 fatal ternunation resembling
acute pulmonary oedema It was suggested that the clincal picrure
was produced by an ecessne secretion of the bronchial mucosa
glands (¢ a central autonomic phenomenon) and that the response
to atropine w1s 1 favour of that view

Langeron (1925) in the account of his cise 1bove referred to
regarded the attacks of acute pulmonary oedema m that case as 2
sisceral mamfestauon of epilepsy  He stuted that this ssmpathenc
epilepsy with visceral mamfestauons was from his pomnt of view 2
sprending out (extension) of the cortical epilepsy with musculat
motor manifestations

Manunza (1935) has drawn up an elaborate clasaificanon of
pulnionary oedema of nervous ongin His first class comprises those
cases connected with cerebral affecuons (nflammations  hiemo
rrhages tumours epilepsy) whilst he mikes a second class of the
cases assoctated with medullary affections (mychus haematomyelin
tabes dorsalis) and 2 third class with affections of the vegetatne
nersous system and dysneurotonic states his fourth cliss consists
of cases of traumatic nervous origin  Here onc might mention that



ACUTE 1 LIMDNARY OEDEMS WITH MYPOGLYCAENMIC COMA 3

Muller (1891) deseribed an astack of acute pulmonan cedem
assoctated with angienturotic oedena of the face

It 15 certain that the origm of artachs of acute pulmonary cedenrt
vanes considerably an different cases and that in most cases muluple
factors are at work but 1t must be admutted that in some cases an
attach may anse 1n the absence of any true wetkness of the nght
side of the heart {as judged from ordinasy and X ray and eleetro-
cardiographic examnation) and without any sudden congestion of
the pulmonary blood sessels due only to reflex or other disturbance
of nervous centres  Fless (1931 1932 1933 1939) lays stress on the
probable inters ention of nervous reflexes  Impulses he thinks which
arise sometimes but not aluays in the hearr sniate the visodilators
of the lungs and produce actine congesnon together with increased
wsudation nto the pulmonary Hveoh  Tn ths process according
0 hus syews the vagus nene plays animportant part Wassermann s
observation {1933) 15 interesang  namely that 1n some cases pressure
on the 1agus fibres 10 the caroud (carotid sinus) cta suppress the
deselopment of an attack —as 1t may hkewnise suppress some attacks
of acvte puwonysmal rachycardia  Certan observauons 1o expen
miental pharmacology speak in favour of a vagal causauve mechanssm
m acute pubmonary oedemya 3agus wsratavon from cholines and
acets Ichohne (Dale 1914) vagotropse effect of prlecarpsn with proso
cavon of an artack of pulmonary cedema the effect of Sympatol
dunng an attack i & hing g through e of
symphenic fibres

e suggest that in our case the attack of acwte pulmonary cedema
w1s of pure central nerous orign due to cerebral oedema and
sroranon of the vagal nervous system The chmcal symptoms and
the rapid response to hyoscine and atropine suppore this siew

Summary

A ez ¢ 1 described of acute pulmoniry oedemn combined with hy po
gheaenie coma 15 analogous to the cases connected with epepsy
and other cerebral disturbances ¥ wrious nervaus ongins of wttacks
of rcute pulmonary oedema are shortly considered

REFERENCES
Aubertsn C (1908) quoted by Weber F P (197

Berwgon F Demard & Gennes L de and Debirue (193%) Bull Soc med
Hop Pans 1273

Dale Ssr HOH {1914) 7 Phn ol (PY 48 1y
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attacks  Shanthan (1908) recorded 1 number of cases illustranng
acute pulmonry oedema as a sertous complicaion of epileptic
serzures md Ohlmacher (1910) described five epilepuc cases in which
?]C;l:;);:zlsrcr::::(l!’ytﬁ:dg;:n :fonsumted the termnal evenr Langeron

- a woman m whom epileptic crises were
regululy follovied by an attch of acuite pulmonary oedema  One of
us (Weber 1922) would also compare 1s an analogous phenomenon
eclimpuic attacks in chuldren during which auscultation of the chest
reseals ripmd ﬁllmg up wrth coarsc moist rales passing away when
the attach subsides  Such temporary bronchorrhoea s children
during eclampuic states 15 probably due to wrntation of the broncho
secretory fibres of the vagus nerve  Mouuer (1918) has drawn atten
tion to occasional cases of fatal pulmonary oedema in coldrers
suffering from cerebral wounds and the possible danger of adrenalin
injections mn such cases  Aubertin (1908) expersmentally 1n amimals
produced consulsions nd acute pulmonary oedema by lead powon
ing  Bezangon and others (1932) recorded the case of 1 woman aged
39 years with post-encephahtic Parkinsomssm withour amy cardiac
aortic or renal lesion who suffered trom recurrent attacks of acuie
pulmonary ocedem1 one of which proved fatal  Porter and
Greenfield (1941) at a Meeung of the Neurological Section of the
Roy 1l Soctety of Medicine communicated a case of the Arnold Chiau
malformation of the brain stem with 2 faral termnation resembhing
acure pulmonary oedema It was suggested that the climcal preture
was produced by an excessine secretion of the bronchinl mucosa
glands (¢ a central autongnuc phenomenon) and that the responst
10 aropine was 1n favour of that s1en

Langeron (1925) 1n the account of his case above referred to
regasded the artachs of acute pulmoniry cedemt mn thae case as 2
sisceral mamfestation of epilepsy  He stated that this symprhenc
epilepsy with visceral manifestations was from his pomt of view 2
spreading out (extension} of the cortical epilepsy with muscular
motor mantfestations

Manunza (1935) has drwn up i elaborate clasufication of
pulmonary cedema of nersous ongin  His first class comprises those
cases connected with cerebral affections (inflammations  hiemo-
rrhages tumours epilepsy) whilse he makes a second class of the
cases associated with medullary affecuons (myelus hiemcomyehia
tabes dorsalis) and 1 third cliss sath affections of the vegetame
nervous system and dysneurotomc states s fourth class consists
of cases of traumatic nervous origin  Here one might menton that
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Muller (1891) desenibed an attack of acute pulmonary cedema
assocared with angoneurotic oedema of the face

Iz 15 certam that the ongmn of atvawcks of acute pulmonary oedema
vanes considerably 1n different cases and that m most cases mulnple
factors are at work but it must be admurted that i some cases an
attach may arise mn the absence of any wue weakness of the nghr
side of the heart (as judged from ordinary and \ ray 1nd electro
cardwgrapiuc exammation) and without any sudden congestion of
the pulmonary blood vessels due only to reflex ar other disturbance
of nerious centres  Hess (1931 1932 1933 1939) lays stress on the
probable mtervention of nersous reflexes  Impulses he thinks which
arse somettmes  but not always in the heart wratate the vasodilators
of the lungs and produce active cong gether with
T mto the pul y alseolt  In this process according
o tus views the vagus serve plays an nnporant part  Wassermann s
obsenation {1933} 15 mreresting  namely that m some cases pressure
on the vagus fibres 1 the caroud (caroud sinus) can suppress the
development of an attach —as 1t may likewsse suppress some attachs
of acute paroxysmal rachycardia  Cerram obsersauons in expen
mental pharmacology speah 1n fasour of a vagal causanve mechnism
n acwe pulmonary oedema sagus wrrsaton from cholmes and
acetyIchohne (Dale 1914) vagotropsc effect of pilocarpin with prove
cation of an amack of pulmonary cedema the effeer of Sympatol
duning an attack m d hing vag hrough exaitaton of
sympitheuc fibres

We suggest that m our case the attack of acute pulmonary cedema
w1 of pore central nervous ongin due to cerebral oedema and
nron of the vagal nervous system  The clinieal symptoms and
the rapid fesponse to hyoscine and atropine supporr this siew

Summary

A case 15 descrabed of acure pulmonany cedem combmed suh hvpo
glveaenuc coma as analogous 10 the cases connected with epilepsy
10d other cercbral disturbances  Vanous nenous origins of attacks
of acute pulmonary oedema are shortly conwidered
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Addendum

Dr H Pullar Strecker (J ment Scz 1938 84 146) knew of only four cases
of ncute pulmonary oedema occurrng as a (most danEerous) complicttior
m_connexton with the insulin shock therapv for schizophremia etc an
referred to the following papers M Muller Schuer. med 1 schr 1935
66 929 W Beglbock and Th Dussik Schuer Arch Neurol Psycluat 193
39 (Erganzungshefr) 38 N Beno ibid 149 A Kronfeld and E Sternberg
tid 187 Dr Pullar Strecker hindly also gnve us later references fo the
ubject L A Fintefs J ment Sa 1938 84 678 S W Gillman wd D N
Parfitt sbid <18 W R Thomasand I G H Wilson HM Stanonery O%ice
1938 22
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PAROVLSMAL SENSORY ATTACKS!
F PARKES WEBER

TransiEn? attachs of angma pectons are generilly supposed to

Toeal asch ¢ epreodes m cses of coronary sclerosis just
as the cramp lihe puns of mntermuutent claudication represent acute
lacal lar 1schremia ¢ 1 with artertal stenosts 1 the

extremuties  Certun conditsons of recurrent abdormnnl pamn have
been thought {with sorne post mostent eudence) to be due to tempor
ary {posubly angiospastic) 1schaenme exacerbinons 1 tbdomnal
arteriasch and by pposed amilogy have been  termed
abdomunal angmna  Is there real esidence that paroxysmal sensory
or partly sensory wtacks connected with cerebral artenioscleross can
be expluned in the same w2y ? Folloning s an example of he tvpe
of case to which T refer

At the comsmencement of the second world war an elderty some
what flond Englsh lady marned to 1 German long reswdent m
England was startled by the mirusion of 1 policeman who simply
made some inquirtes smto her ordinary hum drum everyday
exstence of whieh entertaming her fuends © fternoon tea ete
doubtless consututed a man pleasurable feature Thas disagreethle
shoch hornfied her  She commenced to have transient recurrent
comvulsue attacks (ke pett mal) heralded by sensory awra ltke
symptoms which latter would somenmes occur without any convuf
ston  She was unable to describe what she felt but told me that her
semsattons 1 connexion with these attacks were so terrible that she
would not wish my worst enermy w suffer 1n the same way The
neurologists hagnosis was thar these qutacks were connected with
cerebral avreriosclerosss Mo treatment produced permanent benefit
nd she died ultimately sp a nurstg home {No necropsy )

T would ask can swnlar sentde trinsient munor epilepuform
autacks ncluding semsory wmae be explaned as due to cerehral
astertosclerosts 1n the manner suggested above?

One can also myagme that similar svinptoms may occastomily
occur m younger mdnadunls and be duc to artertal spasm without
any underlyig real cerebral artenosclerosis just as some attacks of
socalled pseudoangina pectonis may perhaps be due 10 coroniry
spasm without coronary scleresss  In this connenion certmn rare

1Enlarged from a letter to the Lonces 1949 1 39
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paroxysmal sensory and psychical attacks are interesting as they may
represent or be equuisalent to epilepuc aurae | W Fischer (Amer
Journ Med Sci 1948 216, 78) describes paroxysmal attacks of
cardiac pamn possibly of epileptic nature  The whole subject of what
Sir Willinm Gowers formerly termed vaso vagal attacks and attacks
of angor anum may be studied in this copnexion 1s well as the
possible participation of viscero motor and viscero sensory attachs 1
epileptic discharges
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DEATH WHILE BATHING'
F PARKRES WEBLR

Tuere has often been uncerruncy tbout the real cause of deaths
whilst bathng  Those who huve recovered from n atack which
apparently would hue raused ther dewth had it ocewrred while
swimmumng 1 decp water can help to throw hght on the subject as
Alexander {1948) has done  Zum Buschs recount {193} of hus onn
expeniences suggests that a band of gimturticant and fumness
following sudden immersion m cold water may both be evplumed n
the same w1y thar 15 1o s1 the gt nrucana s beng due tw the
release of a Iusttnune bhe substance m the shn and subeataneous
ussue which if 1o much gets into the general circulanon may
cause fantsng (Horton and Brown 1929) A poepular sumumng up of
the histanune part of the subject 15 grven by Lingden Brown (1932)

Etery known protem contains  hisudine  Breah off 1 single CO
molecule from this histidine nd st becomes a poverful tone sub
stance histwmne  This substince when hberated from the ussue
cefls can produce all the phenomena of altergn The chemmcal basis
of allergy 15 therefore simple bur the factors which lead to the
hberanon of this substance 2re atmost % vared s hfe wself
Hast vmne was ongma!h wolated by Barger and Drle from ergot m
1918 and then from the mrestines If ir 15 apphed to the humn shin
it promptly ruces 1 urncindl wheat of injected imrasenously mito
ammals 3t produces 1 condinon ke anaphy bcur shock The
problem s how does a substance which 1s toasc 1o s ey body become
hberated only n the tissues of certain people 1 ansuer to stmuh
which 1re quite hirmless to eversone else

Zum Busch would probablv hive died had e been 1o deep water
at the ume of 3 <cvere artacd There is 1 good deal of scattered
Titerature on smilar severe teactions following sudden upmerson m
cold water  But Goebel (1934) relares hss personal evpertence when
he was norsh drowned while switimung m water whach nas not cold
on a warm summer dav The acadent occurred howeser soon after
the midday meal md ma hase been connected with his stomach
bemg full

REFERENCES
Alexander & L (1948) Lanicet 2 33°
Goebel O (1934) Dewt Med 1f ochenschr 60 987
Horan B T and Brown G E (1979) Amer Jorrm Med Sar 178 191
Lanpdan Brown W (193%) Cambridge Lunernty Al Soc \ag 10 38
Zarg Busch J ¥ {1933} Dens Med Bo hench 5% 15
Htter 1o the Lancer 1948 2 396



XVII

OPHTHALMOSCOPIC SIGN OF DEATH!
I PARKLS WEBER

Te ophthalmoscopic sign of death —segmentaton or fragmentanion
of the blood column 10 the reunal vessels - as described by Dr T A
Harmis (Jwuary 31 p 226) may occur 1t the very imstant of death
vhen the heart stops beating

Fifty six years 1go (1892) when house phystaan at St Bartholo-
mew s Hospital T had the following somewhat startling experience
Dunng the night another house physician asked me to see with lum a
pauent who was comatose T wished to examune the fundus oculi with
an ophtlnlmoscope which I had with me 1t nag quite easy to see the
disc and reunal vessels  Suddenly while I was examinming segmenta
ton of blood columns occuried ~ the panent was dead  After that
when called by nurses to confirm the death of patents I had oppor
tumues to make ophthahnoscopic exammations 1nd sull hase my
notes on what I obsersed

The broken blood columns were superfianlly not unlike the seg
mented mercurtal column which sonmettmes occurs m 1 thermometer
or 1n 1 (too thin) mmometer tube In 1892 I also noticed that the
blood column scgments could be moved forwards 1nd bachwards m
the retmal ressels by intermittent pressure on the chest somewbat
Like that m artficial resprration ths has apparently not been notced
by othets The segmentinion of the blood columns did not lways
occur 1t least not at once after dearh for i certarn cases I failed 10
find any segmentation while the cornea was sull not sufficients
clouded to prevent the fundus being, seen  In one c1se I noced that
there was already distinet segmentation the heart having ceased to
contract though the patient unespectedly breathed once agam while
I was looking

The sign by wself cannot of course be actually pathognomonic of
death In true embolism of the central arterv of the retna segmenta
tion of retnal blood vessels may doubiless occur ac the moment of the
arcerial occluston qust 15 1e m2y occur immediately when the heart
ceases to contract at death though 1t 15 unhkely that anyone has
been mking n ophthalmoscopic ¢xammation precisely when the
central reunal artery became occluded  One may here ash when
segmentation of the retinal blood columns occurs (together with

1Letters reprinted from British Medtcal Journal 1948 1 315 36
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cessauon of the hearts action) what would happen to the eyes if
m an exceptional case the heart v 1s successfully mduced to contrict
normally agamn

Since 1892 I have made no further obsersations myself but a good
deal ¢f literature has heen published notably by M H kahn (1913
1924)  After Dr Rahns work I published some short notes of my
189” obsersauons (1925)

REFERENCES

Kahn M H (1913) Med Rec NY 83 801
~— (1924) Amer J med Sci 168 890

Weber F Parkes (1925) Trans med Soc Lond 48 252
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Addendum

In my letter on this subject (Brit led Journ 1, 515) I should have
worded one observition 1s follows In onme case 1t least my
ophthalmic exammation was made some wme afrer death but whlst
the cornea was sull not suffictently clouded to prevent the fundus
being seen I found no segmentation present  Apprently there

fore the egmentation <ign of death had never occurred or had passed
off agun
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OPHTHALMOSCOPIC SIGN OF DEATH!
F PARKES WEBER

Tue ophthalmoscopic sign of death —segmentation or fragmentation
of the blood colurnn 1n the retinal vessels —as described byDr E A
Harns (January 31 p 226) m1y occur at the very mstant of death
vhen the heart stops heating

Fufty s1v vears ago (1892) when house physician at St Bartholo-
mew s Hospital T had the following somewhat starthng expenence
During the night another house physician shed me to see with him a
pattent who was comatose I wished to extmune the fundus ocult with
an ophthalmoscope which I had with me 1t was quite easy to see the
disc and reunal vessels  Suddenly while I was exanuming segmenta
tion of blood columns occurred the patient was dead  After that
when called by nurses to confirm the death of pitients I had oppor
tunities to m1he ophthalmoscopie exammnatons and sull have my
notes on what I observed

The broken blood columns were superficially not unhke the seg
mented mercurial column which somettmes occurs 1n 1 thermomerer
or m a (roo thin) manometer twbe In 1892 I 1lso noticed that the
blood column segments could be nioved forwards and backwards i
the retinil vessels by intermuttent pressure on the chest somewhat
like that n arufictal resprretion ths has apparently not been notced
by others  The segmentation of the blood columns did not alnays
occur At least not at once after death for i certun cses I fuled to
find any segmentatnon while the cornea was sull not sufficrent]y
clouded to present the fundus being seen  In one case I noted that
there w1s already disunce segmentition the heart hung ceised 10
coptract though the patient unexpectedly breathed once agun while
I was loohing

The sign by uself cannot of course be actually pathognomome of
death  In true embolism of the central arters of the retna scgmenta
non of retnal blood vessels may doubtless occur at the momient of the
arterial occluston just as 1t mny occur immediately when the heart
ceases to contract at death  though it 15 unlikely that anyone has
heen m1hmng an ophthaimoscopic examination preaisely when che
central reunal artery became occluded  One may here ash when
segnientition of the retnal blood columns occurs (together with

1Letsers reprinted from Brish Medical Journal 1948 1 315 367
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Raynauds phenomena n children Certan infecuons play a
part in the acuology It has long been recogmzed for
mnstance that congenutal syphihitic children may be subject to Ray
naud ke attacks and attacks of paroxssml haemoglobinuna
a fngore  There 1s certanly a connexion of some kund bemween

lerodactylia and Raynaud like pk Rh d arthrins
may posstbly also be connected  The puerperal condiion (with or
without an infection) plays an obvious causative part 1n the rare cases
of symmetrical renal cortical necrosis 1n puerperal women

Results

The obvious result of local haemangiospastic attacks most to be
feared 15 local thrombosis and permanent vascular occlusion  This
may lead to more or less symmetrical dry gangrene 1n the ups of the
fingers or/and toes Permanent occlusion of a branch of a retinal
artery may follow angiospasm 1n high blood pressure subjects A
fatal result 13 of course to be expected in necrosis of the cortex of
both ludneys once fully developed It 13 possible that reactive
vascular dil foll i F10S] may excep fy be
accompanted by haemorrhage and may thus account for certain cases
of intra-ocular or cerebral haemorrhage otherwise difficult to explam

I remember an unexpected result 1n an infant girl aged 12 months
under my hosputal care 1n Septermnber and November 1922 {2} with
recutrent attacks of Raynaud's <yndrome of the extremuties mostly
lasting five or six hours but sometimes obviously shortened by the
local 1pphication of warmth  The cyanotic stage of the attacks was
pamful  The Wassermann reaction in the child and her mother was
negative  The internal use of benzyl benzoate seemed to dimimsh
the anglospastic condition but the later complete cessation of the
attacks seemed 1o be connected with the onset of bronchins  This
bronchitis however was not sesere  After leaung the hosprtal
(November 17 1922) the chnld remained quite free from the
Raynaud s attacks though on some occasions apparently she had
bronchutic symptoms  In Apnl 1923 T thought she had papular
urticaria of the lower imbs  In 1930 1 heard from a relatne of the
child that she remaimed 1n good health and was growing vp normally
{confirmed 1n 1936)

T am inchned to compare the well known connesion between
chronic Raynand like phenomena in the extreminies and sclerodactylin

with the connexion between reunal angiospasm and pigmentary
“
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NOTE ON HAEMANGIOSPASM ITS CAUSES AND RESULTS'
F PARKLES WEBFR

ALTHOUCH 11 35 recogmzed that Inrge artenies 1ind veins cn be affected
by angiospasm especially after trauma most of the hiteraturc on the
subjece has been connected with spsm of the nunute peripheral
artertes and vens  The superficial mansfestations of such spasm
and subsequent relasation when occurring n the hands nd fect—
Raynaud s phenomena~have ntturally ateracted general attention
but the SyanIOHIS of smular 'mgw:pnml_ pl‘OCE\SES mn deepcr situeations
are of equal or greater mmportance I shall not discuss here the
question of the parts of the nervous wnd endocrine systems specially
connected with yasomotor phenomena

There c1n hardly be any doubt that transient cerebral strokes of
varous kinds are somenmes due to local cerebral angtospasm which
in many cases 15 certainly 1ssociated with arteniosclerotic changes
some transient 1cricks of aphasia tnd amaurosis are abvioush of this
nature  Retinal tngiospasm has been observed by ophthalmoscopic
esamination due to the action of drugs and oceasionally 1n the
subjects of Rayniuds phenomena and high blood pressure 1 will
not discuss here the possible role of anglosptsm in migrnne and
parovysml headache

Many visceral phenoment mav be of haemangiospastc ongm
including the rare cases of svmmetrical necross of the renal cortey
{espeainlly an puerpaal women) [1)

Causes

In some cases there 15 doubtless an mhorn or 1cquired tendenct t@
attacks of haemangiospism  analogous to the allergic tendency to
1sthmane attachs which causes certaun indivtduls to react rowards
mild bronchitic infections 1nd other excitmng causes (hurmless to
ordinary persons) by attwchs of tsthmauc brcvhing Inoa pre
dusposed subject exposure to cold (harmiess to 1n ordmary persony
may wnduce 10 attrch of Raynaud s phenomena possibly leacing to
dry gangrene n the finger ups In predisposed subjects emotional
condinions and nersous fatigue m1y probably favour 1 Raynaud hke
ek o they may induce 1n atrack of asthma A condition hhe
lisedo reticulans of the skin mav T think mdicate a predisposition 1o

From Medical Press 1948 220 272
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RENAL ANGIOSPASM AND RENAL CORTICAL ANOXIA
as the Cause of Acute Puerperal Anuma Calculous Reflex
Suppression of Unine Traumatic Suppression of Urine (Crush
Syndrome) Some Acute Toxic and Septicagmic Anumas and
Anuria 1 Some Cases of Acute Nephrosis and Nephntis and

After Loss of Haemoglobin!

F PARKES WEBLR

The great work m experimental pathology culmmanng m the publ
cation of Studies of the Renmai Circuliuon by Trueta Barclay
Franklin Daniel and Prichard (1947} has opened up a vast humber
of pathogemic questions which only many jyears of research can
answer
In 1898 Rose Bradiord and Lawrence published a piper entitled
Endacteritis of the Renal Arteries Causing Necrosts of the Lnure
Cortex of Both Kidneys  The pauent was an anaemiclooluing
woman aged 36 years stated to hnve been quite well up to the day
on whach she gave birth to a dead child  There was pricucilly com
plete anunia from the time of her confinement until her death sesen
days later A few teaspoonfuls of urine which were obtuned by
cathetenzanon contained a small quantity of albumin and some pus
There was no feser The chmieal prcture was not that generally
supposed 10 be associated with so called non-obstructive suppression
of unne for though the pauent gradually lost strength there was
throughout a remark ble thsence of the usutl wraemc symproms
such as coma delirium convulsions vomting  dyspnoea and
amaurosts At the necropsy practically no disease was found except
m the Ridneys both of which were shghtly enlarged and macro
scoprcally as well as micro copically simular to each other m appear
ance The necrous of the enure corten of both lidneys was
apparently regarded by Bradford ind Lawrence as due to thrombosis
of the nterlobular 1rteries- 1 sudden lesion perhaps i some way
wsactated with the presnancy It should be menuoned that though
there was no fibrosis in erther hidney a zone of cortical ussue just
beneath the capsule and 1 zone adjicent to the medulla showed
congestion and smAll cell infiltranon
Severl years later Grffith and Hernngham (1906) deseribed 2
simibr case under the heading A Case of Necrosis of the Fnure

From the Medical T ress 1947 218 577 and 608
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changes classed under the term retimtis pigmentost I Biro of
Budapest 1 an article on The Present State of the Problem of
Retntuis Prgmentosa [3] quotes the following observation by Redslob
(1947) A gl aged 14 months a few days after fever following
racanation lost her eyesight  Her retinal vessels were spastic and
her fundus anaemic  After some weeks the viston gradually returned
but the vessels remained narrow and the discs pale  Two years later
an examunation of the fundus showed typical retmus pigmentosa
Biro quotes analogous observations and narrates the case of a woman
aged 60 years who mn summer 1946 complained of recent ripid
loss of sight 1n the right eye  The fundus of the affected eye showed
1 marked degree of vascular spasm both artertal and venous The
disc and fundus were pale No pigmentary changes were wsible
There was no history of any ncute illness  General medical and
farmly history were negatnne and so was the Wassermann reaction
When the patient was seen agamn after two years her nght fundus
showed retinitis pigmentosa the left fundus beng sl normnl  Biro
believes that the disease mn this case 15 due to some arculitory
dsturbances of unknown ongin

REFERENCES
[1] CE Weber F Parkes (1947) Med Press 218 5.2 and 608

[2] Weber F Parkes (19°3) Brat Jnl Chid Dis 20 2>
[3] Biro 1 (1938) Brst Jul Ophthalm 32 411



RENAL ANCIOSPASM AMD RPNAL CORTICAL ANONIA 93

further hnovledge may mdicate that the vascular charges found at
post mortem exammations are termnal phenomena and not the
primary cause of the symptoms that come on some ten days before
death ~ If the cause be tovaemua ncreased diresss  howeser
obtmined will md mn elymmanng the toun  Crook (1927) recorded 2
case of puerperal renal cortrcal necrosis wath recovery after decapsula
tion of the nght hdney  He completed H D Rolleston s reviesy of
the hrerature (1913)

Certamn cabes of suppression of wnpe in males help perhaps to
throw light on the subject

I recorduct (Weber 1909) the case of a man 1ged 69 years wath
prostanc carcmomt who died about exght and a half days after the
onset of complere anuna  The necropsy showed that the prostanc
rumour had not obatructed the ureters for there was no dilatation of
ureter or renal pehus on etther side  There was esidence of old
chrone mtersunat nephrius m both kidneys but the epithelium of
the renal convohuted rubules had more or Jess afl of 11 undergone 2
neciotic change the sceretng cells had a granular woeolly 1ppeavance
and hardly took on the logwood stain at all therr nuclet had masty
disappeared (Laryalysis) ar could hiedly be disunguished from the
cytoplasm  The other renal tubules glomerul and blood vessels
showed pracneally no changes excepting those due to a certun
unount of old chrome intersitial nephrunus  None of the blood
vessels seemed to be thrombosed e thrombosis of the Tobul
artenies described 1 earlier cases can I think hardly be regarded as
the primary cause of the cortical necrasis 1n any of the cases but it
was rather in some way sccondary to the changes 1n the secrenng
tubes My case »lustrated the associanen of fatal socalled non
obstructive anun with widespread necrosts of the secreting cells of
the renal comoluted tubules without signs of thrombosts of renal
blood vessels It seerms to me that the change 1 the renal convoluted
tubules may be mercly an extreme degree of the change known (10
ws earhest form) as clondy swelling and that 1t indicates a conditron
of acute nephrosis supervening i previously chromcally diseased
fadneys

Preston Ming (1909) recorded the case of a rheumatic man aged 58
years who hid 1 sudden attach of epignstrnic pamn followed by
somsting and absolute suppression of unne untl his death seven days
fater There was no uraemic smell an hus breath or skin and his
mund remaned perfecily clear to withn five hours of hus death  The
necropsy showed the nght hidaey represented by a small thin watled
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Renal Cortex of Both Kidneys together with Thrombosis of All the
Cortical Arteries occurring 1n the Puerperal State  The patient was
2 multipara aged 35 who however had had symptoms of chromc
nephritis for several years At the necropsy renal cortical necrosts
thrombosis of the mterlobular arteries and areas of small cell nfiltra
tion were found as m Bradford and Lanrences case but there were
decided changes due to chronic mtersatnl nephnus and pracucally
no evidence of endarterius

Lloyd of Melbourne Austriha recorded (1906) an almost identical
cwse A mulupara ged 39 years was delrsered of 1 stllborn child
and from that ume she passed no more than eleven ounces of unine
(containing albumun) ull her denth eleven days later There were
seseral eclampuic comulsions duning the first fen hours after
delivery and Iter some vomiting and urremic twitchings but con
sciousness was preserved ull the end There was no fever At the
necropsy the hidneys closely resembled those i Bradford and
Tanrences case but microscopieally as in Gniffith and Herninghamss
c1se there was evidence of chronic interstitial nephnus without
obvious endarteritis

After the foregong publications various cases of puerperal
bulateral 1enl cortical necrosis were published  Jardine and Teacher
(1909) suggested extreme tonic contraction of the small ren! blood
vessels s a ctusal factor 1n determining the onset of thrombosis

In the case of 2 woman aged 29 years Torrens (1911) reported that
at the necropsy the oviran and renal vemns were found thrombosed
throughout (the nght renal and ovann yveins opened simultancously
into the nferior vena cava) the clot id not appear sepuc  There
was no atheroma or endarteritis of the renal arteries  The hidneys
wughed eight ounces exch  The capsules strip readily exposing a
<mooth mottled red ind vellow surface  On section the enure cortex
1s pale buff m colour and 1s surrounded by bright red Iine of
hyperaemic rerction the pyramuds are dushy red and stind out
distinctly 1 contrast to the pallid cortex Microscopically  the
kidneys show general mfarction of the cortex There 1s haemorrhage
into the tubules wnd glomerulr but no evidence of endartenitis the
venules however appear thromhosed — This was apparently the first
of such cases m which thrombosts of the renal veins (extra renal) was
reported according to Adami and Nicholls (1910) obstruction of

duce a condition of farction

918 and 1919) reported two cces of Puerperal
He suggested that

yems can proe

Chiford Whate (1
Anuna m which recosery folloned nephrotomy
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hiterature of the subject analysed 64 cases and stated that the con
dion may apart from preghancy occur 1 a vanety of infecnous
diseases 1t may follow trmma and develop crvptogemcally  Tn
regard to treatment he admits that decapsulauon of the hdneys or
nephrotomy may favourably influence an othernise refractory
angionenrotic anuna

Madding Binger and Hunt (1940) menton a cace resembhing
puerperal bilateral renal cortical necrosis i which quinine guven by
the mouth for the inducton of labour may have acted as an aeuo-
logical factor

De Navasquez has thronn much hght on the present subject by his
work on Experimental Symmetnical Cortical Necross of the hudnevs
produced by Staphylococcus Toun (1938) also on a related subject
by s work (1910) on The Excreuon of Haemoglobin with special
reference to the Transfusion hidney

Domach and Walkers paper (1946) on Combined Antenor
Pitunary Necrosis and Biateral Cortieal Necrosis of the hadneys
following Concealed Acadental Haemorrhage 1s an important one
and 15 duly stressed 1 Studies of the Renal Crrewlation by Truera
Barclay Franklin Dantel and Prichard (1947) From tlus last already
mentioned work I will quote (p 138)

Our expenmental findings lend support to the theory thar
renal anovia or as we should term 1t cartical arnovia plays an
smportant part in the development of the renal failure in cases of
crush syndrome  As we envisage 1t the diversion of the blood flow
from the cortex 1s not so complete as to result in 1 total 1schaemit
since we are not aware that any case of complete cortical necrosis
has beer reported i crush syndrome The pallid cartex with 115
sschaemic glomerult  favour this explnation of the cause of the
anuna Darmady (1947) teports 17 cases of which § recovered
of a syndrome of traumatic anuna {p 139) Changes in both
the function and the morphology of the hdney somewhat similar
to those obsersed 1 both crush syndrome and traumatic uraemia
may be seen 1n a number of other conditions for instance 1n cases
of incompanble blood transfusion exce sie vomuting septic abor
tion concealed 1cadental haemorrhage Weils discase <ulphon
armde kadney blackwater fever and cholera
One of these anthors fundamental conclusions 1 that the auo-

nonuc nervous system plays a direct part 10 controling renal
function It seems to me that quite a mmor illustration of this
conclusion 1s afforded by the dwrenc or potyune cnses which have
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rregular cyst containing some clear flurd and 1ts ureter was a solid
cord The left kidney was enlarged weighing seven ounces and chere
were many small cysts on 1ts surface contaimng a turbid yellow flud
On section 1t was engorged the capsule stipped readily and the pelvis
was mjected  There was no calculus or other form of obstructton
either in the lidney or ureter which was patent throughout Micro-
scopiclly the epithehial cells of the convoluted tubules were small
and musshapen their protoplasm granular and their nucler indistinct
many tubules contamed corgultted matenial the glomerult showed
no noteworthy changes There was much smallcelied mfiltration
around the blood vessels and an increase of connectne ussue in the
medulla Preston hing ponts out that if 3 caleulus had been found
the case would have been one of calculous anuria with nothing
specially remarkable 2bout 1t

1 would include as examples of the same class of anuna all cases
of calculous suppresston of urine not due to complete obstruction and
apprrently of a reflex nature

Wordley (1923) described a case of Corucal Necrosts of the
Ridney with Polyartenius Acuta Nodosa  The patient ws 1 boy
aged 1 years He h1id had very severe spasmodic pams in the nght
side of the abdomen with fever this was followed 1n a week s ume by
haematura and suppression of urine bhoth of which were only tem
porary  He died about six weeks after the onset of the haematura
The necropsy showed typical polyarteritis nodosa of the heart the
kidney change seems to me to have heen one more of polyarteritis
nodosa than of typical corteal necrosis

Bamforth (1923) described A Case of Symmetnical Cortical
Necrosis of the Kidneys occurring m an Adult Man  The pauent
aged 37 years when suffening from an uncertun febrile illness ceased
to pass urine two days before hus death On account of a suspicion
of malaria 20 grams of qummne hydrochlortde were given intra
senously at about the ume when anuria was notrced At the necropsy
there was no evidence of mncrease m the interstinal tissue of the
kidneys There was no endartertus of renal artenes and no thrombosis
of the renal veins

Ash (1933} wrote 2 paper on Brateral Corncal Necrosis of the
hidneys making his wdea of the pathogeny of such cases clear by
adding to Iis utle the words Angioneurotic Anuna This term he
adopted to include all non obstructnie nunas regardmg bilateral
renal corucal necrosts as a pathological term apphicable only to the

termunal stage of certain cases He gave very many references to the
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was employed for general antesthesia  In some cases nura was a
striking symptom and sometimes changes have been found in the
kidneys corresponding to those 1 the Iiser  In certamn cases there
has been reason for believing that the liver was already diseased or
mmperfectly functioning befote the operation  Many other drugs
(including trilene) have occastonally acted on the liver n the same
way Compare F Parkes Weber International Thmics, 1920 Sertes
30 4, 5% and Chncal Journal London 1921 50 165

Inregard to renal anoxia B G Maegraith and others (Lancet, 1945
2, 293) referred to sumilar renal changes 1n numerous conditiens and
they speak of an analogou hepate renal syndrome as well as 2 renal
syndrome T T Hewer and R F Woolmer (Lancet 1947 2 909)
describe what they regard as renal anoxa after myanesin anaesthesia
~-a post operative death from uraemra 1n a woman aged 22 years the
necropsy findings mn the kidneys being simular to those oceurring after
severe hacmoglobinuna from mcompanble blood transfusion
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often been observed when supposed hysterical or functional nersous
attacks of various kinds are subsiding (? dilatation of blood vessels
following angiospasm)

Lastly the consideration of angiospasm 1n renal arterses brings up
the whole question of arterial angiospasm i other parts of the body
The typrcal acute phenomena observed i the extremtnes 1n cases of
Raynauds disease cannot be explamed except 1 connevion with
anglospasm  and ndeed temporary anglospasm of 1 branch of the
retinal artery of one eve his ctuilly been seen n certain pauents by
ophthilmoscoprc exammation in connexton with Raynauds disease
Transient recurrent cerebral fits hemmplegia aphasia amaurosis etc
have with great probability been attnibuted to angiospasm n
indraduals with arterniosclerosis or high blood pressure  Chinically
evidence of anglospasm of larger artertes for instance temporary
disappearance of the radial pulse on one side has been rarely but
defimtely observed in the same class of patients
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Addendum

In regard to this whole subject one 15 remunded of the cases of
so-called late chloroform potsomng 1 which death from acuse or

subacute hepatc necrosts followed op=ravons in which chioroform
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He called 1t anaphylactoid purpura and rapid return to normal
followed spontaneous abortion It w.s not a casc of so-called purpura
haemorrhagica but amongst the 47 publs hed cas s of purpura com
plcating pregnancy collected by Rushmore there were some in
which the mucous membranes were cierelv Jmvolied (purpura
haemorrhagica) In some of the ca es the purpura appeared with
each pregnancy but never apart from pregnancy  Apparently the
thrombocyte count wh n taken was generally nor abnormat *

When a meustrual eruption 1s haemorrhagic 1t has usually been
explamned as an example of supplementary menstruanon as 1t has
been supposed to remnforce the true menstrual loss —~or else s1carious
menstruatton 1f 1t seems to occur mstead of and completely replace
normal menstruation It 1s to the consideration of haemorrhagic
menstrual eruptions that we shall here confine our attention

F Hammer [7) 1 his account of Idiopathic or Fssennial Forms of
Purpura (1928) ncludes a reference to laemorrhagic menstrual
eranthemata and notably to Paul Opels work on the subject
(1908) [8] Purpura with ecchymoses may indeed occur 1n connexion
with menstruation  as may ‘vtrous other erupuions  espectally
erythemata and urtteanna  Such cutaneous haemorrhages are often
preceded by urncanal ervthema and wnprose when menstruation
comntences Roger and Collard [9) deseribed a case m which
purpuric parches appeared oser the whole body at the beginming of
the first menstruauon The m nstrual purpura recurred every month
for many menstrual periods but finally completely disappeared after
pregnancy  In other cases however pregnancy did not prevent the
menstrual eruption from reappearing later on

] Vengasser and Kk Cafasco (10] described a case of menstrual
urticaria haemorrhagica 1 a woman aged 23 which apparemtly by
the old rernunology would have been classed as an example of supple
mentary menstruation

A Hauptmann n 1969 {I1] descrsbed a remarhable case of

$Exidence of the profound influence of pregnancy and the menstrual state

i ome women on the vascular svstem s furnished by rare eases m which
tangs or >matous patches appear 1o connevion with
pregnancy  In some cases such patches mav fecur with subsequent preg
manae At the Clineat Section of the Roval Socters of Medicine (Proc 1949
47 316 W A Bourne and | h Wagstaff showed a woman aged 37 years
with a telangrectanic patch on the right shin and persistent telangrectatic
tedness of the thenar and hvpothcnar eminences  The redness of these areas
mereased at the menstrual per ods dunng which he nanent had rarable
ep 1avts The Jeg pasch appeared durme the panent  second pregnancy
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RECURRENT MENSTRUAL PURPURA AND VICARIOUS
MENSTRUATION!

PHILIP ELLMAN and F PARKES WEBER

I this paper 1t 1s not our purpose to discuss 1l forms of menstrual
eruptions the commonest of which 1s probably premenstrual herpes
of the DLips and nose They abviously are all 2t least parually depen
dent on an endocrine or metabolic change of some kind 1ssociated
with and causally connected with the menstrual periods just as some
of the rare eruptions comphicating pregnancy are obviously parually
due 10 analogous changes c 1 with the preg state of the
mother and possibly with the metabolism of the foetus In regard
to hoth menstrual 1nd puerperal dermatoses from the pathogenetic
poit of view one would have to consider metabolic changes con
pected with the functions of menstruation and pregnancy temporary
functional changes in the endocrine organs the possibulity of
dinnnished resistance towards infections and autogenous toxins and
(especnily 1n regard to dermatoses of pregnancy) the question of
allergy or anaphylaxis

In regard to the influence of metabolic changes 1t should be noted
that the dermatoses of pregnancy have been regarded 1s tovico
dermras due to intoxication by a product of albumynous catabolism
m the maternal organssm (L Serz quoted by A Lysander 1))
H Mommsen (2] has no doubt as to the esistence of a menstrual
toxn though 1ts esact nature 15 uncertamn It 15 probably he thinks
a substince or a muxture of substances derrved from lipoid meta
bolism In regard to the endocrine organs one iy remember the
recorded cases referred to by Paul Opel [3] 1n which hypertrichosis
(face ete) rccomparied pregnancy in Slocum s case a growth of facial
hair accompanied each pregnancy [4] As to the possiility of tem
porary dimuinished resistance to infections we would call to mind
Virchow s case (5] of a girl who (once) during a menstrual pertod
acquired facial erysipelas  This afterwards recurred frequently with
wenstrual periods In respect to the possible mfuenee of allergy or
anaphylaxis Stephen Rushmores paper on Purpura Complicinng
Pregnancy [6] m1y be consulted Rushmore s only personal case
was one n which purpura occurred at the sixth month of the first
pregnancy It was assocsrted with much pruntus but no urticana

1After the Brussh fournal of Dermatalagy and Syphilis (1 935) 47 19>
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fingers gomng dead but not much during the last years She says she
had scarlet fever at 12 years shght anaemsa at 17 vears and gastnc
ulcer at 50 years of age She had had five children no muscarnages
Three of her children are hving and healthy one of her children
died at the age of 12 years dunng the wfluenza epidemic of 1918
the remaining one died at 2 years of epdemic cerebrospnal
menmgttis 1o 1916

Treatment by calerum gluconate (intramuscular myections of 5 c ¢
of a 10 per cent solution) and glandubolin (Richter) (mtramuscular
mjections of 1 ¢ c) has undoubtedly done good

Results of anons exammnations —Brachal blood pressure monthly
readings have averaged 155/90 mm Hg Wassermann and hahn
rexcnons with the blood serum negative  Bleeding ume (Wnghts
technique) 160 seconds (normal 150-180) Bloodcongulation ume
after Landau 2 munutes 25 seconds (normal averige | minute 45
seconds) Blood count Haemoglobin 100 per cent erythrocytes
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haemorrhage into the upper 1nd lower hips of 1 gitl aged I8 asan
example of vicaneus menstruation

Our present case 1s that of n otherwise apparently normal woman
(Mrs M C) aged 58 who ever since the age of 47 has been subject
to recusrent purpura hmuted to her loner extremuties Her menopause
was between 52 and 53 years of age  Unul the menstruation ceased
her purpuric attacks mmight hase been regirded as supplementary
menstriation  Afterwards they m ght be called “icanious menstrua
tion  Before the menopaus= the purpura ppeared 1n small spots
only but after the menopause the attachs hecame worse recurring
at first every month but Jater on every two months  Together with
the purpuric spots (macules) there were then large ecchymotc patches
on the poruons of the extremities below the knees and sometines
swelling of these parts accompanied the attachs  The purpura has
heen accompanied by 1 good deal of pain and sometimes there has
been a slight feeling of sore throat at the commencement of the
attach  The attacks have usunlly lasted about 1 week before the
purpura begins to fide The fading tahes plice suddenly and m
ahout two weeks as a rule 1l trace of the purpura have disappered
Mental shock can apparently make the attachs worse

One of us (Ph E) first saw the patient 1n August 1933 when the
attacks were very bad recurring about esery other month and accom
panied often by swelling of the feet and legs  The appearince of the
ecchvmotic patches wnd purpunic spors during  typical aterch 0
1934 15 well shown mn the photograph (hg 1) It 1s cler that the
eruption 15 not quite symmetricll The trregular outline of the
ecchymotic patches when commencng to fade m their central por
nons remunds one somewhat of large patches of polymorphic
erythema (erythema multiforme)  Some of the <pots are very shghtly
rused In one of the recent attichs there were 1 few purpuric spots
abose the previously highest upper hmur the purpuri front
renched about three fingerbreadths above the mguinal fold duning the
aetack 1 question

The type of purpura most resembles the muvture of ervthema and
purpura (purpuric erythems) known 1s the Schonlam Henoch or
anaphylactoxd type for which n allergtc or anapht lactic causation
1s probrible asit1s certan for urticarza - Lxannuntion of the patient s
blood has shown nothung, special excepting 1 shight diminunion of
thrombocytes

In segard to the pist medical history 1t may be noted that the
pattent since the age of 45 years has often suffered from some of her
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WEBER CHRISTIAN DISEASE OR RELAPSING FEBRILE
NODULAR NON SUPPURATIVE PANNICULITIS!

ALICE CARIETON

‘Troucit early cases of this condition were described by Pfeifer 1n 1892
and by Gilchnst and ketron 1n 1916 the first qwthoritative account
was given by Parkes Weber i 1925 under the name of Relapsing
Nodular Non Suppuratine Pannicuhins In 1928 Chrsuan observing
that a nise of temperature was 2 charactenstic feature not scen 1n
other forms of panmculins added the term febnle to the utle
Since then 48 cases have been described  (Pfeifer Gilchnst and
Ketron Parkes Weber (2) Chrisuan Alderson and Way Netherton
Bnff Bailey (5) Reed and Anderson Puente Cummuns and Lever (2)
Shafter Binkley Sweitzer Machaceh Mengolh Tilden Gotshalk
and Asahan (2) Ziegert Shiold Hartwell and Thannhauser
Hanson and Fowler Larson and Oothin Carol (2) Pmetn Fraser
Rosenberg and Cohen Lowry Miller and hntzler Arnold Spam
and Toley Larlin de Sancus and Margouls Pienm Ingoyen and
Ugazio (#} Ungu Mostofi and Engleman Baumgartner and Ry
Zee Bunnell and Levv) It 1s difficult to decide whether somc cases
published as Relapsing Nodular Non suppurative  Panmculius
should be included 1n this list or not ns the cntena arc somewhat
mdefimte  Hazel s case has been omtted as more properly belonging
10 another category  Pinetu excludes the cases of Pfeifer Netherton
Mnachacek and the first case of Cummins nd Lever largely because
they were non febrnile  Those nterested 1n the condition are referred
especially to the papers by Larkm ef al Pinettt and Baumgartner
and Rina

The disease may be heralded hy vague malaise with aching joints
and muscles or 1t may begin directly with the appearance of nodules
in the subcutneous far At first deep-stated and palpable only they
fater become visible as firm rounded elevanons  In the early stages
the epidermis 15 not involved but by degrees 1t deselops an orange
shin texture and a svanety of inflammatory discolorations  Though
nodules may evolie without subjective symptoms and even without
the knowledge of the patient they are more often tender and some
nimes panful Tt s rare for the surface to break down  The wsual
course 15 1 leisurely regression and as the fat 1s absorbed the skin

Crom the Department of Dermatology Radcliffe Infirmary Oxford
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4800000 Ieucocytes 5600 (cosinophils 2 4 per cent basophils 04 per
cent polymorphonuclear neutrophils 74 8 per cent lymphocytes 196
per cent monocytes 2 b per cent) shght amsocytosts thrombocytes
154000 per cmm of blood Blood calcium 9 mg per cent  Blood
phosphorus 25 mg per cent  The Inst two estunations were made by
Dr David H Haler on October 18 1933 the other data (excepting
the blood pressure readings) are of October 5 1933 Charts of tem
perature pulse and tespirition 1n January and February 193+ w hen
there was slight purpuric recurrence showed nothing ~bnormal
excepung that the pulse was sometimes between 80 and 90 per
nnnute
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Fic 7 —N\ te decp bollows bencath both malar bones on the left temple
and beneath the jav on the left side
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becomes suched n to the underlying frsaa creating a very character
istic deep saucer like depression  Tever usually accompantes the
eruption of a group of nodules and after an ntermission the whale
process s repeated  The hustology 1s charactenstic being a necrosts
of fatty tissue with a secondary cellular reaction but 1t has = super
ficsal resemblance 1o the reaction eheted i the subcutaneous far by
camphor injections and other forms of trauma

Case Report (RI Regist No 83512/48)

Mrs C W a German Jewess born 1912 Early i 1942 she felt a
general aching s though she had slept on a hard bed This con
unued and she began to lose weight and to hue mght sweats In
March 1942 following a localized pan in her left forearm a hard
peasized nodule became palpable It was tender to the touch
Nodules from pea to walnut size then ppeared with a markedly
symmetrical dispositton  On the arm  they outlined the deltord and
tnceps one was found on the front of both forearms and m the
muddle of the buttocks A string of nodules marked the thac crests
The only asy mmetrical ones were on the nght thigh and on the left of
the umbilicus Some were heralded by pun but others were at no time
painful or tender The nodules grew slowly i s1ze and four months
later they had developed into elevations from Y. to 1)/ inches in
diameter  The skin over them was fived and reddish blue but 1
the nodules of the gluteal region atrophy was already mamfest  The
pauient was admitted to a I ondon hospital in August when further no
dules were found of whose eustence she had not been 1wre wn the
muddle of the back at the inferor angles of both scapulae and in the
left breast The breasts were scarred as a result of a plastic operauon
performed m Berlin 1n 1927 for aesthetic reasons  While in hosprtal
she ran an evening temperature of 99° F to 100° F for a couple of
weeks  One of the nodules was remosed and 1t was reported that it
showed dense fibrosis of the dernms with mucinoid degenertion
while the muscle showed foct of chronic inflimmaton and a diag
nosis of dermatomyosius was made  (The scction was later
re-cxamned nd had the features of a non suppurative panmculins)
Her BMR w1 normal Creaunme excrenon was 520 mg m
twenty four hours An ESR was 57 mm /hr (Westergren)  She
was treated with thyroid gr % tds  She left hospual in September
Shortly after fresh nodules appeared beneath each malar bone on the
left temple and beneath the jaw on the left side  Her remperature
was not taken on this occrsion  In February 1943 she wrote that her
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Fi¢ § —Acute lesions showing interstitial oedema and necrosis of connective

ussue stroma of tdipose tissue  The intersunial reaction 1s sull Iimuted to the

collagenous septa where there 15 fibrin and fibrinowd exudauon
{(From Dr Robb Smith )

Fic 6 —Chrome lesion showing arcas of scarsing lymphocvtic mfiltration and
macrophage ingestanon of broken down f11 cell
(From Dr Robb-Smith)
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Fie 4 —Atrophic hollows at margins of deltoid and on left forearm
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especially the thighs and lower trunk The nodules are generally
asymmetrically dsstributed

Regression  occasionally the nodules break down and ulcerate and
1 little aly yellow brown fluid exudes  Some of the smaller lesions
may lemve no trace But charactenisically the hard nodule <oftens
10 the consstency of a hipoma there 15 some tranvient pigmentation
and a saucer like depression hined by normal eprdermus 1s left  The
hair 1s rarely involved but when 1t 55 1s 1n Pinettis case there 1s a
temporary alopecia

Interval between eruptions  from a few days to severl years It
15 therefore rash to claim a cure unless a free interval of many vears
has resuited

Pain and tenderness common but not insanable

Temperature  usually 99° to 100° but 105° has been recorded
The fever may precede accompany or follow the ernption of the
nodules It may last a few days to several neeks Not all cases nor
1ll eruptions 1n an individual case are accornpanted by feser

Sex Of 49 cases 35 were women

Age from 6 months to 70 years The average ageis 35

Histology —~Though most observers describe this as  non
charactenstic a different opinion 13 held by Dr Robb Smith who has
kindly supphed the following account —

The histology 15 charactenisuc  There 15 a necrosis of connective
nssue septa around the fat cells over a considerable area without
vascular or cellular reaction At the periphery of the necrotic lesion
a cellular and oedematous reaction occurs at first neutrophil leuco
cyuc which 1s not marked then a histiocytic reaction with plsmn
cells and lymphocytes and subsequently a fibrosis with the formanon
of lymphoid aggregates In a necrotic zone there is 1t first no change
1n the sudanophs! materzal in the fat cells  Then fragmentatton and
dissolution of the sudanophil matertal occurs with the appearance
of fatty acid crystals fat-containing histiocytes nd various types of
incluston bodies such s are seen 1 all forms of fat necrosis

The feature of the morphological lesions which distinguwishes them
from those seen n traumauc fat necrows 15 that 1n the carly <tage
there 18 no vascular damage or haemorrhage in an infective fat
necrosis such as occurs at the edge of a purulent celluhitis there 1s
always an inflummatory cellular reaction of the intersunal tssue
hefore necrosis occurs in a fat necrosis such as follows the mjecton
of 1 chemical smtant the appearance may be very similar bur
usually there 1s greater cellular dissolution
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nching pains had come on agun but apparently no nodules followed
nd she had an intermission of four years during which her health
was good except for a varicose eczema of both legs At the end of
January 1948 the pams once more returned and 1 nodule appeared
m the night breast Asat was thought that this might be a carcinomy
she w1s referred to the surgical department of the Radchiffe Infirmary
and the nodule was exased Dr Robb-Smith reported as follows
(RI SH 673/48 981/48) Extensne fat necrosis with numerous
forergn body giant cells at the periphery of the lesions some contain
ing 1 Wolbach stellite mclusion others contaming anisotropic
apparently crystalline matertal  The necrosis of the adipose tsue
15 quite diffuse and at the periphery of the necrouc areas there 1s a
cellular reaction chiefly lymphocytic and with plasma cells, though
smll numbers of neutrophil leucocytes are present  There 15 some
sclerotic reaction and the appearances would be conastent with a
non suppuratuve panniculitts The breast tissue proper showed marhked
fibrosis of 1ts stroma and 1trophy of the gland tubules There 15 no
cudence of neoplasit The summingup was Fat necrosis—
Non suppurative panniculitis ~ As a result of this report the pattent
nas transferred to the Skin Clinie  She was found to be an obese
womn with saucer hke depressions on the areas already described
The remarkable symmetry exhibited by this case 15 quite unusual
and has only been reported once before by Pfefer On general
evimmanon  the pauent was found to be a healthy woman witn
nothing sigmficant 1 her previous or in her famly history Nervous
system  thoracic and 1bdomunal viscera mouth nose and throat
showed nothing abnormal

Blood prcture  normal Leucocytes 7000 Chest and spme X ray
normal WR and Kahn negatne Agglutnanon to Brucellt
abortus negatne Blood culture mucrococer only ESR 56 mm /hr

The pauent Jeft the country before any treatment was ninated
She was seen by Dr Parhes Weber who consuidered her a chassical
esample of the disease

When the preture 15 so complete there 1s not much difficulty
making a diagnosis  Bur borderhine cases are by no mens easy ¢
plice and indeed with further knowledge the Iist of cases referred
to above may have 1o be revised and some perhaps placed 1n another
category It may therefore be useful to give mote precise detuls of
the posstble vanations mn the general picture

Number of nodules I o 20 1n each crop
Site any part of the body from the scalp to the extremities but
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dermatitis herpetfornus and the sensitivity 1 both diseases to
1odides and bromdes
A clearer understanding of the Weber Chnstian disease may be
achieved by enlarging the field and considering non suppurative
panmculiis 1 general  This term (the German spealing peoples
prefer the utle Lipogranuloma) 1s applied to a non specific reaction
of the subcutaneous fat  Varous efforts have been made to classify
the different types efforts which have been handicapped bv our
scanty hnowledge of the reacuons of this ussue The following
classihcation 1s put fornard as a simple outhne with no clamm to be
complete or finally correct
1 Secondary panmculitis as 1 direct response to a neighbourmg
ussue disturbance such as phlebins or masttis or tumour
metastises
2 Traumatuc panmculitis
(@) Due to mechameal injury Adiponecrosis subcutaner neo
natorum has generallv been considered as comung under this head
mg It appears i the firse ten days of hfe without any general
disturbance Resorpuion with only slight atrophy takes place mn a
few weeks or months Cases have been said to follow difficult Jabour
or aruficial respiration  But 1n a recent paper Flory (1948) has
collected four cases ncluding one of his own m which the infants
died from other causes and 1n each case post mortem examination
revealed fat necrosis m the viscert  He considers that cold and
triuma cn hardly cause deep seated visceral fat necrosis and points
out that 1n any case the term sub, should be dropped
Better examples of this group are the panniculins that follows a
blow on the breast or the nodules that appear 1 amputation
stumps on the pressure reas
(b) Due to chemucal injury from subcutineous injections
Fxamples are the well known ot granulom= following cimphor
mjections or the paraffinoma which was sometimes a sequel to the
mjection of paraffin win for 1esthetic purposes As one would
evpect the panniculits appears on the site of the mmjection but
some panfhnomata arose 1n distant sites and one must assume a
metastasis of the injected materiat  Many substances even such

innocent ones as Ringers solutnon have mduced a nodule of
prnculitis

(¢) Due 1o thermal mjury climatic or therapeutic Both freezing
with CO snow and heating with diathermy may produce panm
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I hwe not had an opportunity of studying lesions n the
Rothmann Maku type of panmculius and the description given by
Baumgariner and Risa 1s nor detarled enough to allow any conclu
stons to be drawn as to 1ts resemblance to the lesions m other forms
of pannmicuhitis

Clinically the salient features which disunguish Weber Christian
diserse from other forms of non-suppuranse panmculius are the
absence of any mamfest predisposing cause the rhythm of
alterniting actvity and freedom the accompantment of fever and
general systemic disturbance 1nd above all the charactenstc form
of the terminal atrophy

Thorough myestigation of 2 number of cases has produced no clue
as to the cause of the disease Both tuberculosts and syphihs can be
ruled our though m 1 group of cases positive evtdence of one or other
disease will occasionally be found  The blood picture vares Tt s
often normal sometimes there 1s a Jencocyrosis sometimes a leuco-
pennr Blood cultures are stenle tests for Brucella typhoid para
typhoid and dysentery are negitive  Focal infection has been found
m over 1 third of the cases i the form of infected tonsils dental
sepsis or sore throat  Such infection may of course be without
causal significance  But occasionally a connesion between the focus
and the erupuion 1s chmieilly underlined  In Miller and knitzlers
case 1 dental extractton was twice folloned by the eruption of
nodules There was an mnterval of two months but i panmiculiis
following triuma or typhus fever a long latent period is also found
In the case of Baumgartner and Rita 1t happened three times that an
attack of tonsillinis was followed a month later by a crop of nodules
Alderson and Way s case was a sequel to streptococcal infection of 2
tinger 1nd Mengoli s occutred mn the convilescence after typhus In
some cases {Webers second case 1935 two of Bailey s Roscnbergs
and Ungars) 1odides or bromides appear to have imtiated or
tggruated 1n eruption

As mught be antcipated sreatment has ginven almost uniformly
negne results  Arnold s case hawever 1s of parncular interest m
this respect  Tor over a year his pauent was given a duly dose of
35 grammes of sulfapynidine  On five occasions a relapsc occurred
when the drug was discontinued and each ume remussion followed
twents four hours after nts renewal Each relapse was assoutated
with a rased FSR  Arnold thinks these facts supgestve of 2

bacterral allergy and draws attention to the similarity of response 1n
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> Necrobiosts lpadica diabencorum  The carly lesion s a
sharply marginated red papule  This develops wto 2 firm flat plaque
with a yellowssh centre which loohs as if 1t were covered with 2
nghtly strerched Inver of cellophane

It 15 hardly necessary to dwell on the pownts which differenniate
panmicubitss from todide or bronude granulowata scleroderta or
circumisersbed my xoedema

Etiology ~One can only indicate some observations of potental
interest  There 1s an 1l defined connexion berneen panmenlius and
hpomata  After the destruction of fat there may be an excesstie
rebound with the formation of a fatty tumour Lipomata may
follow smjunes to the CNS and according to Baumgartner wnd Riva
panniculitis ha been sten as a sequel to tabes polyneunus and
alcohohe neunins

An obsersation of great wnterest was made i 1946 by F Durmn
Reynals A number of rabbits whach were being used tor experunental
purposes deseloped mld haemorrhagi necrotic nodules 1n fat and
muscle especially the psoas muscle  These 1 ere obsersed to follow
moculations of different kinds such as viruses bactera  ussue
exttacts and cven Ringers solunon  After the affected animals had
been kifled and stucied some apparenily healthy contacts were hilled
It v as found that they wo wnere affected espeaally m the retro-
pertoneal fat along the psoas though not to a suffiuent extent to
make a diagnos:s in hic possible It needed some non specihc stinulus
to eltert the chimeal phase  Histologically the nodules showed an
inflammation with far necrosis which proceeded to khrosts and slow
absorption  The disease took ou an epidemne form but no agent
could be found exther on direct examination or on culture A virus
was suspected It was found on enquiry that rabbits 1n other labort
tories i the US 4 had had a simalar affiction

Six cases of Weber Christian diserse have died though seemimyly
not as a result of the condion  One of Batlev s c1ses and ane of the
o descrthed by Tilden and tus colleagues dred of tuberculosis  In
\iller and Aritzlers case the nodules ulcerated and death occurred
from exhaustion wnd hepauc fmlure  Mostofi s case died of bronche
preumonit Spun and Foley s of glomerulonephnius and Ungar s of

wcute puitemns In the last three cases post mortem exanunation
showed numerous necrouc nedules in the 1bdomnl and thoracte fat
Tt 15 obviowsiy desirable thar all cases of Weber Christtan diseasc
shoutd be mvesugated after death to determine how often the e
deeper far depots arc msohed and to what estent the dwease
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culttis Young children sometimes develop nodules on the fore
head cheeks and chin from exposure to extreme cold
() Due to bactenal toxins Various Russian authors (Abrikosoff
Garschin and Weil quoted by Baumgurtner wnd Rna) hae
described 1 hiponecrosis of the mner side of the legs which comes
onin from a few weeks 1o eighteen months after typhus and ends
with atrophy  Histologically 1t resembles an oil granul
In all these forms there may be a Jatent period of neehs to years
before the tssue retction 1s clintcally apparent It 15 reasonable to
suppose that since the injuries are common and the result rare such
7 ussue response argues an abnormal <ensttrsity or rewctaty of the
fatty layer
3 Primary or Spontaneous panniculitis
(a) Weber Chnistian disease
(b) Panniculitis of Rothmann Makar  This utle 1s suggested by
Baumgaitner and Riva for a rather 1ll defined group of cases much
more commonly seen than the true Weber Chnstian  This type
differs from the latter 1n the absence of mtermussions or of ny
general disturbance or feser and the termmal disappearance with
out a trace The whole rhythm of the Rothmann Makat type 1
different the nodules arise quickly sometimes 1n the course of 2
night and after a varying period are resorbed without atrophy
According to Baumgartner and Riva 1 significant number of cases
occur 1 psychopathic indniduals and arthralgia and neuralgia are
commonly assoctated Though the disease may anse in 2 healthy
indpsadual 3t 15 more usually 2 sequel to infection such as
tonstllins  phlebitis or bronchiectasis It 1s Likely that further
knowledge will lead to more precise delimitation of this group
Dafferential dagnosis
I Erythema nodosum  This tends to be seasonal 1nd 1s generally
confined to the legs and arms  The nodules are soft superficril and
resolve raprdly leaving no mark
2 Sarcord of Damer Roussy 1s persntent and does nior occur in
reperted bouts with associated constitutional dssturbance  The
atrophy 15 not saucer like
3 Lrythemn induratum of Bazin 15 «lmost confined 10 the legs and
tends to ulcerate leaving a shight flt atrophy
4 Adtposts dolorost of Dercum There 1s 1 nodular form of this
condiion which appears 1 bouts assoctated with fever and mlarse
But the nodules e generally permanent nd never leave stucer

<haped depressions
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IDIOPATHIC EXTREME OSTEOPOROSIS ESPECIALLY OF
THE SPINAL COLUMN AND THORACIC CAGE WITH
COLLAPSE OF FRONT OF CHEST'

H C LAUBER F PARAKLS WEBFR and ] G GREENFIELD

By idiopathic we mean of unknown causation Burrows and Graham
(1945 and 1947) describe a condition of spinal osteoporosis of unknown
causation due to defictent ossification affecting adults above 30 years
of age manly women of 55 to 80 but also men commonly between
40 and 70 Though the cause 15 unhnown it 1s suggested that 1t mw
possibly be related to shight dietary defictency of calaium phosphares
and ascorbic acid but 1t 15 not due to deficiency of vitamin D With
calcium medication they say the symptoms improve but there 1s
hittle or no demonstrable improtement 1n regard to the ostcaporo 1s

They wnte  Although generahized osteoporosis can sometimes be
demonstrated a material degree of porosis s confined to those bones
which 1n the adult contam red bone marrow namely those of the
spine hmb girdles and thoracic cage  Only the lumbar and thoracie
sertebrae undergo sufficient porosis to suffer material deformity’ Our
present case differed from all the severe ones 1o which Burrows and
Graham (1947) refer 1nasmuch as the actual beny collapse was rela
wvely shght i the vertebral column but <o extreme m the thoracc
cage as to cause collapse of the front wall and faling 1n of the
sternum

Account of the Case

The pauent a manufacturer aged 44 years was admtted to Hospital
under Dr H C Lauber on November 12 1943

Histors —The family history was not relesant  There were no
brothers or sisters In 1923 chronic cholecystius with hypochlor
hydrin had been diagnosed (dislihe of fatty food blown up feeling
flatulence) Since 1930 he had suffered on and off from fibrosiis  In
1937 1 tumour of the bran was diagnosed by Dr H Cohn and
operated on by Sir Hugh Cairns An oligodendroglioma was removed
After that the patient felt well except that in 1940 he suffered from
<tnusits

Since January 1943 he had from tme fo time noticed pain 1n his
back for which he had massage  The pain gradunlly got more severe

p from Annals of Rk Discases 1948 7 17
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resembles the nodular fat necrosss deseribed 1n wmimals by Duran
Reynals

Rercrenees

Alduson H E and Way S C (1933) Arch Derm & Syph 27 440

Arnold H L (1945) Arch Derm (& sgph 51 94 o

]BSaxlc» RJ (1‘52‘]37)“14\!(1 109 1419

aumg rtner and Rua G (19435) Hel et Med Act Suppl 1040l 12

Binkley ] § (1939) JAM A 1(13 1)13 i

Bell I ¢ (1936) Medical papers dedicated to H A Chnstian Baltmore
Waverley Press Inc 684

Bunnell T L and Leve D S (1948) Aun Int Med 32 169

Carol W L L (1941) Nold Tschr Geneesk 85 134

—— Prakken J R and van Zwyndregt H A (1941) Arch Derm 182

329 both quoted by Baumgartner and Rna

Chnstian H A (1928) Arch Int Med 42 338

Cummuns L J and Lever W F (1938) drch Derm & Sph 38 415

Duran Reynafs F (1946) Yale ] Biol & Med 18 583

Flory C M (1948) Arch Patl; 45 278

Fraser F (1947) Arch Derm o Syph 45 8I0

Gilchnist T C ‘and Ketron L W (1916) Bull Johns Hoplms Hosp 27 291

Hanson W A and Fowler L H (1941) Mmmnesota Med 24 7/9

Hartwell A S and Thannhauser H | (1940) New Eng Med Cent 2 367

Latkin V de P de Sanctis A G and Margouls A E (1944) dm [ Dis
Chil 120 67

Larson C P and Qotkin B M (1941) Am J Cha Path 11 781

Lowry Muler J 1nd Rnezler R (1943) drch Derm & Syph 47 82

Machacek G {1939) Arch Derm & Sypls 40 473

Nengol (1939) Arch Patol e Chin Med 20 222 quoted from Pinctts

Mostofi F K and Engleman E (1947) Arch Path 43 317

Netherton E W (1933) Arck Derm & Syph 28 258

Pleifer V (1892) Arch f klit Med 50 438

Piermt L E Ingoyen L and Ugazio D A (1946) Publ de Centro de i est
fistol 10 9/

Pinetts P (1941) Gt Ital Derm 2 297

Tuente ] J (1938) Rev Uruguaya de Derm v $if ano 3 9 57 quoted by
terim

Reed A C and Anderson H H (1937) Cauf & West Med 47 325

Rosenberg W A and Cohen T M (1947 Himows Af ] 81 59

Shaffer 5 (1938} Arch Derm & Syph 38 535

Skiold N (1940) Acta Med Scand 105 43

Spain D M and Foley J M (1944) Am:r ]6Palh 20 (7) 483

Sweitzer § (1941) Arch Derm & Syph 42 21
Tilden I L B Ged Mk B v (1990 Asch Derm &
Syph 41 681

Ungwe H (1946) [ Path & Bact 58 175
eber F Parkes (1925) Brit J Derm 37 301
—— (1935} Brit | Derm 347 231;
L (1946 JAAr A 130 121
%f:gc‘:{ H(] (1)9{(7) Zentralbl f inn Med 61 610 quoted from Bum
gartner and Riva

1 sllustrations of the lesions 10 thie disease the reader 15
For o e orignal papers of Weber (1925) nd Chrrstian (1978)

referred al<o to the oy
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Fic 2—Section of vertchral body showmg sery thin bony trabeculae In
1hys area the loss of marrow cells 15 onlv shight > 55

organs abdomen and central nervous system were normal  The
dorsal and lumbar spine was suff and most painful when bending
down or sideways  The joints of arms and legs were normal and so
was the Cholecystography showed that the gall bladder
did not fill Thc Whassermann reacuon was negauve The erythrocyte
sedunentation rate was 28 mm {two hours average) The urine con
tuned 1 trace of albumin no sugar 1 few hyaline casts and no Bence
Jones protemn

The blood count was haemtoglobin 70 per cent erythrocytes
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Fic I —Secnon of skull showng rather thynned trabeculac of bone wn diploe
and parnal disippearance of marrow cells  x 5§
and 1 October he nouced that he could he m a certain position enly
and tht the pan was most pronounced on gerting up m the mornimg,
At the beginmng, of Navemtber 1943 the pun was especially felt in
his night side and he went to hospital with the suspicion of hivng
pleurtsy
Condition i hospital ~He was 1 thinmsh pale looking man with
out dyspnoea and without cvanosis  Cardiovaseular system chest
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122 mg per 100 cc On December 15 there was 2 trace of albumin
i the unine and lso 1 few hyaline and granular casts The blood
urea was 137 mg per 100 cc

Urological examination (Dr Dannherseer) did not show signs of
obstructive uraemia  Flud intake was 55 ounces and flud output
48 ounces

At the end of December the blood urca was 1036 mg per 100 cc

By January 1944 the panent recovered from this urienlic condition
He complatned of increasing pain 1n the bick and chest on and off
His anaemia mereased his strength deteriorated  though: his appetite
was very good On January 15 the blood count was haemoglobin
40 per cent erythrocytes 1980 000 per cmm of blood colour index
102 leucocytes 7800 per cmm The differential count (per cenr)
was neutrophils 36 neutrophuls st1b 8 neutrophils juv 1 lympho
cytes 51 monocytes 2 eosmmophils 2 (macrocytosis hyperchromin
amso poikilocy tosts)

In the sume month the urine was acid with a speafic grasity of
1012 there was a trice of albumin but no Bence Jones protemn
Microscopic examinanion revealed hyalme and cellular ctsts and
Ieucacytes

On February 12 the blood count was haemoglobin 42 per cent
erythrocytes 2160000 per cmm of blood colour index 098
leucocytes 6 900 per c mm  Total protein in the blood 62 per cent

By March 1944 lus condition had not altered much there nas
further loss of flesh 1n spite of a dret hugh 1n calories  On Mwuch 15
the blood count was  haemoglobin 52 per cent leucocytes 6 100 per
cmm of blood The differenual count (per cent) was  neutrophile
+7 neutrophuls stab 2 neutrophils juv 1 lymphocytes 47 mono
cytes 3

The leucacytes showed toxic granulwon and the erythrocytes
hypochromia with amsecytosis  The blood urea was 65+ mg per
cc

Radiographs were taken of the thorax spine pelvis and femur
all bones were shell ke 1nd showed advanced changes  There was
spontaneous fracture of one nib and gross changes were noted in the
sheleton of the chest wall

Repeated exammation showed  trace of albumin in the urme but
no Bence Jones protem

On May 25 1944 the blood count was haemoglobin 46 per cent
erythrocytes 2 630 000 per ¢ mm of blood colour index 080 leuco-
cytes 7100 per cram  The differential count (per cent) was
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Fic 3 —Secuion of vertebral body an area from which the marrow cclls have
disippeared completely leaving a thin areolar ussue  x 150

5760000 per cmm  colour index 093 leucocytes 9 600 per cmm
The blood calctum was 95 mg per 100 cc

Radiographic eximunnon of the spine was performed by Dr Roth
who found partial collapse of the tenth doral vertebra nd osteo
porosis of the vertebral column  The shull showed marks of the
previous operition

In December 1943 the pinent had a spell of parual mentil
disortentation and drowsiness lastung for two weeks  On Dicember 6
the urine showed no trice of athurmn or sugar the blood urea was
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{with gelanmeus bone marrow) the sternum with the whole front of
the chest and the cahvanum  Unfortunately the priustary gland was
lost

Dr Gr 1ds Hist 1 (Amended)y Report

Spleen ~In the spleen there nas thickening both of the fibrous tissue
septa ind of the advenuua of the blood vessels  No Malpighian
bodies were scen The artenoles were thick walled but without
hyaline change i the media  There was diffuse fibrosss of the pulp
and a very large amount of blood pigment collected 10 masses or m
smaller mtracellular collecsons  There was a diffuse increase i the
numbers of lymphocytes and plasma cells 1n the sinus system

Lt er ~The liver cells also contamed a large amount of blood pig
ment most of which gate the Prusstan blue reaction swollen hupffer
cells were also seen full of Prussian blue granules  There was also
some excess of bile prgment 1 the hiver cells  There was no excess of
lymphocytes mn the portal tracts

Aorta ~The aorta was normal The thyroid showed diffuse fibrosts
hut na evidence of hyperacuaey

Kudney ~In the kudney there was a diffuse deposinon of small
calarfied knots m the intersuual fibrous nssue both 1o the cortex and
medulla  Some small wedges of degenerauon and fibrosis were seen
pasnng i from the capsule  The smaller arterses showed shght con
centric and eccentric thickenng of ther walls but no hyaline
degeneration of the media  Some of the glomerult showed <hight
hyaline changes

Brain ~In the area of the bram from which the rmour had been
removed there was softeming of the subcorticad white matter orer a
Iimired area  with collagenous and neuroghal scarring  clorum
deposition i this and the zone ymmediately surrounding 1t and the
presence of many granular and other phagocytie cells

Prostate ~The prostate showed an excess of small caleuh (prostanc
sand} but ne other abnormahivy

Bones —In the dark areas the skull contained fairly large Haversian
canals which nere filled chefly with thin areolar tissue but many
contaned also rather sparse marron cells { Gelatinous degenerition of
bone marros ) There was some wregulanty m the lines of ossifica
uon but po evidence of ostemd tissue  The venebral bodies <honed
extreme asteoporosts only a very thin outer shell of bone remaining
wuh some thun spicules of bone n the medulln  Here the marrow
cells were m places very sparse and i places absent  In the tatter
ruts the conneenve tssue was of finer character than m the shull

¥
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neutrophils 57 lymphocvies 40 monocyzes | basophls 2 There wat
toxic granulation and amico-porkilocy tosic
LUnf::u"mnal:lv the blood which was taken for esumauon of
phosp and phosphorus was lost on two occastons and these
important data are therefore missing
On August 28 19+ the blood count was haemoglobmn >4 per
cent erythrocytes 3246000 per cmm of blood colour index 0 &0
leucocvtes 7300 per cmm  The differential count (per cent) was
neutrophils 40 Ivmphocytes 56 promyelocytes 3 plasma cells 1
There was fracture of another nb and the pauent was feeling
weaker and was much thinner  There was temporary corneal erosion
much pain when moving and falling in of the sternum He died on
September 13 1944
Treatment —Betneen November 12 1943 and Januiry 19 194
he had fersolate vitamin D (calciferol) 1nd mjections of collodal
calaum  In January 1944 a leather jacket was given 1o hum but it
was never worn  From May 25 1944 radiostoleum and calcium were
given by mouth  Beginming on June 18 he recen ed tnenty snjections
of colloidal caleium  after which from July 20 he had twents njec
tions of calaum (Sandoz)
On August 25 1944 morphine was started
Necrapsy —There was extreme emaciaton  The organs were pale
and very reduced m «ize and weight the hones of the thoracic cage
and sertebral bodies were shell like and there was osteoporosis of all
hones especially of the spme  The bone marrow of one of the ithac
bones was examuned and found macroscopically to resemble that of
the ibs  The bone marrow was partly gelaunous The macroscopic
appearance of the internal organs was normal except for ther «mall

size The weight of <ome of the organs was as follows
ANormala erage

Bram 1250g 136g
Heart 200g 200 g
Liver 700g 1606 g
Spleen 250g 230g
Kadney (left) 0g 150

The following were ent for pathological examination to Dr] 6
Greenfield at the Chase Farm Hosprtal Enfield  pieces of spleen
Iver and aorta the unnary bladder with the prostate gland the
thyroid gland a suprarenal gland and the pruwary gland the left
Lidney and bram  the greater part of the vcrtebral column with nbs
artached part of the right teum the central part of the nght femur
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secondary hyperparathyroidisn no excess of blood calaum was
discosered

Summary

The case was that of 2 man aged 44 years who 1 January 1943 com
menced to suffer on and off from pain m the back  Signs of severe
osteoporosts of the \cnebml coluten and nbs gradually increased
and were ace b derabl He died
September 194+ The necropsy showed osteopeross espectallv of the
vertebral column and chest wall  As i sumlar (though somewhat
Jess extreme) cases recorded i the hterature of the subject no canse
was discovered and all treaiment was unasathing  The acwal bony
collapse swas less i the vertebral column than 1n the thoracic cage
where falling 1 of the sternum was a result
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Discussion

Extreme spmnal and thoracic osteoporosis with resulting, deformity
may as Burrows and Graham (1947) point out be found 1n known
diseases causing osteoporosts and stmular deformuties may as s well
known occur in osteomalacia  One of us (Parkes Weber 1897) under
the heading general lymphad of hones one form of mulnple
myeloma described the case of a man aged 61 years whose spinal
column and thoracic cage were mfiltrated and largely replaced by
some kind of a mahgnant very vascular neoplasm  The bones and
microscopic secttons were carefully examuned by the late Prof § G
Shattoch by whom specimens were arranged and described 1n the
museum of the Royal College of Surgeons m London (caralogue
2115D 1640E 1640F) No simular case has been met vath since then
The ribs were all converted into delicate tubes formed of periosteum
with only a thin imperfect shell of bone they were stuffed full of the
new growth

In regard to the collapse of the front wall of the thoracic cage and
the consequent falling 1n of the sternum one of us (Parkes Weber)
hns seen 1 similar appearance 1 a young man but that was the case
fully described by Graham and Stansfeld (1946) under the heading
A " Hitherto Undescribed Lapordosis sumulaung  Rheumatod
Arthrius

Whether cases sumilar to those described under the heading Milk
man s disease are 1n any way related to idiopathic spinal osteoporosis
seems 1o be answered m the negatve by McCance s paper (1947) on
Osteomalacia with Loosers nodes (Milkmans Syndrome) due to
abnormal resistance to absorption of vitamm D The term Looser s
Zones 15 prabably preferable to Looser s nodes

A question which arises and cannot yet be answered 1s whether
cases of severe or less severe 1diopathic spinal osteoporosts are related
mn any way to the ordinary cases of generalized osteoporosis in old
age (hesson and others 1947)  (See also Black and others 1941 and
Merklen 1936)

As to the cause of the haemolytic anaemia 1n the present case 1t
seems Tughly probable that it was 1n some way connected with f not
durectly due to the changes in the bone marron

It 1s unfortunate that owng to wartime difficulties our dara are
incomplete wath regard to the blood phosphorus the blood phos
phatase and tustological examinaton of the pumtary and para
thyroid glands Howeter 1t s unlikely that the temporarv renal
disturbance  evidenced especially by high blood urea caused
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hnuted 1o a single extrematy  wm 2 female baby aged five months
the left leg was umiormly fatter but not Jonger than the nght
radiography showed that the bones and muscles of both sides nere
equal

The refats e prepond e of the subc fatmthe b 1
wnd thighs of women 15 a sex character and 15 stridangly stlusirated
m some cases of so-calied hpodystrophia progressna superor m
whom the lack of subeutanecus fat m the upper part of the body s
accompatued by an ancrease of the fat orer the buttocks and thighs
which makes the fat atrophy sull more nouceable by contrast
QOccassonally 3t may consutute the mam feature of the case (1ype of
Laignel Lavastine - see Segmentary Adsposis of the Lower Lambs by
Lmgnet Lavasume and Viard Nows Jconographue de la Salpetnere
1912 25 473)

What one may call bull neck m men 1s probably wmalogous to the
farts and muscular promunence (3 sex character) on the back of the
nech of bulls  An evtreme and really pathelogical form of bull nech
is the so-called symmetrical diffuse lipomatosis of the nape of the
neck {cevtamn other regions may also he affected) It 1s 1 rather vare
form of constitutional locahzed dystrophic hypertrophy of the
panmculus adiposis which cccurs m rmddle aged men —~mosnly
exceswiz beer-dnnkers who often show a generalized teadeney 1o pur
on far women are hrdly ever affected (cf F P Weber Trans Chn
Soc Lond 190% 37 220}t It must not be confused with Dercums
dhsease {adiposs dolorosa) a rare conditon seen chiefly 1n muddle
aged women which 15 probably partly of endecrme ongin - Patches
of mflammatory {probably ischaemic) sclerons are net raze m diffuse
fipomatosis and Dercum s disease such patches may be pamnful and
tender on pressure and constitute one form of chromc panmiculitis

Areas of dysplasuc hypoplasia or (rarels) hvperplasia of the sub
curineovs tissue {panpsculus adiposus) of congemtal or develop-
mental ongn constitute a rare hind of naevus in the brond sense of
the term But there are alse scattered parches of atrophy of sub
cutaneous fat or subcuraneous ussue which scem to constitute a
concdiuon allied 1o morphoese sclerodermua the sclerodermatous
prrches bang represented by atrophic not sclerotte reas wn the sub
curneous ussue the shan wself not bemng necessanity msolved at alt

In regard to dysplasnc and dvstrophuc condinens of the sub-
curaneous ussue  one should mention the ranous forms of

ever be of the kind regurded as represenuing hibernatiag pads m anmmals
W dn net know whether fatty lumps at the back of the neck sn women may
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GENERAL AND LOCAL, DYSPLASTIC OR DYSTROPHIC
EXCESS OR LACK—AND OTHER DYSPLASIAS—OF THE
SUBCUTANEOUS FAT AND SUBCUTANEOUS TISSUE'

F PARKRES WEBER

Tue followng 15 meant as a supplement to my arucle on Dysplastas
and Dystroplues of the Subcutaneous Tissue 1n Rare Diseases and
some Debatable Subjects, page 23

General

Among dystrophies one may include hypertrophies and hypotrophies
or atrophtes  Ilimit the term dysplasia as far as possible to mnclude
only obvious mborn develog 1 cond whether congenital or
mamfesung themselves durmng post natal development Although
generalized obesity 15 nearly always a kind of hypertrophic fatty
infiltration of the body (especially the subcutaneous tissue) due to oser
nutrition there 1s often an obviously dysplistic constiturtonal factor
present  This 1s shown by the fact that some individuals become
obese much more readily than others and have great difficulty 1n
warding off excessive obestty by dretetic and other methods To 2
lesser degree the same may be said of excessive generalized leanness
though the cause of the latter condition 1s almost always to be found
1n dietetic factors or 1n the presence of actual disease of organs cot
cerned with the metabolism and the general nutntion of the body

Local

The two halves of the body are seldom perfectly symmetrical
Developmental hemi hypertrophy or hemi hyperplasta of various
types should be regarded as representing a rare exaggerauon of this
ciscrepancy between the two sides  Minor degrees may sometimes
become less marked as a chld grows up  The hypertrophy or hyper
plasta may in certain cases mvolve not the bones but only the soft
parts  Thus cases of hemrobesity have been desenbed by Robert
Hutchison (Rep Soc for Study of Diseases w Children 1903 4 145
and Brat JI Chad Dis 1904 1 258) and H Batty Shaw (Proc Roy
Soc Med 1915 8 Climcal Sccuon 15) A query in the Bt Ved /!
(1948 1, 284) shows that such humi obesity may be only partinl and

1From the Medical Press 1948 219 238
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COMBINED QSSEOUS AND DERMAL DXSPLASIAS—
DEVELOPMENTAL OSTEODERMOPATIHIES
F PARKRES WEBER

A e and A tod Cases
E Ussiinesr (I irchoe s trch 1942 308 396 and Fortschr ad Ged
d Roentgenstrahlen 1943 67 8) duscusses the Friedreich Exb Amnold
Ihsease ~ generahzed hvperostosss with pachydermuz or whopathuc
famihal generdized osteophytosss N Friedreich (Virchou s Arch
1868 43 83 with Plate 1) descnibed the cases of two brathers under
the headmg of hyperostosss of the whole sheleton  The shin of the
hands and feet was tichened and there was some general cuts laxa
Friedreich thought that the hp wis
He referred also to the case of a man (Saucerote Mel:mges dc
Chirusgre Pans 1801 p 407) aged 39 with general hyperostons
including the shull bur that case was apparently genuine acromegaly
(ee F R B Atkinson  Acromegaly 1932 p 1) W Erb dealt with
Friedreich s cases i Dent Arch kln Med 1888 42 29> and Julus
Arnold made the post mortem examnation on the elder of the tvo
brothers (Bestr path Anat j891 19, 1) He summed up an favour
of the diagnosis of acrowiegaly but the question 1s sofl unsersled
Tierte Mane regarded the brothers as examples nexther of acromegaly
nor of secondary bypertrophic ostea-arthropathy {sce L van Bogaert
Journ de Neurologie et de Psvchiatrie 7928 28 502)

There are cases which mav he abelled Hereduary acromegatond
conditons of which I suggest that cases of famuhal clubbed fingers
(see F Parkes Weber Brit Afed Journ 1919 1 379 and Medical
Press 1921 162 27) are nuld vanenes? G von Pannewnz m his
armde on  acromegaloid osteosss (Roenigen Praxis 1935 7 682}
clams that the case he describes s the seventh recorded example
His cace has the bulidog type of folded scalp or cutss  ertsces sulcata
a rare accompamment of acromegaly (see ¥ Parkes Weber Brs
Journ Derm 1928 40 1 wd Aduwnson and Weber ibid 1928 40
454) I have explamned what ¥ regard as the mose hkely relationship
of the rwo conditions { Rare Diseases and Some Debatable Subjects
1946 p 26)1n the folloving way  In most 1y picl cases of acyomegaly

IEnlarged from the Medical Press 1949 222 3> and from a Communica
non at the annual mcetng of the Assoc Phyvs Gt B and Irel 1949

F s seference 1o more fecent cases of Fam»hal Clubbong of Fungers
e W T U Jasks n Bas Med foun 1949 %
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chalasodermsn loose shin (cutis J1x1) dermatolysis and hyperelasue
shin (cf 1 P Weber Urologic and Cutaneous Re e, 1923 27, 407).
I seems that 1n cutis Irxr as m hyperclasuc shin an arrophee or
deselopmental dysplastic change produces deficency of the normal
ttachment of the shin to the deeper structures  Cuus laxa 1s often
a strihing feature of the Lhlers Danlos syndrome ~a peculiar nborn
dysplisia maunly of the shin and subcutancous tissues but 1s not
present i1n every case ind when present may be hmited to certam
parts of the body norbly 1bous the elbows wnd hnees  Areas of
cutts Ixa may likewsse be present 1n the developmental dysplasue
hiscase elastoss dysplasticr (clastosis dystrophica of Bock) or asit
15 sull usually termed psendoxanthom elasucum  There 15 a kind of
local cuns faxa due 1o loose swelling of the subcutaneous ussue
which m1y accompany the culy mamfestanions of some cases of
acanthosts migricans associted  with  malignant neoplasms o
abdominal viscern A remarkable kind of dermatolvsis 15 some
umes seen in neurofibr (von Recklingh s discase) In
extreme degrees of this dermalyais of neurofibromatosis folded
hy perplastic masses of subcutaneous tissue and shin hang hike flounces
or curtains over portons of the hody or are suspended from the
abdemen or loner part of the trunk over the thighs The cunous
condition of bull dog scalp (cuus verness gyrata) should be men
tioned here It appears to he sometimes due to an excessie local
ction of the prtatary growth hormone m acromegaly the shin and
subcutaneous tissue of the enlarged scalp becoming folded 1n order t0
keep approximated to the surfice of the shull —Bull dog scalp 18
however in some cases a developmental naevord dysplastic condition
In certun other cases 1t nght perhaps be compared to bull nech an
At stic dysplastic abnormality of the male sex (see abote)

In sclerodermia and 1n what I prefer to term the symptomatic
<clerodermartous conditions  the subcutaneous tissue and sometimes
the muscles may be imvolhved but T will not discuss these conditions

here
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COMRINED OQSSEQUS AND DEEMAL DYSPLASIAS—
DEVELOPMENTAL OSTEODERMOPATHIES'

F PARKIS WEBER

A lic and A loid Cases

E Untncrr (Virchow s dreh 1942 308, 396 and Forischr ad Geb
d Roemtgenstraflen 1943 67 8} duscusses the Friedreich Exb-Arnold
Drsease ~ generalized hyperostons with pachydernma or whopathic
fasmilinl generalized osteophytosss N Friedreich (Farclios s Arch

1863 43 83 with Plate 1) descuibed the cases of two brothers under
the heading of hyperostosis of the whole sheleton  The shun of the
hands and feet was thickened and there was some general cuus lava

Friedreich thought that the hyp was z ¥

He referred also to the case of a man {Saucerotte Melanges de
Chururgie Pans 1801 p 407) aged 39 with general hyperostoss
mcluding the shulf bur that case was apparently genuine acromegaly
foee ¥ R B Atkinson  Acromiegaly 1932 p 1) W Erb deals with
Friedreich s cases in Deut drch klm AMed 1888 42,295 and Julus
Arnold made the post mortem: examination on the elder of the o
brothers (Beitr path Anat 1891 10 1) He summed up w favour
of the diagnous of acromegaly but the quesnion 1s sull unsettled

Psesre Marse regarded the brothers as examples nerther of wcromegaly
nor of secandary hypertrophic osteo-arthropathy (see L van Bogaerr

Journ de Neurologie et de Psychatrie 7928 28, 502)

There are cases which mav be labelled Hereduary acromegalod
conditions  of which I suggest that cases of famylial clubbed fingers
{see ¥ Parhes Weber Brt Med Journ 1919 1 379 and Medwal
Press 1921 162, 27) are mld vanenes? G von Pannewstz i hus
artude on ac galowd osteosts (R Praxis 1935 7 682)
claims thar she case he descnbes 15 the seventh recorded exwmple
His case bas the bulldog type of folded scalp or cuttis terticrs suleata
a rare accompamment of icromegaty (see F Parkes Weber Bt
fourn Derm 1928 40 | and Athwnson and Weber thd 1928 49,
454) 1 haie explamed what 1 regard as the most Lhely relationship
of the twe conditions { Rare Diseases agd Some Debatable Subjects
1946 p 26} the followmg w1y In most typrcal cases of acromegaly

‘Enlarﬁcd from the Afedionl Press 1949 221 55 and from a Communica
uan at the annval meeung of the Awoc Phys Gt Bor and frel 1949

F 1 meferences to more recent cases of Famihal Clubbing of Fngees
ee ™ P L Jack on Bt Med Jor 5 1949 1 216 b B of T
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:\ypcrtmph) of parts of the subcutaneous tissue constitutes a con
picucus feature notably in the fice hands ind feet  The excessue
production of growth hormone 1n the antenor part of the pitutta
land which 1s th Herencty
gl s the cause of ncromegaly scems to work differently
mn different acromegrlics—n some the changes are mamly m the
bony skeleton i others the soft parts arc cqually or even more
strikingly affeced the viscerr may be speaally enlarged (acromegalic
cardiomegaly gastromegaly etc) and in a very few the scalp may be
so hypertrophied in rea 1s well as 1 thickness that 1t has to become
folded or convoluted to keep attached to the shull  Thus acromegaly
13 one cause of the rare clinical condition known as cuus veruas
ghrata cutis vertics suleata furrowed scalp bulldog scalp whirlpeol
scalp and megalia cutis capius (the condition 15 by no means always
limited to the vertes or hairy scalp) other causes being 1 congenstal or
devdopmental nievord dystrophy and extreruely rarely Reckling
hausen s neuro fibromatosis

In some cases of furrowed <calp 1n acromegalod mndiniduals the
pruttary fosst may be apparently normal (compare R J Sisson
Journ Amer Mcd Assn 1926 86 1126 A Gronberg Act Med
Scand 1927 67,24 and an arncle in Arch §f Derm u Syph 1926
1534 595) It seems that n some 1ndisiduals there 1s an mborn ten
deney {possibly famuhal) for local ecromegaloid changes to occur
even when the piutany gland s perfectly normal

On this whole subject one may compare the case described (Presse
medicale 1935 43 i820) by A Tourrmne G Solente and I Cole
under the hewding  un syndrome osteo derm1to pithique la pachy
dermie plicaturce avec pachy periostose des extrenutes  J N Rov of
Montreal without knowing of this French case described a very
simular case i Canadn (Canadiin Med Assoc Journ 1936 NS 34
615) under the heading  Hypertrophy of the Palpebral Tarsus the
Facial Integument and the Extremuties of the Limbs associated with
Widespread Osteo pertostosts  (Sce also the reference 1n Presse
medicale 1937 45, 403 ) In 1928 Mnrcel 1 abbe and Paul Renault had
written an  article  (Presse  medicale 1928 36 545) entitfed
L osteodermopathie hypertrophiante I have also heard of a
case labelled Acropachy published Ithink in Americn the patent
was a negro in the Johns Hoplins Hospital who after parnal
thy roidectomy developed a muxture of hypertrophic osteopathy and
pachyderma of the extremiues A Apitz (Virchows Arch 1940
305, 216) wrote on an as yet unrecognized type of clinieallv harmiess
generalized osteoscleross to be sharply disunguished from true
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marble bones and osteoporkioss but this does not concern s v
present as there were no assocated dermal features

1f [ am correct 1 my views 1t is obwious that cases of a hund of
deselop 1 pachy may dly {sery rarely) um up
myolving the soft parts of the hands wuists and forearms (or else —or
with—an analogous condiion m the lower lunbsy without any
demonstable change m the bony skeleton (unless perbaps rather
unusually large bores} and without any enlargement of the pnntary
gland 1 would be welimed to wclude such a case as possibly one of

‘

p -galowd osteodermopathy smvaluag soft parts only
Other Cases
Bur besides ac ford and rree ac galic cases there are other

combined osseous and  dermal  dysplasiss  and L Lachmwuz
{Funcuonal Pathology London 1522 p 311 wntes  In rats
H Selye (Endocrimology 1932 16 547) has expenmentally pro-
duced simuttaneously with bone changes of the cysue and hyper
osteonc type sclerotic processes of the shm very similar to the
pathology of scleroderma

The d of poskil or pathit ¢
dissemmata (Wachtel) was well descnibed by Albers Schonberg in 1515
(F hr ad Geb d R, Men 1915 23 174)m a man aged
22 vears He had atready (1904} discosered the generalized conditron
of marble bones (osteoperrusis) In osteaporhidasis there are slands of
condensed bone conssting of closely packed rrabecnlae seattered 1w
svansous parts of the sheleson notably w the peluts seldom in the shulf
According o Sir Thomas Furbank (Journ Bone and Jont Surg
1948 308 544} the condinon has been observed at all ages from foetal
iife to over 60 and 1s always discovered by chance sinre 5t produces
no symptoms  Heredo-familial madence 1s sometmes verv stnkng

A Buschke and Helen Oflendodf {Dermt Hochenschr 1928
86 257) described the assaauon of osteopatiny  condensans
disseminata with + doubtess devefopmental dermtous which they
called  dermatofibrosis lenuiculans discerminara n o somewhat
mfanule and weakly wonn aged 41 vears  Oltendorft (Helen Olten
dorff Cureh) agamn deak with this subject w drck Deem and Syph
1934 30 557 She concludes  Osteopotkilosis and der fib
) 1

tars d

PP T g f mn
different organs of a similar lesion of the conntectie mssue  In one
wstance lestons of the same type occurred n the penroncum  The
disense 1s probably 2 bereduary anomaly  In x final note she refers
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to 1 discussion on the relatonship between osteopothalosss and
scleroderma Von Bermuth (Zewschr f Kinderheddk , 1932 54, 103)
had descnbed this ascociation 1n 1 child Besides the patchy form of
osteopoihitosis there 1s 1 (longitudinally) striated form first described
by N Voorhoure (dcta Radwlogica, 1924 3,407) ! Both forms (inter
mediate cases 1lso occur} may be 1ssoctated with dermatofibrosss
lenticulans diss (compare A Lindb Acta Radiologica,
1942 23, 296) Lindbom s tnwo cases of the striated form were a boy
aged 13 and his sister aged 15 In both brother and sister dermato-
fibrosts lenticulrs  dissemunata was present  this  obeersation
strengthening the concept that osteopothilosis n streaks 1s closely
related to osteopoihilosis 1n spot hke prtches

For cases of melorheostosis {possibly alhed to local or monomelic
cburnisation or osteopetrosis) associnted with dermal condinons like
pachyderma scleroderma or trophoedema see G S Hall Quart
Journ Med 1943 new series 12, 77-100 In the affected hand of his
own case the shin over the ventral surface of the thumb and particy
larly the forefmger was thick and nghtly bound down by dense fibrous
bands to the underlying tissues  In Lewin and MacLeod s case (1925)
the skin oser part of the night hind was red indurated and tender
the fourth and fifth fingers were swollen and bent  In Mesels s case
(1928 1929) therc was diffuse non pitting thichening of the lower part
of the affected thigh the shin of which was tense shiny and adherent
to the underlying ussues while there was a diffuse erythema
assoctated with an abnormal distribution of vessels over the region of
the hip Meisels thought that these changes corresponded to Meiges
trophoedema  In Dillehunt and Chumards case (1936)-a boy
aged 10 years —there was a widespread scleroderma hike condiuion of
the thigh of the affected side In Gillespie and Stegling s case (1938)~2
girl aged 7 years—the affected (right) lower mb was covered with
scleroderma iike skin the subcutaneous tissues being pparently alse
insolved  Hall says that repeated references are made m the
literature on melorheostosis to the changes of the shin and sub-
cutaneous ussues overlyng the bony lestons the frequency of which
changes suggests that they constitute an mntegral part of the disease
Of the nine cases m which they were present they were sufficiently
m o (Dilleh and Chumard 1936 Gillespie and
38) to be mustaken for scleroderma and once (Meiscls

pr
Siegling 19.

1Tt se-ms that the remarkable ca ¢ described by Sir Thomas Fairbank in
192> (Bt Journ Surg 12 594) 1s a unilateral example of \oorhoeres
strrated form of osteoporkilosis (without dermal involvement)
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1929) for wrophoedema  Hall continues It 1s perhaps sigmificant
that only the decper layers of the shin those of mesodermal origin
which constitute the derrus proper are affected It 1s suggested that
1n the more sesere forms of melorheostosts changes occur simul
taneously 1 all the trssues which are affected with the result that
they form a suntable medum into nhich osafication may spread
from the nearest local deposit of calawm the adjacent bone  One
ussue whach 1s affected severely 1s the periosteum m the local absence
of which ossificanton o erflous from the bone nto the adjacent
ussues which with the deeper layers of the shin reict by becomuny,
progressicely fibronc and so stmulate the ppearance of scleroderma

Dr Arthur Elkeles has hndly told me of an unpublished case
observed by um 1 man aged 20 years oxycephalic with definite
ostcopetrosts  He has bardly any hur and his shin 1s dry and scaly
with patches of pigmentaton The case has as yet not been com
pletely mmesngated but it appears to be 1 combmatten of 1 congenital
dysplasia of the shin with osteopetrosis insolving the whole bony
skeleton

Sir Thomas Farrhank (Journ Bone and Jomt Surgery, 1949 31B,
114) m his nccount of dysplwa epiphysialis punctata { chondro-
dystrophia calaficans congenita of Hunermann) draws atennion to
associated thichening of the shin mennuoned bv some German
authors G Mescher desunibed 1 case of arypical chendrodys
plasi assocrated with folhcular atrophoderma (Dermatologia 1944
89 38)1n a gurl of § yeus Dr Helen Olendordt Curth who Landls re
ferred me to Mrescher s paper 1s preparing 1 paper on this subject and
has chosen the descripuve mile  Follicular atrophoderm pseudo-
pelade and chondrodystrophia calaificans congenin R W B Ells
wd § Van Crevetd (Arch Dis Chald 194D 15 65) have described a
remarhable Chondro-ectodermnl dysplasta — a syndrome character
1zed by Ferodermal Dysplasia Polydacryly Chondrodysplasia and
Congenital Morbus Cordis The hur nuls and teeth were miolved
and the condition was held to be 2 Mendelan recessive without sex
linkage Here one mav refer also to the paper by H N Cole et af
headed  Tcrodermal wnd Mesodermal Dysplwia with Osseous
Imolvement (Areh Derm and Sypht 1941 44 773) The panent had
congemtal absence of the third toe and third metatarsal hone of the
left foor syndactyly of the last two fingers of the nght hand and
nearlv complete fuston of the first two digats of the left foot F Parkes
Weber (Brit Journ Clald Dis 1929 26 270) had discuseed earlier
literature 1n regard to combined ectodermal defects in which there
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had been aplasia or hy poplasta of the patellas anomalies of the finger
and hnee jomnts nd defects of the clwicles Cole and his assocates
refer also to cases of the same clss collected by H A Cochayne (1933)
or recorded by others Compre also C I ITtwhins s communication
(Assoc Phys Gt Bnt and Irel 1949) on a case (with interesting
famuhal history) of muluple congemtal abnormahtes including
bsence or hypoplasia of patellie dyspliaa of finger nails and elbow
Jomts  bony ihac horns and congenital dysplastic nephnus (cf F P
Weber an discussion Trans Med Soc Lond 1949 65 249) Con
cerning bony ihiac horns Hawhins refers to I I Fong Radiology
1946 47, 517)

In regurd to the subject of combined osscous and dermal
dysplisinis  one must not forget the nssoction of patches of
cutancous pigmentation with polyostotic arets of fibrous or fibracystic
bony dysplasin i Albnghrs disease  In von Recklinghausens
neurofibromatosis bony parts 1s well s shin 1nd subcutancons tissue
are sometimes tnvolved (compare Weber and Purdriu Quart Journ
AMed 1930 23, 151) Sarcordosis may niffect both shin and bones but
cannot be included here 1mong devclopmental dysplwsts On the
other haind however \anthomatosts of the shin may occastonnlly be
assocrated with xanthomatosts of bones and xanthomntosis 1s some
umes certainly developmental wnd fanull for instance  xanthelasma
prlpebrirum 1 sibs

Perhaps arthropathia psorniatica the well hnown combinition of
rheumatoid arthnus with psoriisis—both 1o some extent familial
diserses—nught be mcluded here 1f not as 1 developmentl ostet-
dermopathy at least as a developmental arthro dermopthy

Discussion

It 15 a well known rule that when one deselopmental abnormahty 1s present
others should always be looked for  The frequent 1ssociatton of various hinds of
ds it b I or malfc s 15 clearly lusirated 1 asvlums
for mentally defectine children 1 here the abnormal mental development 1
found not rarelv to d with other devclop abnormalities
such as mongoloid features congemital heart disease malformations of the
extremities etc In this arncle I have attempted to make a rough classifica
tion of the known combinations of esseous and dermal dysplisias, In some
groups various other desclop are superadded therebv
increasing the number of known developmental syndromes

» I discases and 1 almost certainly
have 2 mutational origin and Willinm Bateson the Mendelan inyesugator of
Cambrdge proclaimed as a moto _Treasurc your exceptions On account
of thexe great number and almost endless variety 1t 15 verv hard to remember
and classify developmental exceptions Combined associations may also be

increased in varety by intermarriage hetween two fanulies with different
mutational diseases fof instance e lysis bullosa and s
neurofibromatosis (see F Curuus and R Stempel Dermn Zeitschr 1928 51

40N o
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A FAMILIAL CONDITION RESEMBLING CLUBBED
FINGERS'
F PARKES WEBER

Tur panent B H aged SI years 35 a cabinet maker of Russim
Hebrew ongm  He 15 a well bt man who has suffered during the
tast year from pain and swelbtng 1 sanous joints  The blood serum
taken on September 30 1920 gave 2 positne Wassermann reaction
but there 1 0o hustory of syphilis and he 1s the father of ten cluldren
six of whom are hving  Fhis fingers (and 1o 2 less extent hus toes) are
clubbed and the skan around the finger nads 15 shghily reddened
Roentgen ray examnation of the hands shows nothsng abnormal m
the bopes and jomts He daes not know when his fingers became
clubbed I have been able to examme a nephew {son of a brother) of
the pattent ] H aged 2934 years wha has the same peculanity i
regard to the finger ups though i a lesser degree  In other respects
the nephew appears perfectly normal  He served in the Army duning
the great war and has been recently accepted for Uife assurance at
ordsnary (first class) rates He tells me that Ius father (the brother
of B H)has the same type of finger ups and so hase hus only brother
and his three sisters the pecular shape being most marked in the
case of his father

In 1919 1 had 1o examme two {fwvin) brothers aged 25 years for
appointments and for hife assurance  Both of them showed clubbing
aof the fingers m both hands  The foes were not affected 1 the same
way Tn one of themn (A M k) the rhorax was not very well
developed but the peculianty in the fingers was shightly less marked
it bum than 1n his rather better developed brother (W H k) Both
of them appeared free from any visceral disease A M K had been
severely wounded 1n the left kg dunng the war but had quute
recovered {from the lfe assurance pant of view} I regarded both
hves as smrable for snsurance at ordinary rates  An eldes brother
aged 30 years had the same pecuharity of the fingers I was informed
but 1 dud not myself see hum  They had no other brothess and no
sisters 1 am naot aware it the father (who died as the 1ge of sbout
36 )Flﬂ]“) bad clubbing of the fingers but the mother (sull kung) had
not

fn Novernber 1915 Uexumined an apparently healthy soung Insh
man (M § R aged 25 vews  The onls speaaal point 1o be noted 1

tAfter the Medical Press 1971 167 2
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regard to his condition was that he had curved nails with clubbing
of the fingers and 1oes on both sides of the body This he said he
had had ever since he could remember It was an inhented
peculianty not assocrated with any thoracic or other disease His
father and three of his brothers and one of hus sisters were smd all 10
show the same abnormality —at least 1s far as the fingers were con
cerned Tt may be observed that M J R had been accepted m 1909
and 1911 for life assurance 1t ordnary rates

There 1s one published record of a frmilil pecuhanity apparently
of the same kind Von Enselsherg [2] 1 1911 described 1 congenual
and famihal condition of the termmal phalanges i 1 man aged 35
years resembling clubbed fingers in appearance  One of his grand
fathers one uncle and one sister were known to show the same con
dion which Von Liselsherg suggested mught be of a Iy mphangio-
mAatous nature

I'would rather not use the term lymphangiomatous for such cases
but would suggest that some of the 1solated cases of clubbing of
fingers for which no cause can be ascerrained may be of the same
nature even when 1 history of familial occurrence of the 1bnormality
15 not forthcoming ~ As far back s August 1897 I met with a man
aged 46 years who had had typical clubbing of all his fingers — not his
toes—ever since he could remember I found no cause for the
clubbing  He had psortasis but 1t was of more recent date than the
clubbing [3] § West [4] mentioned the case of a woman aged 50
years who came under treatment because she hid swallowed son:C
ammonn by mistahe  Both her fingers and toes were clubbed No
cause could be found for the clubbing which was supposed to hase
commenced three to four weeks previously If this really was so the
case would hardly be placed under the present category West like
wise recorded clubbing of fingers and toes n an otherwise apparently
healthy medical man aged 38 years In a third case of clubbing he
could also find no cause For references to more recent cases of
famihal clubbing of fingers see the paper by Jackson 1949 [5]

May not the famuhal condition resembling clubbed fingers with
which 1 am concerned be regarded as one type of famulal acro-
megalold features ¢ Sumilarly minor degrees of ficial acromegalord
features may occur as developmental peculitrnies without any
puruitary or other features to suggest true 1cromegaly

REFERENCES
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DYSCHONDROPLASIA (OLLIER) OF THE UPPER RIGHT
LIMB WITH OTHER DEVELOPMENTAL ABNORMALITIES'

T ANWIL-DAVILS and I' PARKES WEBER

Drscriovproprasia (Ollier) 1s 1 developmental abnormalty of
dysplastic ongin affecting the growing ends of long bones including
the smaller long bones of the hands aind feet  In most cases the affec
tion 1s limited to one extremuty or else to the two extremties of one
side of the body Of the latter umlateral vanety of dyschondroplasi2

Fic 1 —Dyschondropla 11 (Ollier) of the ryht idc in a hoy aged 13 vears
Photograph of the patient (1920) to show the dwarh m and deformity of the
nght lxmgs

1After the Brissh Journal of Clnldren s Diseases 1940 37 110
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the case described by F Parkes Weber in 1920 under the heading
Unilateral Dwarfism of Lambs connected with Congenntal Muluple
Chondromar: was a typical evumpte (fgs 1 1o 3}

The normal esaficanon of carulige 1w the affected ends of
the bones 1s hindered 5o that areas of unossified carniage remain
the draphyses {especally the metaphyses) which aveas by a kind of
wmenr ltke hyperplasia mny become very large and mn such ¢ises
they have been usually regarded as true chondromarn Owing to

-
«
o

e B
et $

,_Aw::’»f

b 7 —Same papent as fig 1 Skiagram (1920} of the rght forearm to
oh w the chondromara at the stz ends of she radius and ulna there 15 alio
1 smdller one near the provimal end of the radis

Fio 3--Same paneot as fig 1 Skiagram (190} of the di ta portion of
the aght g 2 show the lacge chondvomia a1 the Jomer end of the'ors
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the position of these chondromatr mostly m the metaphyses cloee
to the eptphyses the growth of the affected hmb 1s generally hindered
and shortening of the affected ltmh or limbs 1s the rule

The crse descnbed by I ] Rac i 1936 under the headin,
Dyschondroplasia with Muluple Chondromata was an extreme
exvimple 1n which all the hmbs were affected but the lesions pre
donunated on the left side  In Cameron and Trethowan s case (1918)
the condiion was practically Iinuted to the left side ] A Monros
case (1935) not unilateral was chieflv remarkable for the enormou
size of the chondromta in both hands and also for the fact that the
1cft ulnn ended below 1n 2 thumble shaped mass of cancellous bone
15 mn some typierl cases of muluple exostoses ( diaphyseal aclasss of
Reith) The lttter condition 1s an analogous daelopmental dysplasiz
which as 4 rule can be sharply separited from dyschondroplasiz
Donald Hunter and P Wiles whose case 1s an excellent example of
right sided umlateral dvschondroplasin (Ollier) 1n their paper (1925)
give an excellent account of the whole subject with numerous refer
ences to the lterature including the experience of sr HAT
Fairbank and many others  They think that the ohsersations which
huwe been published under the utle Sy stemanzed Mulnple
I'nchondromata are for the most part records of atypical crses of
dyschondroplasia though differing somewhat from the charetenstic
so called Olher type

In cases of multple exostoses (drphysil aclisis of Reith) there
1s more frequently evidence of fanull and hereditary ncidence than
m cases of dyschondroplrsia

In the fanmly of hereditary deforming dy schondroplista recorded
with a genealogical tree by A G Ord (1925) 1t should be noted that
the radiogram of the right forcarm shows that (1s 1n Monros pre
viously mentioned case) the uln1 ends below n 1 thichened mass
without reaching the wrist—a local aplistic peculianty of develop-
ment well known to be associated not rarely with muluple exostoses
( diaphysial aclasis) though rarely with the Oller type of d):l
chondroplasia  Ths aplasia (agenesss) or hypoplasia of the distal en
of the ulnr was well marked 1n the man with diaphysinl aclasis
shown by F P Weber at the Royal Society of Medicine on April 1
1924 (figs 4 1o 7) 1t was hkewise present the forearm of z?e mlﬂ]n
shown by F P Weber at the same society on February 12 1925 who
w1s tpparently free from multple exostoses and dyschondroplasia
(figs 8 9)

As dyschondroplasia and muluple exostoses are conditions both
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Fic_4—Diaphysial aclasts {Reith) 1 an_otherw) ¢ well developed man
aged 23 years Photograph of lht;sh:mem (1924) to0 show the deformity of the
upper extremities and general good development

belonging to the class of developmental dysplisias 1t would
not be surprising 1f the tho condinons were occasionally found to be
associated in the same panent  Both conditions probably more often
dyschondroplasia may indeed be associated with other des elopmental
abnormalites  Thus 1n the present partent there 1s not only mental
deficiencs —some degree of which has often heen obseried in ascocia
non with dyschondroplasia —but there 1s alco hilateral epicanthus
with thich fleshy upper eyelids somewhat of the so-called ptosis
adiposa style  Moreoser the bad condition of the teeth suggests that
there 1s 1 developmental defect m the enamel formation

Present Case

The pauent Dons T—- aged 10% has shortening and some
defornuty of the night upper extrenuny (see fig 10) The thumb
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the position of these chondromatr miostly 1 the metaphyses close
to the eptphyses the growth of the 2ffected hmb 1s generally hindered
and shorteming, of the affected hmb or imbs 1s the rule

The case described by T ] Rac in 1936 under the headmg
Dyschondroplrsir with Mulnple Chondromata was an extreme
example 1 which all the Tunbs were affected but the lesions pre
dommnated on the left ide  In Camieron and Trethowan s case (1918)
the conditton was practuically imited to the Ift side ] K Monros
case (1935) not umlareral was chiefly remarhable for the enormou
size of the chondromata 1 both hands and also for the fact that the
left uln ended below 1n 1 thimble shaped mnss of cancellous bone
7510 some typteal cses of muluple exostoses ( diaphy seal aclaas of
Kerth) The latter condition 1s an analogous developmental dysplasia
which 1s 2 rule can be shrply separated from dyschondroplasiz
Donald Hunter 2nd P Wiles shase case 15 10 excellent example of
nght sided unilaceral dyschondroplistn (Ollier) 1 their paper (1935)
sive an excellent 1ccount of the whole subject with numerous refer
ences to the hteruture including the experience of Sir H AT
Fairbank and many others  They think that the obserations which
huwe bewn published under the nurde Syvstemanzed Muluple
Lnchondromata tre for the most pare records of aryprenl cases of
dyschondroplasit though differing somewhar from the charactentstic
<o called Olher type

In cases of multiple exostoses ( driphysial aclasts of Kerth) there
» more frequently evidence of fumhi?l and hereditary ncidence than
n cases of dyschondropliai

In the family of hereditary defornng dyschondroplsia recorded
with a genealogicnl tree by A G Ord (1925) 1t should be noted that
the radiogram of the right forcrm shows that (as m Monros pre
viously mentioned case) the ulna ends below in a thickened mss
without reaching the wnst—a local aplastic peculianty of develop
ment well known to be 1ssocrited not rarely with muluple exostoses
(drphysial aclis) though rarely with the Olfier type of d)°‘
chondroplasin  This aplasia (agenests) or hypoplasa of the hstal end
of the ulnr was well marked 1 the man with diaphystal zxclzﬁ;<
shown by F P Weber 1t the Royal Society of Medicine on April 1
1924 (hgs 4 1o 7) 1t was hkewse present in the forerrm of tsc m}:‘;
shown by F P Weber 1t the same soclety on February 13 19‘.5 ‘\\Sn
was apparently free from muluple evostoses nd dyschondropla
(fgs 8 9)

As dyschondroplisra nd mulaple exostoses are conditions hoth
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the upper eyehd on both sides mternn! strabismus and some difficutty
i focusing on near obyects

Past Justory ard fanady Restory —Born wm Novernber 1929 one of
twins her fellow main died  The Sachs Georgl reaction nas negatne
at birth and both the Wassermann 1nd the hahn recuons were
wuice negarive 1n 1939 Measles and whoopmgtough at 2 vens A

Fiz  ~—Samz panent as Bz 4 Skiagram {1974) of left forcarm  Apan
{rom the exodtoses the <hief deformun n forearms and wrists shown 10 figs 6
ind 3 the followin, The ulna on both sides owing pardy o b ence
tagenesis) of its distal epiphysis 1s tao shart and does not reack d wa 1 the
wrist so that there 1s devirtion of the hand to the wisar ade Ths def e
and hortening of the forearm s more marked on the right than an the left
e In both forearms the ulna and the radius are shightly bowed with
Wbty congave sides towards one another and a strihymg feature wn she shia
prams s the bane formanan on the concane (radial) sule of the shafy + f each
Wi a f cwsed by the interosseous membrane dsaggang, on the pen > teum

these 15 @l 0 eudence < a litdde wmslar bone {rmatian an the concare (ulnath
wle of each radsus
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Fic > —Sime piuent as fig 4 Photogriph (1974) to show the deformiy
of the nght upper extrermty

muddle ind inden fingers 1re thickened nodular and distorted  There
15 1 lump on the lower end of the radius and the upper end of the
right humerus which 1s shortened and bent outwards The lumps are
all hard and irregulur - Radiographic examiation shows relatnely
clear areas m the shaft of the humerus and m the scapula nd eut
dence of a pathological fracture at the upper part of the humerus
shaft There are chondromatn of the radws thumb and mdes
fingers There 15 no defect 1 the bones of any of the other extrenuues

The girl 1s somewhat thin but her gencral bodily development
corresponds with her age She 1s cheerful 1nd obedient but mentally
deficient cannot learn to spell and her niother s1ys thar though she
1s willing she cannot help 1n house work (this 1s partly however due
to the deformuty m the right upper imb) ~ Her speech s halting  As
mentoned above she 1lso has eprcanthus and 2 peculitr fleshtness of
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Tic 9 —$ame paent as fig 8 Skiagramy 11973) showing defiency f the
distal end of the wina and abnormal separttion af the provimal ends of the
uina and radis  The patient has nesther the mubtple exostor e« f diphv 1al
actasis (heuth) 2or the chindromata of dvschondroplasa {Ofher)

normal not mentally deficens At present the mother appers wedl
soustshed aad her blood Wassermann reaction was comphtely nega
uee on Notember ¢ 1939 Bur ar was strongly postne from 1922
untl the burth of the panent m November 1929 dunn, which tme
he regululy re ened wusyphibiie treatmient at St Thomuss
Hospiral

Anbon there 15 nacodence that the panent had congemtal
syplvhs and there 1< o cortun statwsueal foundation for the theory
that pirental (maccenal) syphubic can (hke an attack of rubeltr an the
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fcnn

F1e 8 —Photograph (1925) of the nght forearm of a man aged 18
ar to

showing ulnar deviation of the hand due to ¢ sheletal deformie simil
thit ometimes met with in diphvsial acliss (Reith) and more rareh m
dy<chondropha 11 (Ollier)

swelling appeared in the right thumb tnwo years ago  The other
suellings hasve appeared since that on the antertor aspect of the
ught humerus in January 1959 In January 1939 chondromata were
remoted from the thumb and index finger but since then they hae
grown 1gamn

The patient s father 1ged 53 15 a brchlaver  He has no signs of
syphilis and many years ago on three occisions s blood
Wassermann reaction was negatne but his first wife 15 said to haw
died 1 1918 of syphilts  His hirst wife had no miscarnages one child
now 22 vears old 1s sud ro be normal 1nd healthy 1nd serving n the
Royal Navy

The patient s mother mariied to the father in Nosember 1920 hs
had mo children and some muscarriages the younger child 15 the
patent  the elder 1s 1 gl now 13 years old sud to be helthv
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Weter F Yathes {(1970) Undateral Dwarfiom of Lawads tonnected with Coan
genual Muluple Chondremata Bratish Journol of Children s Duseases
17 8>

e (1974} Duxphvsial Achisis or Periosteo osten dvsplana  (Muluple
Evosto es} with Shoriness of Torearms Proc Roy Soc Med 17
(Chn_Section) 40

9

75) A Derelopmental Deformuty of the Right Forearm simular

10 that somenmes met with uy cases of Multple Exastoses (Diaphysia
Sclasrs of Kewth) Proc Roy Soc Med 18 (Chin Sectwom) >
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})regn'\n( mother or the applcation of X rays 1o the gravid uterus)
mour the occurrence of developmental dy splasias and malformanons
1n the children

. There 1s no Fanuly hustory of 1ny other congenutal mafformation or
devlopmental dysplasin m the family  The patient s parents re not
related to each other

Fic 10 —The present case (gir] 1ged 10/ vears 1940) of dv chondr pli1a
(Ollier) showing, shorteming and deformity i the night upper hmb and
notabls chondromatous swellings 1 the i ht hand (thumh and indes fingers)

RFFFRENCFS
Cameron H C and Trethowan W H (1918) Proc Roy Soc Med
(Child Section) 45
Hunter D and Wiles P (1933} Brit Journ Surg 22 50 wrth excellent
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Monro J k (1935) Lances 1 858
Ord A G (1925) Lancet 2 178
Rae L J (1936) Proc Roy Soc Med 29 165>
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(syndactghsm) with which ndeed  congenual  crses may he
associated

No one as far as I know has ever described any condion of the
toes corresponding to camptodactyha of the fingess but contraction of
the plantar fascia of the same nxture 3s Dupuytren s contraction of
the palmar fasca h1s occasionally (though rarely) been noted

Rheumatard ulnar deviation of the fingers may be accompaned
by a certam degree of fiewon but the flexion 1s at the metacarpo
phalingeal jomnts

Knuchle pads as deseribed by A E Garred W Hale Whate and
others e frequently wsoctated with Dupuytren s contracuon They
are fibrous nodules m the deep cutis ind subcutaneous tissue o3 er the
extensor surface of the prowmal mterphalanged junt of ene or
usully more fingers caaly moiable oser the bome but fairdy closely
attached to the shin which 15 naunally more or Jess hyperheratoue
over them  They vary m size from = spht pet to a small hazel nur
and are seldons pamful or tender or troublesome n any way except
for the shght disfiguranion wlnch they cause  They generally reach
their maximum m a few weeks or menths  They may appear ar any
age from youth onwards but as they neter disappenr when once
developed they we of course seen more often 1n old than in young
persons there 35 indeed no special type of semle knuckie pads In
one of Garred s cases they were first noticed at the age of 60 years
m another they had already been present for 42 years Two of
Garrod s cases bad well marked Heberden s nodes m addiion to the
pads  These pads I behere never occur an the thumbs  Analogous
pds on the toes have apparently been noted  They may sometimes
be of congeniral onigin 1nd hasve been supposed to onginate 1 bursae
or bursal rudiments  {Compare an the subject of knuckle pads ete
F Parkes Weber Brit JI Derm 1938 50 26)

Aetiologs of A d ¢
Contraction

tylia and Dupuytrens

Of the eustence of a famihal tendency 1n many cases of campto
dactyhia and Dupuytrens contraction there 1 tbundant proof 1nd
shat 1ge and the male sex are also g factors i Dupuy s
contracuion there can hardly be 1 doubs  Buz I believe that repeated
small traumar consutute the mam exoiting cause Rowmng i the
cse of university undergraduates seems never to evcue Dupuytren s
contriction but recommencement of rowing at about 69 vears of age
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A NOTE ON CAMPTODACTLLIA (LANDQOUZY) AND
DUPUYTREN'S CONTRACTION\!

F PARKES WIBIR

Tur term camptodactyhn (Grech kamptos=hent and dactylos=
finger} was mntroduced to the I nglish speaking medical public maily
by a0 annotaon m the Lancet of February 22 1905 (page 5/9)
According to which under that pitle Professor Landouzy 1 1 chimcal
lecture at the Chante Hospital m Pans 1885 and 1n an arucle
the Presse Medicale 1n 1906 had described 2 condition of permanent
e arreducible fleston of one or more fingers which developed
wrrdually withot t pun or inflimmation and affected only the inter
phalwgenl jomts never the metacarpo phalagen!  The right hand
was more frequently or (in ilateral cnses) predommnantly affected
The httle finger was usunlly the only one 2ffected When more than
one finger was myolsed the fingers affected were the little ning and
middle fingers only esceptionally the inden the Iutle finger ws
aluays the most ffected  One or hoth ntcrphalingeal jomnts might
prruapate i the flexion nd the intenor of the jonts themselies
seemed not to be structurally mvohied further flesion bemng casy
though the hindrance to extension could not be overcome It Wi
remarkable how Iittle camptodactihin mnterfured with the use o
hand
Every doctor would now 1dmmt that cunptodactyha is mnmately
allied 1o Dupuytren s contraction of the pilmar fascia with wheh m
some cases 1t 1s associated It seems to be duc to 1 process of gradual
fibrotic contraction of the connective tissue about the sheaths of the
flexor tendons 1n the fingers 1 which process the tendon sheaths
themsclves may possibly be mvolved If the connective trssue ahont
the fleor tendon sheaths be regarded as 1 hind of prolongation of the
palmar fascia into the fingers the analogy and sometimes the actual
wwsocianon with Dupuytren « contraction hecomes svery mrelhgible
But before proceeding further T want to emphasize that T am dis
cussing only acquired camptodnctylin and Dupuytrens contricnon
The so called congental cses of camptodactyha I regard as develop
mental abnormalities  analogous to other dev ctopmental abnor
malities of the extremuties such s webbing of the fingers

f the

IFrom the Medical Press 1947 217 453
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HYPERTROPHIC OSTEOPATHY ASSOCIATED WITH
HEART DISEASD

F PARKES WEBER

Tue typicil Pierre Mate type of hypertrophuc osteo arthropathy 1s
usutlly secondary to chromic suppurauon or neoplastic growth 1n
the thorax A remarkably good example of this type was the case
I described (Proc Roy Soc Med 1909 2 Clin Section 66-86) under
the hewing Medastinal Form of Lymphadenomn (Hodghm s
Disease) with Extreme so-ctlled Pulmonary Hypertrophic Osteo
Arthropathy  In ths type the bone changes tend to be symmetrical
and the sub-periosteal new bone formatton 1s well marked encirching
the diphyses espeaally of the phalinges and metatarsil and
metacarpt] bones  The joints are more often 1nsohed m this type
than m the following type to which T wish espeaally to refer and
which I would call hyvpertrophic osteopithy rather than osteo
arthropathy

This second (rare) type 15 ascociated with (if not secondary to} heart
disease (mostly congenieal) and chronic pulmonary congestion  The
bone changes are not always syrimctrical and constst 1 focal
periosteal thickemings and sometimes excrescences or exostoses The
jJomts are 1 belteve not mvolied and the condition as mentioned
1bove nught be termed osteopathy rather than osteo-arthropathy
The lower ltmbs are probably mamly miolied  On thus second type
see espectally L F Barker International Clhinus 1930 3 54 Chronic
cywosis with erythrocytosis in a pauent with congemital disease of
the heart who also shosed signs of toxic osteo perrosutis  The
pauent was a woman aged 20 years m whom X ray examinition
showed multiple exostoses (for mstance on left foot and left
humerus) and Jocalized periosteal thickemings especally at drstal
ends of uibia and fibula on both sides See also H Batty Shaw and
S Melulie (Proc Roy Soc Med 1917 10 Chn Section 8) and
H Bun Shaw and R H Cooper (Trans Chn Soc Lond 1907 40
259} Both Battv Shaw s patients had congemtal heart disease  Com
pare dso the case shown by E Montuschi and G Melton at the
Chinteal Section of the Royal Society of Medicine on November 14
1947 The shiagrams showed cunious peniosteal thickenings (and at
lewst one regultr exostosss) i the nght leg the left leg was not
simtlarly affected  The pattent was 1 woman aged 58 years with
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may promptly be followed by the appearince of the first stage of
Dupustren s contraction with palmar nodules at first shghtly reddish
and 1tchy —a kind of Dupuvtrens contraction without as vet ang
obvious flexion (s F P Webcr Mcd Press 1923 166 133) Simt
hrly the habit of carrying a rither heavy attache case m late
middle 1ge my certunly exate camptodictshn 1f temporary shight
pun and 2 sensavion of deep rtching in the flexor aspect of the htle
finger be neglected s warning signs  If the attache case has been
usually held m the Ieft hand the camptodactylia will commence 1o
the left little finger mstead of 2s 1t more often does n the nght one

In fact Tam tempted to suggest that such repeated shight rraumata
cause the Jocal formauon of some chemical substance comparable
with hisrimme and that m certun hvpersensusve mdsviduals {the
hypersensitiveness bemg connected with their age and family
disposition and m Duptnytren s contraction with the male «ex) this
hy pothetical substance sets up 1 process of local fibrotie reacton—
often accompamed by <ensations of local deep 1ching —mamfesung
itself at length by permanent contriction

Perhaps there may be other contrbutnve causative factors I once
saw a man n Ius eighty mnth vear who had recenth developed
typical Dupuvirens contraction n both hands dunng his slow

recovers from 1n attack of infl with bronchoy




XXIX
AMYOPI ASIA CONGENITA

(Dysmyoplasia or Myodysplasia C ta Munltiple C tal
Articular Rigidity, Arthrogryposis Multiplex Congemta or
Myodystrophia Foetahs Deformans)!

I PARKES WEBER

Disprastic abnormialities of bodily development and (or assocated
with) developmental abnormaliies of bodily functions (tissues
organs systems) mike up the majority of the vanous types of rare
diseases By their great vanety and innumerable combinations they
almast defy classificaion  In fact some of the recorded combma
tons remain unique et when a developmentt! abnormality or
rather a combination of deselopmental abnormahities seems not 10
fit mto the recogmzed classificaon the classification must be
enlarged or modified <o as to inciude 1—for pracucai purposes of
discussion teachung diagnosis and treatment (if any)

The rare dysplasuc developmental disease amyoplasia congemita
m particular occurs in widely different forms and degrees and in
combination with various other deselopmental abnormnalities or
syndromes

W Sheldon (1932) in his paper on Amyoplasia Congemta [1]
recorded the case of a child aged 2 years with congemtally ngid
arms and legs associated with aplasty of certain muscle groups
Sheldon stated that under the names muluple congemtal arucular
ngdity and arthrogryposis multiplex congemita a rare but well
defined clinical condition had been descnbed the charactensuc
features consisung of immobility of one or mare jomnts of the imbs
generally symmetrictl i distribution and daung from intra uterine
hife  The immolnlity may be absolure or movement may be severels
himited  The fixauon of the jounts has the chimical appearance of
fibrous ankylosis but there 1s no evidence of inflammatory change to
account for this and 1t would appear more probable that the condi
tion depends primanly upon some developmental defect In this
connection the incomplete development or even enure failure of
development of certain groups of muscles in the limbs which has
been recorded 1 cses speafically examined from this point of view
has been a stnhing feture

In the cace recorded by Sheldon the condition was of prenatal

tFrom the Ved cal Press 194, 218 593
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splenomegilic polvey thaemit of the true Vaquez Osler type but with
bigh blood pressure as i the Gushockh type and hypertensive heart
diserse with chronic pulmonary congestion  She was <ud to hase
had an erythromellgiihke condinon in the nght leg which had
already pracucally subsided (Proc Roy Soc Med 1948 41 101)

In conclusion I would suggest that when any form of osseous
dysplisinas found to be associnted with congenital heart disease
usually only one hmb 1s affected  The bone dvsplasia in such cses 1
would further suggest 1s really 1 vamant (usually muld) of melo-
theostosis or else what my be termed monomelic osteopetrosts
(monomehc bone eburnisation) which 1s obviously +lhed to mond-
melic rheostosis and 15 1 developmental condiion

I would 2dd Congenttal maiformations of the heart (ind great
rterial trunks) may be associated with mongolism and v irious other
developmental defects and might therefore posubly De qssoctated
with developmental — probibly monomelic —bone dysplias I hne
not heard of congenital hone dyspltias of this type heing due t0
rubelln or other mfection of the mother dunng pregnancy which ¢
now 1n acknowledged cause of congemeal heart diserse the
offspring
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to Embryonic Morrality [3] Greig wrote to me  In addwon to
cranial and facal deformunies there are ncluded congenital mal
formed limbs thickened and flattened tarsometatarsus umilateral
absence of musrles and absence of one or two toes  The jomnts are
bent on account of the muscular anomalies and many (7 umque}
cases of twisted feet and toes are mentioned as occurring but are not
described  Greig tumself had seen the chicks and had no doubt of
the congenital distortions of the hmbs

Sheldon (loc ait) refers especially to H L Rochers coniprehensive
paper of 1913 (4] The condition does not appear to affect particu
larly first born children and from the famuly histones there 15 no
hereditary or famihal tendency  Rocher directs attention to abnor
malities of the hands nd feet notably flexion of the fingers and claw
hand and clubfoot shortening of the flevor tendons of the fingers
has been recorded as in Volhmanns ischienuc contracture flexion
of the fingers heing more easilv performed when the wrists are also
flexed The patella 15 often 1bnormal bemg displaced small or even
absent  The muscles never show a reaction of degeneration so that
the muscular atrophy 15 probably not of nervous ongin but the
reactions to faradism and gilvanism are diminished or absent indr
cating hypoplasta or complete aplasia of muscle  There are no
sensory or trophic changes The tendon reflexes are naturally diffi
cult to obtain but when present they are not increased The
children are of normal intelligence Rocher drew attention also to
the thickened app of the sub: ussue obliteranng the
normal bony markings 1n parts of himbs but i a case recorded by
F Magnus (1903) [5] this subcutaneous thickening was absent and
the muscular aplasia was so great that the chitd appeared to be simply
skin and bone Rocher stated that there mmght be some shortening
of the affected hmb or segment of « hmb  Amongst associated condr
tions there might be ankylosis of the mandible and some vertebral
stiffness or scoliosis  In a later paper (with € Quary 1930 [6))
Rocher records the case of a girl aged 3 months with fixation of the
legs 1n extension and double talipes associated with several malforma
tions of the lumbar vertebrae and aplasia of the sacrum  Acenrding
1o Racher there may be abnormality of the synouio-capsular arrange
ment of joints

A Moncrieft and P Whles (1934) [7] write that D S Middleton
has drawn attention to the resemblance of amyoplasia congemita 10
a sporadic disease occurnng in sheep  Should the tmo prove to be

wdentical 1t will be of grent mterest becanse Fraser Roberts has been
L
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origmy Inlwteel and symmetrical There was extension of the elhow
nd knees and limieation of movement in the shoulders wrists and
wnkles mability to pronatc the forewrms and bilateral talipes
cquinus - There was great diminution of some muscle groups i the
hmbs and complete absence of others the affected muscles being
those which should normally have carried out the movements m
which the child was deficient

Sheldon reviewed the hiterature of the subject collecting 44 cases
the crse he humself described and four cises under the care of
St Thomns Turbank bringing the total number of cases up to 49
From his discussion of the pathogencsis he exe to the conclusion
that the name  1myoplisi congemtr was preferthle to mulnpl
congemital articular ngidity and arthrogry posis multiplex congenita
e thought that the mose ikely explwnttion was to regard the wital
defect v 1 developmental aplhsia or dysplisin of certan groups of
limb inuscles sccondary davelopmental chinges occurrng 1 and
around the jomts leading to the clinical picture of fibrous ankyloss
This does not sigmfy (I would pomt out) that congemital abnor
malities may not sometnnes be caused by faulty position folds bands
ctc wn niero

D S Mddleton (1934) m his Studies on Prenatal Lesions of
Striated Muscle s 1 cause of Congemtal Deformmty [2] prefers to
call the condition myodystrophin foetahs deformans  He draws 1
analogy between 1t and the muscular dystrophies of post natal Iife
He says 1t was first deseribed by A G Otto n a book publxshcd m
1841
Personally I owe my first acquaintance with cases of tlus kind to
Sir Heneage Ogilvie who n 1929 had 1 senes of affected children
under Ins care at 8t Vincents Orthopiedic Hospiral (Esstcote
Piner) On June 17 1929 he and the resident medical officer
F ] Lees showed me two of the five cases but Sir Heneage tells me
that they have never been published and has kindly gien me per
mssion to refer to them  The evidence of the occurrence af other
developmental abnormaltties i children of the series was noteworthy
Thus 1n one of the fem1le cases there was 1 urachus thnormahty the
uriniry bladder reaching neirly up to the umbilicus  One of the
cases had a brother or sister affected with a menmgocele or encephalo-
cele and another seems to have had a fellow «ib with cleft palate

D M Greig of Edinburgh handly directed my attention (1929) o
mvestigations by T' B Hutt and A W Greenwood Sul:{d;ﬂ ‘:r:
Lmbryenic Mortality n the Fowl IIT—Chick Monsters in Relation
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Is there a condition of develog 1 dyspl of subc
tissue analogous to and scmenmes assocmted wnh aplasia or
dysplasia of striped muscles (amyopiasia or dysmyopl genita)?

For the question of the refation of amyoplasia congemita to con
genital ubml kyphos)s (congemlal angulation of the ubia) and 10

L gh st | elesation of the scapula

Sprengcls shoulder) see D S Middletons Studies on Prenatal
Tesions of Striated Muscle as a cause of Congemtal Deformities
(quoted above) [13]

The deration of amyoplasia plasta) cong suggests
1 classification of developmental dlseases :md svndromes 1nto primary
or central developmental abnormalities with secondary features and
associated developmental abnormalities grouped around the pnmary
abnormality of devdopment Thus if amyoplasia (dysmyoplasia)
congentta be regarded as a pnmary or central condition the accom
panying multiple arthrogryposis may be twken as a secondary
feature 1n 5o far as 1t 1s due to a kind of atrophy or sclerouic shnnkage
of the affected mustles or to the same primary dysplasuc process
msalving penarucular connective tissue and even the joints them
selves as well as muscles The frequent presence of various other
developmental abnormahities can be explamed by the well known
fact thar when one abnormality in development 15 present sarious
other abnormalities 1n deselopment sometimes of a quite different
kind can not infrequently be detected when looked for

Can the remarkable case described as Myosius Fibrosa by
F E Batten (1904) [14] be regarded as an allied (very rare 1f not
unique) condition of delayed deselopmental dysmyoplasia—in spite
of the freedom of the hands and legs? According to Batten s descrip-
tion the pauent a boy the second of five children was healthy ull
9 months old when the mother noticed that the back became curved
and the legs drawn up  The condiuon steadily progressed so that
at 6 years old he was ngidly fixed in a flexed posation the nght
sternomastoid muscle being greatly contracted  No evidence of
disease of the nervous system could be detected  The bov died when
6 years old Necropsy showed extensive contracuon of muscles
especially the night ster d and the rect abd, and these
muscles were of cartitaginous hardness Microscopic examination
revealed a general interstual fibrosis of all muscles exarmned
Batten himself regarded the case as one of primary fibrous myositis
and closcly related to myostus ossificans
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able to show by selective breeding that in shecp the condiuion depends
upon the homozy gous state of 10 autosomal recessive factor

L M Cdwards (1938) 1n demonstriung an infant with webbing of
lower hmbs associrted with congenital balateral contractions of flexor
muscles of elbow and wrist [8] which T suppose to be allied to amyo-
plasia congemita refers to the question of such webbing represenung
 atasism antlogous to the webbed wing of 4 bat  Similar folds are
seen m the nech of the chimpanzee  Bruns and Kredel he savs
mantain that the condion of webbing owes 1ts angin to misplaced
and abnormal muscular developments bridging the flexor surfaces
of jomnts and displacing the overlying shin in web-lihe formauon
fl'li:ces of musculr ussue qre often encountered between these shin
olds

In regard to associated developmental 1bnormalities a very mnterest
g case has been descnbed by R N Herson (1947) [9]  The pauent
s @ woman aged 61 yewrs who m addion to the amyoplasit
congenitn h1s a condation of hyperostosis frontalis interna and has
been subject to headache 1s lang 1% she can remember A much
more compheated case 1s that of a boy aged 14 years demonstrated
by Dr Dems Wilkams 1t the Neurological Section of the Royal
Society of Medicine on QOctober 2 1947  In his case there 13 mal
devclopment of the osseous muscular and subcutaneous nissue with
central nersous system dysfunction

A number of questions rise from the consideration of amyoplasid
(dysmyoplasia} congemta

Perhaps some abnormatlines of the hands such as congemital
camptodactyln with or withont webbing (compare Parkes Weber
1938 {10] and 1947 [11]) nught be regirded as minor vareties of
amyoplisia congenita I would instance especially the case of a man
aged 47 years with developmental camptodictylia of both hutle
fingers and conwderable atrophy or more probably hypoplasia of the
\ntrnsic muscles of the hands who hikewise has had a hind of facal
telangiectasia of the Rendu Osler type for as lang as he can remenmbef
(Parkes Weber 1938[12])

Should the term amyoplisia congenita be used to include cases of
localized muscular aplasia of the whole or part of the pectoralis
major muscle of certan muscles of the tbdommal wall of bigges
congenital defects of the thoracic or 1bdommal walls and of fibrous

mastord muscles
tnatal cases of locl muscular dystrophy be
(dysmyoplasia) con

dysplasia of a sterno

May not sorme pos
regarded as representing 2 deferred amyoplasia

gemta?
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HEREDITARY LARGE PARIETAL FORAMINA INCLUDING
REMARKS ON SYMMETRICAL THINNESS OF THE
PARIETAL BOMNES!

F PARKRES WLBER and E SCHWARZ

V B a wellgronn boy aged 5 years The two foramna 1n the
shull (see radiograms fig 1 a and b) are situated one on each side of
the sagittal suture about 30 mm from the lambdoid suture The
right foramen measures 20 by 25 mm in diameter and 15 9 mm
distant from the samttal suture whlst the left one1s 15 by 30 mm 1n
diameter and 1mmediately adjoirs the suture

Fic 1 (a}—V B Fic 1())—V B

This developmentl abnormality has been very fully discussed by
D M Greg (Edin Med Journ 1927 new series 34 629)

In the present child the large paneta] foranuna are hereditary
The boy s mother (also shown) Mrs F B aged 30 years healthy
looking not a blood relative of the father has similar large paretal
foramiha which ¢1n be felt and demonstrared by X ravs (see radio-
grams fig 2aand¥) They are 5 by 14 mm i diameter symmetric
ally sitwated 18 mm from each other one on each side of the
sagittal suture and 25 mm from the lamboid suture The mother
hike her son has never experienced any nconvenience from them

iFrom the Proc Roy Soc Aed 1935 29 127
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ke 3(H~E S

Nather the father nor their only other chuid (a boy aged 1 vear &
months) has simslar foramina

A mster £ S of the boy s mother aged 22 years unmarried (not
brought to the meetung} also has large panetal foramma (see radio-
grams fig 3aand b) The nghtorets 11 x19 mm 10 damaceter and
the feft one 15 9% 20 mm  They are svmmetrically situated 15 mm
apart and at equal distances from the sagital suture the upper part
of the lamboid suture cannot be seen 1 the radiogram

E S has a twin sister sad not closely to resemble her 2ud not to
show large paneral foraminy  Therr tvo brothers (aged 28 and 25
vears respecurely) and therr other tho sisters {aged 34 and 17 years
respectvely) and their mother (aged S6 years) and maternal grand
mother (hving aged 88 years) are smd also to be free from the
depressions which mark large panetal foramuna  The husbands of

the last tho are dead but did not show the typical depressions on
their skuils

o
.

P

w
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Fic 2 (b)—\s F B

Fic 3 () —t S
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The defects in the skulls of chitdren due ta hpord granulomatosts
of the type of the Hand Schuller Chrtsuan syndrome are not hikely
to be confu ed with ather of the preceding lands of defects i the
panietal bones
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Remarks

I arge panetal forrmuna are not als 1ys bilateral asis proved by cases
of Lancisi Humphry and others referred to by A J b Cave (Journ
Anat 1928 63, 172) In addition to 1 pair of large parietal forammna
a shull figured by Greig (loc cit ) shows 1lso 1 large foramen in the
ocapital hone  Large paretal forwmna gne nse to no chnical
symptoms unless foreibly pressed on but that they can be used
mctusfull) for purposes of mahingering one case recorded by Greig
proves

Greig (loc i) seems to have been the first actually to obserse
large parietl foranuna in more than one member of the same family
His cases were n two brothers But he writes thatin W § Symmerss
cise (1895) the father was sard 1o have had the same abnormality
which according 1o A Maciesza (1910) was Iikensse found m mo
skulls unearthed from the «ume grave

Large panetal foramint must be disanguished from Symmetrical
Thinness of the Parietal Bones (D M Greg 1hid 1926 33, 645) due
to 1bnormal post natal dysplasin abiotrophy or non deselopment of
the diploc of the thin areas In the Hunterian Museun: of the Royal
College of Surgeons (No 23 F) 1s 1 calvmrium showng large ovod
sharply defined symmetrical areas of extreme thinness of the panetal
bones This skull 1s from the necropsy on a case described by
T Parkes Weber in the British Medscal Journal for 1896 1, 1027 be
discussed the condition of the skull in greater detail n Brit Med
Journ ; 1905 1, 129 normal parietal forinmna were present and quite
separate from the thin areas Next to this shull 1n the Hunteran
Museum 1s an ancient Egyptian one (presented by Sir Flinders Petnie)
with sumlar paneral depressions also showmg normal parnetal
foramina mn the ordinary positton  Stmular depressions in the skull
of khan an Egyptian offictal of about 2600 5¢  are described 1n the
British Museum Gude to the First and Second Egyptian Rooms
second edition p 55) as having been aruficially made i early Lfe
because the surface of the bones 1s not broken G M Humphry
thought the condmen was probably congemtal Muer and others
considered 1t a senile atrophy  Elliot Smuth suggested that it was due
(amongst the Egyptians) to the constant pressure of a hewy wig
Parkes Weber suggests that 1t 15 analogous to the remarkable local
abiotrophy of the skin on the back of the hands 1n some old persons
which G L Cheatle (Brit Med Journ 1909 1, 1411) proposed to call

Brotripsis
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blasts (megaloblasts) The erythroblasts supetficially resemble

large lymphocytes and the basophil normoblasts resemble small

Iymphocytes ~an appearance which led Sanger (Ueber Leukamie

ber Schwangeren und angeborene Leukamue Arch f Gynal

1888 33, 161) ongmally to regard the disease as a lymphatc

leukaema

Such enormous haemopoiesis 1n the Iner of a nonsyphline
infant can only be due to erythroblastosis In this type (1e dymg
shortly before during or shortly after birth} 1t 15 usually associated
with general gedema and aseites but in some of my cases these hwe
been quite mnconspicuous  Several cases of hvdrops faetalis have
been described with vanous abnormalities of the gemito unnary
tract but as far as can be judged the association s quite
acadental !

Mr Fardlev Holland told us that he had never before heard of
such a remarkable combination of abnormalities but 1t could of
course occur  In regard to the genitouninary malformauon he
referred us to A Chinical Manual of Malformations and Congenital
Diseases of the Foetus by R Bunbwm Enghsh translauon by
G Blacker 1912 p 211

Patency of the posteriar bladder wall 1s very uncommon In
such a case there 15 a commumication between the bladder and the
pentoneum or the vagina (fistula vesico vagmalis congemta) or
with the rectum (fistula recto vaginalss cloaca) At the same ume
atresia am and atresta urethrac may occur

INeedless to say any kind of or devel ! ab
often associsted with otber kinds ! o
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CONGENITAL VESICO VAGINAL FISTULA WITH
IMPERFORATE HYMEN, HYDROPS FOETALIS AND
ERYTHROBLASTOSIS POLYDACTYLY'

I PARKES WIBER and M SCHOLTZ

Tue subject of this communication was a female child born at the
36th week of pregnancy with very large abdomen and shght general
oedema especially noticeable n the extrenmties and vuha (labn
majera)  She died a few munutes 2fter birth  There was hkense
polydactyly - six fingers on each hand siv toes on one foot and fise
on the other There w1s no jaundice A differential count made
from blood taken after death from 1 subcutaneous vern showed the
presence of erythroblsts in the proportion of 113 normoblasts and
8 megaloblasts to 50 leucocytes  There was no history to suggest
inhented syphilis and the mother s blood gave negatne Wassermani
and Memncke reactions The fither and mother were z\ppnrcnlIY
normal and this was the mothers first pregnancy There was n0
farmily hustory of polydactyly or of other abnormalities

The necropsy showed that the large size of the 1bdomen was due
to great distenston of the cavity of the uterus and vagina with unne
owing to the presence of a minute vesico-vagmal fistula and 1mper
forate hymen The urnary bladder was empty and a probe could
be passed through the urethra mto the bladder There was no actual
ascites though the abdominal viscera were shghtly adherent as if by
a gummy substance The spleen was ccnaml) not much enlarged
but the Iner was big and red on section and weighed 200 grammes
The thoracic viscerz and brain were not examined The fistulous
opening 1n the wall of the unnary bladder was situated 1 the
posterior muddle line close to the urethra the communtcation was
probably salvular as the bladder was empty at the post mortem
examination

Microscopic sections of the Ier showed a remarhable more or less
intercellular  permeation with nucleated blood cells Dr J R
Gilmour of the Pathological Institute of the London Hospital who
kindly examined mucroscopical sections has sent us the followmng
report
The haemopotests 1n the liver 1s 1lmost entirely erythroporetic
with haemocytoblasts (myeloblasts) erythroblists basophil and
orthochromatic normoblasts ortho and polychromauc erythro

IFrom the British Journal of Childrens Discases 1939 36 131
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cachecuic and obviously 11l developed considertble fever and Jefe
sided purulent otorthoea  The blood count on January 13 was
haemoglebin 60 per cent erythrocytes 4380000 per cmm  colour
wdex 07 whtte cells 16,550 (myelacytes 4 per cent metumyelocytes
10 per cent polymorphonuclear neutrophils 36 per cent Jymphocytes
45 per cent monocytes 4 per cent) The pyreata continued and the
child died on January 24

Lower portion of the upper surface of the right lobe of the lner showing the
melanotic tumours felt during Itfe

We may say here that the childs unne throughour whenever
exammned was clear and of a golden brown colour sometumes deeper
than av other mmes It was tree from albumun sugar indican
acetone duacette aaid and eveess of urobia or urobilinagen  The
cofour deepened when the urine was kept but never became blackish
Only on one occasion (Januaey 1) was a supposed positsve raction
for melanogen obtained ~ chat 1s o ay on using the potassium nitro-
prussiate (Legal's) test for acetone we obtained a decp green colora

uon on addition of the glacal acenc aaid bur ths rest 15 of daubtful
el
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SPONTANEOUS INTRA UTERINE INOCULATION OF
MELANOMA FROM MOTHER TQ FOETUS
Report of a Case’

F PARKIS WLBIR I SCHWARZ and R HFLLENSCHMIED

Tur fo”aumg 1s the first and s yet the only reported crse of ntra
uterme transmisston of a malignant neoplasm from mother to child
by spontancous noculttion

The child B M aged 8 months a well-deseloped boy of normat
s1ze was admitted to the German Hospital on Notember 19 1979
The patients mother (D M aged 27) had died ar the German
Hospital on July 4 1929 of melanotc sarcoma with visceral and sub-
cutaneous metastases  There was no post mortem exammation but
she was known to hme been suffering from melanouc sarcoma for
1 long ume presiously  Eighteen months ago she had undergone
aperation 1t the London Hospieal for melanotic sarcoma of the
thigh  The child was delivered on Apnl 9 by Caesarean secuon at
full term at the London Hospital and was thought to be quite normal
1t birth - Development seemed to be sanefactory ull recently when
enlirgement of the abdomen and a somewhat cachectc 1ppeartnce
of the sk was noted

On admission to the German Hospual the Iner was found to be
enlarged reaching down to the umbilical level and some Jarge hard
rounded nodules could be felt projecung on its anterior surface
suggesung malignant neoplasm The spleen was Ithewise but evenly
enlrged 1ts lower border (on palpation) being three fingerbreadtbs
below the costal margin Otherwise the child seemed farrly healthy
and quite Iively and happy at first exceptng that at umes there #as
moderate fever Nevertheless after some tine the child began 10
show increastng cachextn  The Wassermann and Meiniche reactions
were negative and so was Pirquet s cutireactton for tuberculosis The
blood count (November 22) was haemoglobin 76 per cent ery thro-
cytes 4680000 per ¢ mm of blood colour index 081 white cells
12400 (polymorphonuclear neutraphils 32 per cent lymphocytes 57
per cent monocytes 10 per cent eosinophils 1 per cent) nothing
abnormal was noted 1 the appearnce of the red cells

The liser and the bosses on 1t probably mcreased somenhat m size
but certainly only verv slowly About the muddle of January 1930
the chuld who was gradually lesing 1 weight and becoming more

1After the British Medical Journal (1930) 1 537
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chuld died at 1014 months of age munute nodules having developed
beneath the skin shortly before death  The post mortem examina
tion showed that the bosses which had been felt mn the liver were
melanotic tmours The size of the growths suggested that the
primary infection was i the Iiver but there were many infiltrated
ymphauc glands m the abdomen ond mmute metastases m the
lungs and 1n the subcutaneous tissue  Palpation dunng life and
exammation after death pomnted to the growth of the neoplasm i
the liver having been rather aircumscnibed and slow as if there was
considerable resistance on the patt of the child s tissues  The tumour
cells from which the growths in the child s Iiver bad developed had
evidently been carrted to the hepauc capillaries (via the blood stream
m the umbilical vem) from the placenta which 3s known to have
been melanomatous
The splenomegaly noted by us in the chuld may be compared to
that which has been oceastonally known to be assoctated with hydatid
disease of the liver The spleen of infants and children becomes
readily enlarged from any towc or distending cause Thus the
spleen was enlarged 1n a boy with hydatd disease of the liver shown
by A F Voelcker at the Medical Society of London in November
1907 A certam amount of splenomegaly was stll present n
February 1909 after successful treatment by dramnage of the hydand
cyst when Dir Voelcher agamn showed the case {1} In our case the
folloming note Lundly given us by Mr Eardley Holland who per
formed the Caesarean section on the mother at the London Hospiral
makes 1t certain that melanouc tumour cells must have passed from
the mother through the placenta (owing to actual melanouc meta
stases 1 the placenta) into the foetal blood stream  The bloed m
the umbilical vein having chiefly to airculate through the liver some
of the melanotic cells were caught up in the hepatic capillanes and
hese cells were the parents of the multple melanotic tumours {the
primary tumours as far as the child was concerned) some of which
could be palpated 1n the enlarged liver when the child was eight
months old
This 15 the note by Mr Eardley Holland who s going to publish
separately an account of the case from the obstetrical and gynaeco-
logical pomnt of vien

I'saw the mother 1n consultation with her doctor on Apnl § 1929
She was anll woman in about the thirty-ighth week of pregnancy
with multiple mel: nodules d liberally beneath the shin
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Necropsy (January 25) —There were several minute subcutaneous
melanotic nodules scattered over the front and back of the thorax of
the emaciated child - The Iner was enlarged (weighing 455 grammes
after being kept for <ome days 1n alcohol) and seseral melanouc
rounded tumours (up to the size of a pigeon's egg) projected under
the capsule notably those that had been pilpated dunng Iife 1
front of the Iner The spleen was moderately enlarged (weighm,
100 grammes) but was otherwise not abnormal 1n appearance Thert
were a few munute subpleural melnouc patches mn the lungs and
some small melnotic nodules were attached to the periosteum at the
back of the anterior wall of the thorax Many of the abdommnal
lymphatic glands showed ntelanotic infiltration one or two of these
glands were adherent to the kidneys and pancreas Othernie
macroscopically the viscern appeared mormal We were not per
mutted to examine the hexd and central nervous system

Aicroscopical examnation —The melanotic tmour cells were
typtcal 1n all the pieces of growth The small nodule in the Iner
which we examined was found to be surrounded by alund of
spurious capsule due to compression of the neighbouring tissue and
suggesung that the tumour growth had not been very rapid but
there were also melwnotc tumour cells outside this spurious capstle
and many of the Rupffer Sternzellen 1n the neighbourhood o
tained melamn granules A ptece of lung showed nunute broncho-
pneumonic areas as well as a mute subpleural melanonc gronth
A tny subcutaneous nodule appeared to be encipsuled by the
distended wall of 1 capillary blood vessel  Theces of pancreas and
kidney showed nothing abnormal but a small lymphatc glnnd
adjacent to the pancreas was infiltrated with the melanouc growth
A lymphauc gland removed from the night inguinal regton was free
from melanotic growth and so wis the piece of spleen exammned
The shght splenomegaly was apparently due to increase of the splenic
pulp The Malpighian follicles of the spleen were not large and
contained very little germ-centre

Remarks
The man facts of the case may be shortly stated as follows A
woman known to be suffering from melanotic sarcoma was delyvered
three months before her death of a child who appeared at first to be
healthy When 8 months old the child was admuitted to hosprtal with
an enlarged liver on which bosses could be distinguished by palpaton
suggesting a malignant neoplasm With increasing cachexia the
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were dissermnated in that way exhibited 1 predilecnion for a hunited
uumber of sites

Tn regard to the last menuoned metastatic predilecnion we might
2dd that the author did not refer to the wonderful examples of the
predifecton 1 buman pithology of metastases from particular
tumours for particular sites ~for 1nstance the predhfecnion of meta
stases from the Hutchison type of suprarenal medullary sarcoma
(neuroblastomay in children for the orbis and shull {7} and the
generalized il g metastauc '3 et of the
sheleton occasonally resulung from a pnmury cwonoma of the
prostate gland {8] ~Such ¢xamples mught be compared with the
secondary pvaerme fom hmned 1o the bomy sheleton winch
formerly occasionilly oceurred n sepuc cases

In regard to the way m which 1n our case the maternal melanone
tumour noculated the foetal airculanon by growing through the
placenta an analogy may be found i what happens 10 cases of true
congemital tubcrculosis but of course wubercle baaill are much less
bikety to be held up 1n the biood capiilanies of the foeral Iner than are
farge wmour cells  Some yewrs after hachs discovery of the
wibercle brellus it was auuntuned thae the bicllus could not pass
through the placenta and mfect the foetus m utero and it was held
that only 1 con titunomal predisposition towards tuberculosss conld
be inhented 1nd even that was demcd by many wrhonnes How
eser 1t was soon proved that n very rare cases the foetus was ctually
infected 1n utero owing to the tuberculous process m the mother
wnfecting the placenta and producing one or more mberculous lesions
wn the plxenta By means of such placentil lesions the tubercle
bacillt were enabled to grow through the placenta with 1 resulung
tuberculous mocuiation of the foeta} arculition and troe congemtal
wberculosis it was alternatnely but less cominemgly suggested by
A Suzenfrey tn 1909 {91 that tubcrendous foar locahzed n the
decidua vera mught penetrate the ammon nfect the hquor amnn
and thus gie tise to ntrauwenne safection of the foctus —ndeed
F W Andreses [10} ilrcady 1n 1903 had suggested that pre natal
tuberculosis misht 1 some cases possibly be cansed by the foetus
swallowing liquor amanu contaming tubercle bacilh dernved from a
disentegrating lesion of the placenta  How rare cases of true con
genual tuberculosis must be may be judged by the fact that n 1916
aneofus (F P W) was able to summanize all the hutherto proved and
probiable cases of true congenal twberculoss m an arncle published
wn the Bntish Journal of Children s Diseases [11)
3t
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of the 1bdomen and therax  The uterus was above the usual size at
term nd 1 large soft mass occupred the lower segment  On Apnl9
T delinvered a Iive chuld by Caesarean section  The lower utenne seg
ment was occupred by a huge black placentn which proved to be
mifiltrited with masses of melnotic growth  The mother made a
smooth recovery and the chuld left the hospital thrning and without
evidence of disease «

There are many remarhable published examples and different
vartettes of 1nhenited constitunonal precisposition to malignant
neoplasms [2] Fspeaitlly notorious 1s the constitunional predispost
tion to famulial muluple polyposis of the large intestine [3] We
would suggest that J § Manson s examples of the hereditary trans
mission of sarcoma (mother nd two sons affected with Iymphe
sarcoma) [4] were eximples of mherited consututional predisposiuen
to lymphosarcoma and analogous to rare cases of famihal tendency
to lymphatic Jeukaerua (5] uwhich ke myelord leukaenms 1
probably also of neoplastic origin Qur present cise 2s above stated
has nothing to do as far as we cin Judge with ny inhersted constt
tutional predisposttion to malignint neophistic growth

It 15 as mentioned 1bose apparently the first cise of the and
reported 1n human pathology We have not even heard of ap]
analogous case m ammmals—that is to say 1 case of wngenml
mahignant tumour due to mtrauterine moculation of the foctus by
the passage of malignant tumour cells from the plicenta to the child
by way of the umbilical ven  Natures expennment the present
case could only be ymitated 1n experimental anmmal pathology by
noculatng the blood stream of the umbilical vein at the moment of
birth with a dilute emulsion of tumour cells obtamed from 2
sarcoma or carctnoma that had prestously deseloped spontancousls
or had been artificially produced i any part of the mother s body

Professor | A Murray has however hindly referred us to a papet
by Dr Makoto Takahashz (6] who 1lso quotes stmular evperlmemzl
work carried out by other mnvestigators on rats or mice Takahash!
produced growths in the lungs by the mntravenous mjection o
carc or sar matenal  He found that a largf
praportion of the cells introduced 1nto the blood stream d)<’|ppear€d
after undergoing sacuelation surrounded by leucocytes Although
the lung capillanies formed an efficrent filter some tumour cells were
h the lungs and grie nise to growths in varou$

ble to pass throu;
;aris ufprhe bcdyg The cells which passed through the lungs and
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CYSTIC LYMPHO EPITHELIOMA OF THE THYMUS—
NERVOUS AND OTHER CLINICAL SYMPTOMS IN THE
ADULT!

F PARKES WEBER ard h BLUM

Inv this paper we are concerned not with the simple tumours—
Sbroma lipoma Iymphangioma lymphosarcoma round-cell sarcoma
~which occasionally (though rarely) arise in the thymus as an other
parts of the body but with those which anse from the essential
epithehond eells of the thymie medulla assoaiated: in greater or lesser
proportien with lymphocyte like celis (probably veally lymphocytes)
such as constitute the normal thymuc cortex  These primary thymic
tumours - true thymomata — may be termed lympho-epitheliomata
{Grandh, 1900 Sct he 1921 Regaud 1921} and are much
less often malignant than are the primary lympho epitheliomata of
the tonsils pharynx and nasopharynx (Cappell 1934 Harvey Daw
son and Innes 1937) For recent lustalogical accounts of thymic
lympho-epithehiomata see Wu (1935) and Obidusch (1937)

The thymic lympho-epithehomata seem 1n sowne cases to exert an
endocnine effect and are specially related to myasthemia gravis  Most
important and interesting was the onginal absersation by Weigert
(1901) of 2 thymus tumour 1n 2 case of myasthema gravis in which he
wrongly interpreted the lymphorrhages 1n the muscles as tumour
metastases  To these questions we will return i the discussion further
on but for a summary of the heerature of the subject we must refer
to the recent papers by Gold (1935) Meister (1936) Noms (1936)
Maller (1940) Blalock et ol (1941) and Poer (1942}

Case Record

The pavent Mrs F F aged 58 years was admutted on November §
19+t with rregular pyrexia of uncertatn ongan The history was that
after a sore throat st weeks ago she had been suffering from pams n
vanous parts  Bload count  Haemaglobin 60 per cent erythrocytes
3610000 colourindex 08 leucocytes 9000 (polymorphs 53 per
cent lymphocytes 40 per cent monacytes 7 per cent) Blood
seimentation  first hour 70 o hours 120 Blood<culture
negative  Unne nothing abnormal By auscultation a blowing
systolic murmur could be heard m the left intercostal space

fAfter the Journal of Newrolagy and Psychaatry 1942 5 148
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In our present paper 1t would perhaps have been hetter to use the
term malignant mehnoma instead of melnotic sarcoma as
nught possibly be suggested that the primary growth in the mother
(the site of which 15 not certun) was a melanonc caranoma  The
tumours 1n the child« bver were obviously of multiple metastate
type and 1t 1s the 2bsence of 2ny primary tumour in the chuld that
makes the casc umique the real prmary growth havng been of
course in the dead mother The moculation of the child may hue
t1ken plice not long before or even at burth  Whether any exactly
1nalogous case has heen observed 1n antnals we do not know

The lner now 1n the museum of the Royal College of Surgeons of
I'ngland was demonstrated by us on February 28 1930 at the Section
for the Study of Diserse m Clildren of the Royal Society of
Medicine
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had a honeycorb appearance on section most of the cysts freely
communicated with each other and were filled with a shmy trans
lucent mucord fluid their walls had a smooth 1ner surface  In the
upper portion of the tumour was a shightly larger cavity which was
filled with what macroscopicaily appeared to be pus but no microbes
could be detected 1n a film staned with methylene blue or by Grams
method

Thvrowd gland  shghtly enlarged showing nadular adenomatous
condition one of the nodules in the left lobe having a calaified capsule
Broncho-pncumonia of the lower lobe of the night lung purulent
bronchiss  Nothing specially noteworthy in the other organs  bram
heart hiver spleen pancreas adrenals Jadneys uterus ovares gastro
mtestinal tract larvnx

Myeroscopical Examination

The sohid part of the mass consisted of a dense collagenous fibrous
framenork 1 which were embedded cellular islands consisting of
dehicate spindle and eputhehiond cells with vesicular nucler assocrated
with lymphocyte Ithe celfs as 1n so<alied thymuc lympho epithelio-
mata  No Hassals corpuscles were seen but at one spot several
elongated shghtly curved (bananashaped’) vesicular nucler were
noted grouped together so as to suggest a faint attempt at the forma
uon of a Hassals corpuscle T thewr shape some of the socalled
spindle cells resemble rather the cells of oatcell bronchial rarct
noma  Microscopical examinauon of what macroscopieally had
appeared to be pus showed that it consisted of this cellular matenial
brealing down ( softened ) as a result of (1schaemuc?) necrosis Tt may
be mentioned that a film of this pseudo-pus stamed with methylene
blue showed the presence of a considerable number of tssue mast

cells which were not cleatly differentiated m secuions stamned 1n other
ways  The honevcomb cysuc portion of the tumour represented
apparently a further stage of asepuc necrotic 1nvolution of the
lvmpho-eputheliomatous ussue The process was probably analogous
1o the occasony) changes in the themus gland of children leading to
the formanon of Duboss abscesses or psendo-abscesses farmerly
supposed to be necessanly connected with congenttal syphahis

Is the mass 1o he regarded as a real lymphoepithel;

tumour of an cctopic thyrus (or thymic rest)) with secondary cystic
degeneratine changes as 1hove explamed or 11t an example of hyper

trophy of an ectopic thymus (or thymic rest’) containing cysts result

ing from involutionary focal 1scharmic necrouc processes (Ropac
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close to the sternal margin X ray exarmnanon of the heart (Dr F G
Wood) showed a rounded mass projecting to the left of and appar
ently continuous with the heart shadow and movmng with 1t nght
and lefr oblique views were thought to pomnt to this projection bemng
an enlargement of the pulmonary artery and conus  Brachial blood
pressure  135/80 mm Hg  Blood Wassermann reaction  negative
Ophthalmoscopic exanunations (Dr C Markus) showed hyperacmiz
especially left eye apparently connected with hypermetropa  The
patient 1t varous times complained of a severe hind of acroparaes:
thesia tnd of numbness (no real 1naesthesa) of the nght lower hmb
and afterwards of the right upper linb and both lower hmbs  Severe
crumps were sometimes complamed of The knee jerhs which were
equal and natural on admission were unequal at the end of Novem
ber the left one being greatly exaggerated In March 1947 the
patellar and Achilles reflexes were absent on both eides the triceps
reflex was absent on the nght side present on the left side the plantar
reflex was of the normal flexor type on both sides no superﬁﬂal
abdomnal reflexes were obruned  Both pupils reacted normally The
speech was rather sluggish  Very Iietle tacule responses 1 exther
lower hmb some hypersensitiveness to pressure over the sciatic nere
both sides The pauent tended to keep her knee jomnts flexed
Although general asthenia was very marked no definite charactenstic
features of myastheny gravis were noted

Focal infection was thought of but no focus could be discovered
There was moderate fever from admission to November 25--then
a Iittle at the commencement of December and from Decermber 10
to the commencement of January 1942 About February § there was
agam fever and then from February 22 to the patients death on
March 17 1942 which was due to a final broncho-pneumonia with
some decubitus  Frequent profuse night sweatngs constituted also 2
chnical feature The last blood culture yielded a growth of Staphy
Iococcus albus  Amongst the drugs tried sulphapyrnidine on one of
two occasions seemed to exerr temporary beneficial effect

Necropsy

Over the front upper part of the heart and shightly to the left firmly
connected with the fibrous layers of the parietal pericardium was 2
bun shaped mass about the size of half a large orange 14x8x6 cm
p measprement (weight after preparation as a IMuseum specimen

112 grammes) The ‘mululocular cystic central portion of the mass
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analogy with what happens 1n some cases of lymphe granulomatosis
maligna be attnibuted to the necrouc softening and formation of
pseudo-pus 1n the lympho epithehoma with resulung toxic absorp-
ton Patents with thymic lympho-epithelioma according to the
literature (Matras and Priesel 1928 Zajewloschin 1929 and 1933
Nemenow 1932 Erchlentz 1936) have died of pleuriuis empyema
pneumorua furunculosis and decubitus  The loss of resistance to
toxic infectious agents culminated 1n our case with the decubirus and
broncho pneumoma the latter first mamfest four days before the
patient s death the former a week earhier It 1s possible that the
absence of defimite symptoms of myasthenia gravis might be due to
the diminution of the (presumably active) function of the epitheliond
cells consequent on the necrouc softeing of many of the latter
associated with the formation of the pseudo pus and cysts

In regard to climical diagnosis the Xray shadow of a thymc

Fic 1 —Radiogram of the thorax taken on November 70 1941
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1939)? The spindle and epithelioid cells resemble those of normal
thyrme medulla and the lymphocyte ke cells resemble those of
normal thymic cortex—which’ most authors now regard as true
Iymphocytes —but the grouping of thesc two constituent types of cells
15 not sufficiently clearly marked out mto cortex and medulla to per
mut the mass to be regarded as the result of mere thymuc hypertrophy
nor does the complete 1bsence of Hassal < corpuscles favour the uew
of mere hypertrophy The mass must therefore we think be
regarded as a true primary thymic lympho-epitheliomatous tumout
(thymoma’) Whether the tumour 1s 1 primary one of an ectopic
thymus or of a thymic rest makes no difference from the pathological
pont of view we did not specinlly search for any thymic remnant 1t
the normal positon By our term ectopic we do not imply that the
position of the tumour 1n front of the pericardium 1s abnormal for
thynuc uissue 1n enrly childhood In the present case there were 10
metast1ses and nothing in the microscopreal exammation pomnted 1
mahgnancy

Discussion

Clinical symptoms from thymic hypertrophy or tumour maiy of
course be mechantcal from local pressure and in the present case the
systolic murmur heard to the Jeft of the sternum was probably due
to tumour pressure

If the thymus 1s an endocrine organ one would expect that constt
tutional endocrine symptoms would often result —as they often don
primary tumours of other endocrine organs —from a primary neo
plasm ansing from the essennal (endocrme) cells that s to say 0
long as the neoplistic cells sull retan something of the ongnal
funcuonal (endocrine) acusity 1 fact so long as the neoplastic cells
functionally sull resemble the cells of simple hy perplasia

In something Iike 55 per cent of cases of myasthenia gravis hyper
trophy or primary tumour (lympho-cpithelioma) of the thymus has
been present but reality the percentage 1s probibly considerably
higher for i many cases thymus or thymic tumout h1s not been
sufficiently looked for  On the other hand myasthenic symptoms
may haye been overlooked in some cases of thymic tumour 1n surgeal
wards (Mann 1934) Alithough I our present case characterstic
symptoms of myasthenta gravis were absent 1t 1s possible that the
great general asthenia the extreme acroparaesthesta numbness and
other nertous Symptoms were n some %ay connected with thymic
tumour The recurrent sweanng and pyrexial periods may possibly by
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tumour 1s of great importance  In our case 1t seemed to move with
the pulsation of the great vessels and to be continnous with the heart
shadow  The position of the tumour in the anterior mediastmum
overlapping the paretal pencardium on the left was not made out
during fc  In the differenpnl diagnosis durmg Ife cardac
aneurysm  pericardial  tumour  medyastinal Iympho-granuloma
medrastinal gumma mediastnal phleg and ¢ 1dd
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Fic 2—Photonucrogtiph of part of the tumour showing the charactenstic
epitheliond and lymphocyte Like cells (x460)

of the pulmonary artery mught be thought of Had the correct
diagnosts been made at 1n early stage our case would have been m
1deal one 1f not for surgical excision of the tumour at least for treat
ment by X rays or radium —that 15 10 say 1f one believes that the
thymic tumour played any part in the patent s severe 1llness

The possible wart olayed by the thymus gland in some cases of
Grases chiserse 1s suggested by the occasionl occurrence of myas
themic symptoms n the latter disese and even by sausfactory results
of thymectomy (Schumacher and Roth 1913 Russell Brun 193%
Adler 1939) Fraser (1937) recorded the case of a womn suffening
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CARCINOMA TELANGIECTATICUM
F PARKES WEBER

“TeLancrEeTATIC carcinoma  deserves 2 specal miche mm climcal
medicine Just as cancer en cwrasse and Pagets disease (of the
mpple etc) do although 1t cannot be shown that the cancer cells
themselves 1n cases of telangiectanc caranoma differ from those 1n
other cases of mammarv caranom: Why the cancer cells m
cases of telangiectatic caranoma should spread specialiv in the super
fical blood capillaries of the cuns mnstead of through the lymphaucs
and connective tissue spaces 2s 1 CANCET €N Cuirasse TeMAims more
or less 2 mystery

Hermann Kiitwer of Breslan 1n 1924 differentiated what he called
erysipelas carcmnomatosum  {1] cimicalls and hstologically from
cancer en cuirasse  and showed that the former spread locally by the
(superficial) blood vessels whilst the latter extended through the
lymphatics and connective ussue spaces around 1t so as to produce
very marked scleroderma like hardenung of the sk

C Rasch of Copenhagen prefers the term caranoma erysipe
latodes ~that 1s to say he would speak of carcinoma resembling
erysipelas rather than caranomatous ervsipelas —because the cases
are not cases of true erysipelas at all  Tn hus paper of 1931 [2] Rasch
points out that a charactenstic of this erysipelatoid carcinoma 1s that
1t grows subepidermally 1n the underlying blood tessels without
attacking the epidermus whilst Pagers disease grows within the
epidermis

In a communication under the heading Caranoma Telangecta
ficurn on July 8 1933 at the annual meeting of the Bntish Assoaa
tion of Dermatology 5] I chose the trm telangiectaue carcinoma
in preference to erysipelatoid carcinoma because my case at least
was neither 1 appearance nor 1n 1ts other climical features at all hike
erysipelas. Dr N C Van Vonno (of Breda) who was present at the
meetng told me of a similar case under his care 1n Holland 1nd
shortly described 1t as Carcinoma Telangiectaticum  after my paper
w the Britesh Journal of Dermatology and Syphtlis [4]

My panent Mrs E T aged 48 years was a marned Englishwoman
of medium size and general nutnnon  The following 1s from my
account m July 1933 In October 1932 her left mamma was ampu

)

from cr 193
3 WS U s (1935) senes 45
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A NOTE ON HAEMATOSPERMIA!
F PARKLS WEBER

My nterest 1n the subject was ongmally due to my wrung an
abstract of a paper on haemtospermia for 2 medical journal about
1893 Although a possible analogy with the discharge of sanguineous
matter through the female nipple owing to a mammary tumour
may suggest ttself there scems to be no justificanon for much alarm
m most cses  The blood scems generally to be derned from the
prostate or prostatic mucosa and 1n one patient whom I knew a drop
or two appeared at the urethral onfice in connexion with defaecanon
as 1t expressed from the prostate by the passage of hard faeces This
phenomenon lasted only for some wecks or months but in the case
i question the haematospermia lasted on and off for twenty ©
thirty years—in fact ull sennnal emussions practically ceased after
the age of 70 years or thereabouts The exact cause of this bemgn
type of haematospermia 1s not likely to be proved 1s 1t does not
appear to disturb the general health or shorten hfe whatever the
exact cause may be At 2 post mortem exammaton 1n old age the
previous occurrence of frequent haematospermua 1s lthely not t0
reach the ears of the examming pathologist unless the patient were
to mention 1n tus will that he wished thirty gumeas pud for specrally
mvestigating the subject but in really old age the pauent Timself
may have forgotten ll about 1t

1From a letter to the British Medical Journal 1940 2 729
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also ravolved a large area of shin over the nght mamma and part of
the nght front of the chest  On the Jeft side the operation scars
were especrally affected  In some parts the process was spreading by
the formanon of small telangectaue 1slets  The telangrectauc
margins and sslets were somewhat rased aboe the general level of
the skin

In the telangiectanc areas ndividuat ditated blood vessels were
very conspicuous n assoclatton with diffuse redness due to telan
giectasis of the munute blood capillanes By pressure under glass

Fic 2 ~—Photomicro raph of a section from the margin of th  telangectatic
region on the nght side of the thorax {June 1933) For vins 1 am indebted
wPrf § C G Ledingham  See deseription o the texy

the blood could not be squeezed out of some of the dilated hlood
vessels hut there were no blood extratasations (no purpuric elements)
present  The reason why the blood could not be squeezed out of
some of the relangectases was doubtle s that minute blood vessels
had thewr lumen blocked by cancer cefls  In part the shan showed a
hutle brown pigmentanion and wn other parts a shghedy glossy change
Very little itching or paresthesia of any hind was associated with the
trouble accerding 1o the panem

There was no enlargement of axillary or other Ivmphauc glands
to be made our  The blood serum gave negative Wassermann and
Memche reactions  Brachral blood pressure  systolic 155 diastohic
80 mmHg The blood count showed shight anaema  Othervice
there was nothing abnormal by ordinary examimauon of the patent
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tated for carcinoma and the axilla was cleared out At the ume of
operation there was a curious telangectatic condition of the shin over
the mamma and a small area of skin i the left axilla had a ssmilar
appearance  Almost all of the telangiectanic shin was removed
together wath the carcimomatous mamma  Since the operation the
telangiectatic process which m most parts showed a very definite
spreading margin had extended <0 1s to involve a grear portion of the
skin on the front and back of the left half of the thorax and had

— telangiectaticum _ Appearance of the left back of the
Tio | —~Carcinoma teangIC) O m June 19
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telangrectaticum 1s preferable 1o erysipelas carcinomatosum (huttner)
or carcinoma erysipelatodes (Rasch) 1 have hule doubt that the
telangiectanic cancerous condition 1n these cases spreads mamly 1f not
entirely n the lumen of the blood capillanes of the shin though the
lymphatics and connecuve nssue spaces may hikewise 1 some parts
beimolied H W Barbers case [5) shown at the Roval Society of
Mediane London on December 17 1931 scems to have been a
muxture of the condition seen 1n my pattent with cancer en cuirasse
and Pagers disease and I expect that the assoctation of two or all
three of these carcinomatous processes in the shin will be occasionally
observed

1 am indebted to Dr W E Barnard Mrs G Hilton Professor
J € G Ledingham and Dr ] W MclNee for help in the mtestigation
and treatment of this panent

REFERENCES
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i\{’iecr;s:r:;non \;ns stull regular She had never been treated wmith
I\Im&fzosc;nys or the mammary carctnom or for any thing else
pical exammation — A piece of shin from the margn of
the telangiectatc region on the right side of the thorax was exased
by Mr H Rast on June 19 1933 Microscopical sections showed enor
mous dilatation of the cutaneous blood capillaries which contamned
clumps of cancer cells and here and there a httle blood Activity m
the cancer cells was evidenced by the presence of several mitotc
figures but the central portions of some of the clumps were necrotic
It was possible that some of the vessels containing cancer cells but
m which no blood w1s seen were Iymph capillaries  There was very
little evidence of nflammatory reaction Microscopical examimnation
of lttle red telangiectatic nodules on and about the scar on the left
front of the thorax proved that they also were caranomatous
Subsequent hstory of the case —In the latter part of July 1933 the
patient was admitted to Unisersity College Hospital London for
careful superficial roentgenray therapy (a small area of shin at 2
tume)  This treatment was subsequently continued m the out pattent
department  The effect of the roentgen ray therapy was to remose
much of the supetficial redness but the condition gradually spread
50 as to msolve almost the whole skin of the thorax (and of the front
of the abdomen downwards nearly to the umbilical level) before the
patient died m the German Hospital on May 13 1934  The nght
mamma the left pleura and the lymphatc glands in both axillze and
the left supraclavicular fossa had been mvolsed since November 1933
or earher The nght pleura had been mvolsed since March 1934
There had been no marked cachexia 1n the patents general appear
ance before March 1934
The post mortem ¢ showed plete cancerous adhe
sion of the pleura on both sides the adherent pleura was harder and
thicker over the left lung than over the nght  There was an mnfil
trated superfical lymph gland below the sternal end of the left
clavicle which had developed under observation n the hospital The
pcrlcardlum was not abviously imvolved but there was some cancerous
change of the peritoneal surface of both the night and left halves of
the diaphragm No distant cancerous metastases were noted Micro-
scopical sections of the nght mamma and of the thickened adherent
leura showed carcinoma the characters of which suggested that the
ongmal (pnmary) carctnoma in the left mamma was a duct

carctnoma
In concluston 1 would agam suggest that the term carcmoma
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mental abnormality 1t 1s not surprising that st should be occasionally
assocrated with congemital malformations [2] such as spina bifida [3]
and cerebral meningocele [4] {figs 1 and 2 represent a neurofibro-
matous woman with what I wrongly took to be 1 suprazygomatous

mf'ﬁf ! and 2—Case of cutancous neurofibromatosis The patient has a
such o+ (suprazvgomatic) soft fibromatous fold of skin or pachydermatocele
of haw 1o, Sccasionally met with {n Rechlinghausen s disease there 15 a tuft
Proc R owar  Tat first mistook ths for a memingocele  (F Parkes Wcher
F Pare? 50c Med (Chin Sect) Lond 1973 18 1) Compare alss Weber
thes and Bode O B 193+ Prac Roy Soc Mled 27 638
N
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PERIOSTEAL NEUROFIBROMATOSIS, WITH A SHORT
CONSIDERATION OI' THE WHOLE SUBJECT OF
NEUROFIBROMATOSIS?

T' PARKLS WLBER
Wittt 1rr CorLaoration or | R Perorau

NEurot tsroMATOSIS 15 often called Rechhinghtusen's diseace from
von Recklinghausens descripuion of multiple cutaneous fibromata
1n 1882 [1] but this 1s rather confusing since the diffuse and general
1zed forms of osteins fibrosy or fibrocystie disease of bones now
known to be due to hyperparathyroidism are also spoken of as
Recklinghausen s disease and 1n certun cises of neurofibromatosis
there are bony thichenings which when they are locahized on the face
or skull may climcally be supposed to be due to 1 hind of osteitss
fibrosn one cause of the clinical appeirances known s leonuasts
ossea I believe howeser that the irregular cranial hy perostoses 1n
c1ses of neurofibromatosts are probably due not to the changes of
osteris fibrosa but to neurofibromatous miolement of the pent
osteumn just as the irregular thickening of the shaft of the left nbiain
the case we shall describe was duc to the wregular Jocalized neuro-
fibromntosis of the periosteum  Hyperplasia of the bone underlyng
or close to a plexiform neuroma or a neurofibromatous pachyderma
tocele (ncurofibromatous elephanuasts and molluscous pendulous
tumours one form of so called dermatoly sis) has long been rccognized
s of occastonal occurrence and this doubtless applies to some of the
cases of bony hyperplisia mn the face wnd head in cases of neuro
fibromatosis

Neurofibromatosis 1s evidently of congemtal and developmental
origin and 1s not rarely familial ~ In regard to the post natal develop-
ment of most of 1ts worst manifestations 1t resembles many other
developmental discases thtt may be famihal such as generahzed
telngectasin of the shin and mucous membranes (hereduary
epstaxis erc) multiple evostoses the delnyed examples of hercduary
ocdema of limbs (the Nonne Milroy disease trophoedema Meiges
disease) progresshve lenncular degenerwuon with hepane cirrhosis
(Wilson s disease) famshal developmental ataxia myotonin atroptaca
sarious primary muscular dystrophues and heredtary cataract

As neurofibromatosis 18 the mamifestation of a congenital develop

Enlarged from the Quarterly Journal of Medwcine (1930) 23 151 (Dr
)

Perdrau died 1n 1939
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of the face must be exceedingly rare  Dr Perdrau once esamuued
the hidneys from an undoubted case of tuberous sclerosis of the
bran and they contamned true neurofibromata (6] The follonmng
are the chief component ugns of the disease most of which are
direetly due 1o the neurofibromatous process

The Cutaneous Pigmentation
This 1s often the earhest sign of the disease and 13 present 1n nearly
all cases 3 wsually takes the form of greyishbrown cafe au law
spots and patches of vanous shades sizes and pumbers distnibuted
especaally over the wunk  To these may be added much darker
spots and vccasionally there may be symmetrical sheet Iihe pgmenta
non not very dark of Jasge areas as the face { facses faumea’) or neck
and shoulders  The pigmentary formes frustes of Rechhinghausen s
disease re i reafity mostly early stages deseloping later mito the
fully deseloped disease  Thus a gart aged 14 years whom I desenbed
i 1905 as a case of Unusnal Cutancous Prigmentanon possibly alhed
to Recklinghausen s Disease 1n addition to scattered cafe-au lat and
darher spots bad diffuse sheer hke pigmentation of the upper part of
the back and nech {see fig 3} well seen in the drawing by Miss Mabel
Green reproduced with a Iarer tccount pubbshed i 1909 When
she was exarmned wgun i 1926 afrer she had been marsied for

. e

Fie 4 a and & ~Reckbnghausen s discas
o G D g) s d a»c‘_kThc same case 9% when
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meningocele) Perhaps this deselopmental connesion 1s aetivlogically
closer with umlteral buphthalmus (congemtal glaucoma) and
haemangiectae and so-called 1niemic nievs [5] A typical case of
neurofibromtosts with congemital absence of the nght ulna was
shown by Haldin Davis 4t the Royal Society of Medicine Notember
19 1931 (not reported in the Praceedings) Hereditary combination
with epidermolysis bullost has been recorded [5)

The discase consists chiefly n the formauon of fibromatous neo-
plasms arsing from the connective tissue elements of the nenes
mcluding 1t has been claimed the sheath of Schwann and perhaps
the rarty of growths mn the central nervous system 1tself 15 due 10
the absence of this sheath 1n the medullated fibres of the white sub:
stince  According to some authors neurofibromatosts may be
occasionally associated with sclerotic or ghomatous patches m the
central nervous system but 1ts assoctauon with tuberous sclerosts and
with Pringle s telangectatic type of so-called schaccous adenoman

fruste
_ Recklinghausen's disea ¢ A gil_with 1 pigmentary forme
wlfcl;f <Scn n l905gat the age of 14 vears This photograph was not Wlustrated
in my published account of the case
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of the face must be exceedingly rare  Dr Perdrau once examined
the kidneys from an undoubted case of tuberous sclerosis of the
bram and they contained true neurofibromata [6] The following
are the chief component signs of the disease most of which are
directly due to the neurofibromatous process

The Cufaneous Pigmentation
This 15 often the earlrest sign of the discase and 1s present 1n nearly
all cases It wsually takes the form of greyish brown cafe-att last
wpots and patches of various shades stzes and numbers distributed
especially over the trunk  To these may be added much darher
<pots and occasionally therc may be symmetrical sheet hhe prgmenta
ton not very dark of large areas as the face ( facies faunica’) or nech
and shoulders The migmentary formes frustes of Recklinghausen's
disease are w reality mostly early stages deseloping later mto the
fully devcloped discase Thus a girl aged 14 years whom I described
n 190> as a case of Unusual Cutancous Pigmentation possthly allred
10 Rechlinghausen s Disease 1 addition to scattered cafe au lait and
darker spots had diffuse shect Iike pigmentation of the upper part of
the back and neck (see fig 3) well seen m the dramng by Miss Mahel
Green reproduced with 2 later account published in 1909 When
she was examined agamn n 1926 after she had heen marned for

PRreTon

Fic 4 a anq b —Recklinghausen s disease  The same case n 1976 when
fully deselope! with numerous molluscous fibromata
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some years tnd had 1 child she was a charactenstic example of
Rechlinghausen's disease (fig 4) with the usual pigmentation and
molluscous fibromatt and a diffuse soft cushion like mass m the
subcutaneaus ussue of the outer part of the nght thigh and a shights
wnder swelling on the right side of the lower part of the nech
probably connected with 2 nerve trunk [7]

Soldan 8] concluded that the cutaneous pigment spots in Reckling
hausen s disease were probably 4 direct result of the neurofibromatous
process m the cutaneous neries but this 1s very doubtful  The con
gemtal e les seem to be indistinguishable from ordinary simple
pigment naevi

The Cutaneous Fibromata
The molluscous fibromata are so well known that they need no
cliborate description nd indeed they used to be known long ago as
multiple molluscous tumours of the skin ~ They are situated chiefly
on the trunk and n nunber they vary from 1 few to many hundreds
and 1 size from miliary to larger than an ortnge  In the illustration
(fig, 3) from the photograph of 2 woman (Mrs M K ) aged 40 years

L/
3
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Fic 5—Recklnghausens disease A woman (Mrs M B) aged 40 yeae
with some fawrly farge molfuscous fibromata on the left upper arm The
photograph was taken in Jinuary 1904 and several sears Jater (December
1909) 1 showed the patent at the Chinical Section of the Roval Sociers ©
edicne (Proc Roy Soc Med (Clinical Scction) 1909 19103 79) bue m
account was accompanied by a different illustration showing the appearance
of the patents bacE “The molluscous fibromata were sud to have gmdua“]‘

red after typhoud fever at the age of 18 vears There was typica

appea
ﬂ?gugh relatively shght cutaneous pigmentation
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some fairly large molluscous fibromata are seen on the left upper arm
They may be scarcely raised or much raised sessile or pedunculated
Those with a thin pedicle are sard occasionally to drop off spon
taneously They are formed from the connective tissue elements of
the small cutaneous nerves as the tumours of the deeper nerve trunks
are from the endoneurmum penmeurium or epineurtum or sheath of
Schwann It ts not to be wondered at that nerve fibres may be
occasionally included or carried nto all hinds of neurofibromata and
m those of young patients 1t seems that newly formed nerte fibres
have occasionallv been found In two or three cases with muluple
scattered peripheral tumours climically resembling Recklinghausen s
disease microscopic esammnation of the tumours has shown them to
be ganghoneuromata (Lhernitte and Dumas) In consistence the
cutaneous neurofibromata are mostly soft as the adjecuve
molluscous (mollis=soft) ymplies but vary considerably some of
them undergo a myxomatous change and become so soft and atrophic
that they resemble a shrivelled grape in appearance sometimes cven
on palpation they seem to form cavittes 1n the shin imperfectly filled
with flud 1nto which the finger up can easily be pressed so that they
are reminiscent of some of the spots met with 1 cases of macular
atrophy of the skin  Whether the socalled muluple benign

of Sch ger and Buzzi are arrophic forms of
molluscous fibromata is doubtful

Just as one or tno congemtal simple pigment nacvt exactly
resembling the ordinary pigment spots and patches of Reckling
hausen s disease are so frequently met with m ordinary healthy per
sons as hardly to consutute an abnormality so I believe that the
presence of one or two small molluscous hbromata 1s not at all rare
m otherwise normal persons

There 15 no doubt that sudden aggravauon of the manifestations of
Recklinghausen s disease may be due to metabolic or endocrine
factors especially preghancy so that indeed 1t sometimes seems as 1f
the onset of molluscons fibromata were due merely to pregnancy
They were said t have gradually appeared after typhoid fever at the
age of 18 years i the case of a woman already referred to (fig )
Some that have pj 1 duning pu y have disappeared after
pregnancy [9] as certan rare h tanc fi 1on
occasionally do  Some also may atrophy or pracucally disappear
ndependently of pregnancy Though the mamfestations of neuro
fibromatosis are largely influenced by endocrine factors 1t seems to
me that 1t would be quite wrong to conclude as some hase apparently
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done that neurofibromatosis 1s 1 disease of endocrine ongin Vanous
endocrime symptoms h1ie 1t 1s true been obsersed 1n patients with
undoubted neurofibromatosis symptoms of Addisons disease m 2
few cases symptoms of acromegaly or mcomplete Frohlichs syn
drome of precocious or retarded sevual development or dwarfism
and of thyrowdal disturbince —hut even so 1t must be remembered
that the sellt turcten or prrustary gland might be directly affected by
the neurofibromatous process Just 2s neurofibromatous filuments hae
been found though rarels ' the suprarenal glind when symptoms
of Addisomsm had been noted [10] * Unilateral supposed mammary
hypertrophy 1n children with neurofibromatasis may well be due t©
1 molluscous kind of dermatocele or local molluscous elephantiasts
1llied to plesiform neuroma (neurofibrona)

Neurofibromatosis of Nerve trunks

This 15 a graver and sometimes a later mamifestation of the disease
In the most typical cises one or more sometimes several of the
nerve trunks can be felt to be ffected espectally by palpitation of the
extremities and sides of the nech Along the course of the affected
nerves there 1re one or more often several bead like nodules whick
my distend the nerve affect one side of 1t or be loosely attached to
1ts sheath 1n the neck such movable nodules may be mrstahen for
enlarged lymphatic glands or the whole nerve may be umformly or
irregularly thickened by an intersunal neurofibromatoss for a
varable length It mught even be suspected that the diagnosis of
famulial chronic hypertrophic interstinal neurins had been made in
such cases but the thickening 1s likely to be much greater than in the
hypertrophic neunius cases which are probably sull rarer The
diffuse or beaded neurofibromatous thickening of nerve trunks in the
extremuties 1s rarely visible on mere inspection well illustrated 1n the
great monographs of R W Smuth (1849) and Alexis Thomson (1900)
More centrally situated tumours on the roots of the spinal and
cramal nerves and on the cauda equina are a feature of some cases
Neurofibromata of the acoustic nerve and others in the ponto
cerebellar groove 1n the absence of generalized neurofibromatosts
Like 1solated neurofibromata elsewhere constitute a somewhat spectal
class The more centrally situated neurofibromara of the nerve trunks
are doubtless more likely to undergo malignant sarcomatous change
than the cutaneous neurofibromata bur they may also mechamenlls
injure the central nervous system and even penetrate mnto it

With these cases of 1 Wishart s synd should
be compared~see [ H I ishart Tumours s the Skull Dura Mater and




1ERIOSTEAL NEUROFIBROMATOSIS 191

Bran Edinb Med and Surg Journ 1871 18 393 and the elabotate piper
1n Bram 1937 60 85 by C Worster Drought W E Carnegie Dickson and
W H McMenemey enttled Muluple Meningeal and Perineural Tumours
with Analogous Changes in the Glia and Ependyma (Neurofibroblastomatosis)
—with abundant references 1o the hterature of the subject Cf L sk
Familial Bilateral Acousuc Tumours Journ Neurol and Psychopath 1932
12 789

Plexiform Neuroma ‘Elephantiasts Nervorum,
Pachydermatocele etc

The condition known as plexiform neuroma (or neurofibroma) 1s an
evaggeration of the more diffuse neurofibromatosis of nerve trunks
mentioned above It 1s mostly subcutaneous It may occur n one
half of the tongue and consntute the condition which Shattock
termed h roglossi fit [11] ‘When 1t 1s sub
cutaneous the thickened nerve cords are somenmes felt surrounded
ty much loose fibrous tissue [12]  Sometimes the loose fibrous ussue
forms the chief part of a subcutwneous and cutaneous swelling n
which enlarged neurofibromatous nerves can be felt  [hus the con
dition 1s allied to the diffuse snelimg known as pachvdermatocele or
chalastodermatocele  and pachydermataceles the flounce like or
fold lihe tumours ( Ltppen Elephantiasis ) and pendulous tumours of
the same nature merge into the condition of neurofibromatous
elephanuasis  In fact all these conditions have been sometimes
loosely spoken of as localized forms of elephannasis —that 1s to say
elephantiasi nervorum  Probably the peniosteum in the neighbour
hood of such diffuse elephanuastic swellings [13] 1s often also neuro
fibromatous and thichened and then the hone under the periosteum
1s lhely to be hyperplasic  Anyhow there are many accounts of
cases of irregular cramal hyperostosis associated with pleaform
neuroma or the allied condition of pachydermatocele [14}

Neurofibromatosis of the Mucous Membranes Viscera and
Sympathetic and Parasympathetic Nerves [15]

It will be sufficient here to mention that in rare cases neurofibromata
have been found in the mucous membranes as in the shim  In rare
€ases neurofibromata have been detected in the stomach (16) unnary
bladder (16) and sarious viscera there were several small neurofibro
mata on the peritoneal surface of the ileum i the case we shall
describe farther on  There are neurofibromatous polyps of the anus
or rectum It seems that visceral neurofibromata are especially lable
to undergo a sarcomatous change

The vagus and sympathetic nerves {16} may be affected wctuding
probably the penartenial nerve plexuses supplying the mbs a
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possible explanation of circulatory disturbances 1n the extremities
met with 1n very rare cases of neurofibromatosts  Involiement of the
cervical sympathetic may gue nise to Horner s syndrome  There 15
‘Cﬂ"ercd ]nem!urc on lmrnthnrnclc ncumgemc tumours

The Osseous and Perzosteal Manifestat of Neurofib
I need not agam allude to the many sarious bony congenital abnor
maliues and malformatons which hive been occasionally mer with
n connexion with neurofibromatosis nor need I menuon the changes
due to acromegaly 1n the very rare cases in which acromegalv has
been associated with Reckhinghausen s disese

In 2 considerable proportion of the subjects of Rechlinghausens
diseqse there has been scoliosic or kyphosts or ky pho-scohiosis Pelsic
deformity due to bone softering has also heen obsersed  Gould [1/]
from a rather Iimted al and histol 1 of

al e
such cases came to the conclusion that the hone softening was micre-
scopenlly and macroscopically indistinguishable from that of osteo
maleia  But 1f this concluston 15 correct 1 does not necessanly
follow that <ome affection of the endocrine glands 1s the pnmary
cuse of the phe; of Recklinghausen s diseace It must not be
forgotten that spinal curnvature 1s relatiely quite as frequent
probably more frequent 1n cases of syringomyeha where local bone
softening 1s probably also the cwuse and yet no one suggests that the
primary cause of synngomyeha is we be found i the endocnne
glands Moreover neurofibromara of the roots of spinal nerves mght
m some cases be concenably a cause of the spinal cursature —there
nught esen be a congenial vertebral malformauon or there nught
be though I think this unlikely a local periosteal neurofibromatocts of
vertebrae as suggested by Brooks and Lehman [18] Ther work
constitutes a most mportant adiance m the understanding of the
bony changes met with 1n neurofibromatosts

These authors made a careful examinauon in sesen cases of
Rechlinghausen s disease with bone changes In ther Case 2 aboy
1ged 12 years (fg 6) there was a d of :
clephantiasis of the left leg and the left tubia was longer than the
nght one  In therr Case 6 a boy aged 9 vears the left thigh was
longer thn the nght one and showed 1n 1rex of neurofibromatous
elephantiasts  In Lehman's Case 8 a woman aged 30 years (fig /)
the enlargement of the right lower limb was very strihing  Amongst
their chief findings by X ray exantunation was the presence of local
bone changes which 1o the radiograms resembled subperosteal and
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cortical cysts  Some of these cysts were bridged over by a thm layer
of bone so that they could be termed cortical instead of subpenosteal
Some of them could not have been felt by ordinary palpation but
athers formed tumours projecting from the bone

- ¢

Fics 6 and /— Neurofibromatans elephantiast and periosteal neure fbro
maosse Dlustrations showny, enlargement of one Linb' from the arucles by

rooks and E P Lehman (1924) and E P Lebman (1976) by thew kind
permussion  Fig 6 1s Case 2 of Brooks and Lehman a boy aged 17 vears
{bose (affected] left Jeg 15 abuiously longer than hus nght leg Fig /1
Lehmans Casc § 1 woman aged 30 years with enlasgemenc of the nght
ower limb I heard from Prof Lehman that this case wa subsequently

f:\ueri;i t0 have multiple fumours within the dura mater 1t several spinal nerve
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Their explnaton of the chinges 1f T may express 1t i shighth
diffcrent terms to those used 1n their description 15 that when a pen
ostea] nerve hccnmet ncuroflhrom'uous a certun amount of reaction
15 set up s af by an infection and processes of hone destruction and
regeneration follow  If peniosteum covers the neurofibromatous
tumour 2 thin shell of bone 1s formed oser the tumour which then
appears m the radiograim as a subperosteal bonecyst  If the tumour
growth farther invades the shaft of the bone and 1s assoctated with
more¢ active circulanon of lymph and blood the whole bone becomes
more porous 1nd phistie  This may of course lead to increase 1n
length of the bone nd to hcndmg or to wregulanty 1f the neuro-
fibromatous process 1s 1rregular and 1f a neurofibroma 1s so placed
18 10 destroy an eptphysis an abnormally short bone mav result [19]
They compare the process to what happens mn chronic inflammatory
condrtions t growing hones  Brooks 1nd Lehman were apparenty
the first to drw attenuon 1o the occurrence of perosteal neuvr-
fibromatosts and 1ts results  Simular condinons hue since then
probably been seen by others even if not interpreted in the same
way [20] In Puschs account of the osseous manifestation in neuro
fibromatosts published 1n 1925 no mention 1s made of pcnosm[
neurofibromatosts [21] It 1s interesting that n one of Lehmans
Inter cases [22] a woman of 30 years n whom there was neure
fibromatous elephantiasis of the nght lower extremty with over
growth of the nght mmnonunate bone there was also 1 newre
fibromatous pch 1c tumour

In 193+ with O B Bode (Proc Roy Soc Med 27 638) I showed 2
remarhable case of neurofibromatoss 1n a hunchback man aged 3> He ha
a pendulous molluscous dermatocele on the night side of the face { neurofibro
matous dermatolysis) and night buphthalmus A bony mass projected on
the n;;h: temple just above the dermatolysts In a simular buphthalmic e3¢
\Murd 1913) found 1 of the cilaey nerves (]
Parsons Pathology of the Eye 3 116) Concermng the kvphoscolio 15 1 thi
cae compare H | Seddon Proc Rey Soc Med (1936) 29 751 and m
regard to the nature of the eye changes in such cascs compare J Foster and
C Poleon (1934) shid 27 1124 K T A Halbertsma (1935) Archi | Ophthat
lé’ 167 and other references given at the end of this paper {Notes S

)

mol
and

The Present Case

When there 1s a diffuse mass of nenrofibromatous periosteum coser
mg 1 considerable area of bone we doubt whether actual penetration
of the neurofibroma 1nto the osseous cortex 1s necessary to give rise
to hyperplasia 1n the underlying bone  In the following case a diffuse
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ass of thickened nenrofibromatous persteum eovered the lefr ubia
which w1s greatly thickened and curved but there was no evidence
that the peurofibromatous growth had rctually penerrated so the
cortex of the hone  We are indebted to Dr G T Srebbing of the
Lambeth Hospreal for cmeal notes of the case and o Mr Ceal
Beadle and M T W P Lawrcnce for the macroscope and micro
scopic deseription of the specimens . vhe Museum of the Royal
College of Surgeons 1o which Dr Perdgau presented them

The panent a woman (F L G) age 47 a subject of gypical
Reckhingh s nenrofib was admstted on Janvary 2>
1921 10 the Lambech Hospirtl ou account of 2 severe acudental head
mjury causing a cerebral ubscess from the results of which she died
on February 28 1921 Ir was also noted thas her Jeft uhia vas con
suderably curved in no way connected with the ncadent and that
she had many moluscous fibromara of the sk No famuly hustory or
past hustory beanng on the latter condinon was obtained At the
post mortery examinanen apatt from the results of the wadent
trom which she died Dr Perdrau noted

There are typical pedunculated and sessile meliuscous tumonss on
the skin smost on the trunk but also om al? four lunbs and fwe  The
largest s pigmented of the size of a polf ball the others are not prg
menred but there are spats and parches of pigmentation especialiy
on the trunh. and thighs There are no tuwmours 11 the central aervous
<ysfem or on any nerve tranks  There are a few small hard tamours
on the peritoneal surface of the sewm opposie the mesentenc
artachment 1arving i size from a sagorain 10 2 coffee bean There
re 30 wmonrs elsewhere in the internaf organs (heare hner kadneys
ate ) exceptng a doubiful one at the up ef the termuform appendin
123} The loft ubta s deformed and bent and 15 covered over the
greazes part of us length anteniorly wih diffnse tummour substance

bling the 5 f of the skin but of denser

texture  The ulna of the other leg 1v not bent

The specimens mounted ax the Roval College of Surgeons are
deseribed ag followns

No 3816 1 ~The left fibula and outer half of the tihia from 2
case of Rechtngfausens disease  The upper threequarters of the
ntertar surface of the shaft of the tiba 1s cotered with a Iayer of
dense hbrons pesve ¢ snch m shickness at as nuddle and becormng
thinner abose and below  The miurgan of the depost s well defined
and s deep surface 13 an contret wuh the bone from which it 1s
readihy derachable  In the section mn addinion to the localized mass
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described almost the whole of the periosteum of the <haft exhibitsa
thickening of sumilr character but less marked  The bane adjacent
to the deposit presents considerable thickemng of s cortes and
1rreguliny of its surface which however 1s quite smooth  The nbi
measures 1434 inches 1n length and 1t +and the fibula exhtbiz a
uniform curve with the convexity ournards (figs 8 9 and 10}

No 3816 2 —The inner half of the left ubit from the same cat

Fic 8—The present case  Drawing by Mr S Steward from the left nbia
and fibula 4 natural size) 1 the Muscum of the Roval College of Surgeons
(No 3816 1) to show the perio teal thickentay, {periostenl neurofibromata 1)
and the trregular hyperpla 1a of the corncal bone of the diaphysis of the ubla
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It shows similar changes the fibrous thickeming of the periosteurn
forming a thick coating over the greater part of the shaft of the bone

Microscopic evamination of the deposit on the bone shows 1t to
consist of dense fibrous ussue with abundant cellular elements the
cells bemng of small size and ovaln form  In places the cells form

Fic 9 —The present case  Photogtaph of the left nbsa and fibula before
plitting the ubia to show the curving of the bones and the great periosteal
thickening over the upper part of the ubia  We are indebred for this photo

raph to the Department of Apphied Opucs Natonat
{:mle’mh P pphied Optics National Institute for Medical
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narrow tracts in which the fibrous element 1s almost absent  The
structure 1s stnular to that of the fibromata of the skin from the same
case (which are preserved as No 3074 2) but a few thichened nenes
are prescm

No 3074 2 —Two preces of <hin from a case of Recklinghaucens
disease A number of firm fibromata varymng from mibany «aze ©

d fibula taken
_The present case  Radiogram of the left ubia and

[Izz'cdc‘.?(h lo‘cﬂ{’o\\ the bending of the bones and the grear thickne s and
oot sequent opicity of the cortical bone of the man pornon of the shaft of
rr]l:: \‘Elgla \\Ic1 are indehted for thi radiogram to the kindnes of Dr Ru el

Revnolds
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one inch in dameter project from the surface  Some of the smailer
nodules are surrounded by a narrow zone of brown pigmentanon
and small areas of pigmentation are scattered throughout the surface
of the skin

Microscopic exanunation shows that the tumours of the skin are
fibromata their outhines are well defined but no capsuie 1s present
The texture 15 dense but the cellular element 1s abundant the cells
being of small size and oval 1n shape The corum 1s somewhat
sclerosed and many of the blood vessels of the papillary layer are
surrounded by a narrow layer of smail oval cells

In addition to these specimens Dr Perdrau has excellent nucro
scopic sections of the thichened (neurofibromatous) periosteum  of
one of the cutaneous fibromata and of one of the small tumours from
the leum  The microscopic structure of the last resembles that of
the others  Thev all show typical neurofibroma as the microscopical
secuions n the Royal College of Surgeons do 1n fact in microscopical
structure. the various tumours examned are exactly alihe (figs 11 12
and 13) Dr Perdrau also has sections of the tumours from all three
localities staned by the silver reducnion method for renculin a
method which he deseribed some years ago [24] for the differenttion
of reuculin from gha fibres axis cylinders etc  Secuons of all three
tumours stain equally well for reucubin by this method

Remarks

With the exception of important observations by Brooks und
Lehman this scems to be the first account explaming the deformuty
of an extremity or other part for instance the shull as due to pen
osteal neurofibromatosis with resutung abnormal thickness or hyper
plasia of the underlying bone The increased bone formation may be
accounted for by companson with the increased length of long bones
caused by chronic osteomyeliis 1n youth as pointed out by Brooks
and Lchman or longconunued chronic ulceranon which causes
peniosteal hyperaemia  As an tlustrauon we figure the case of a boy
whom 1 used frequently to see when 1n 1697 ar the age of 1+ years
the boy was n 1 patient at the German Hospital - The photograph
{hg 14) was taken at that tme by Dr J I zum Busch to whom I am
indebted for it The extraordinary length of the boy s legs was due
1o the abnormal hyperaemia caused by chromic congenital syphalitic
osteo perlostitis [25)  One mught here also call to mwd the group of
cases deseribed by Parhes Weber as manifesung haemangiectaue
hypertrophy of 1 hmb due to excessive blood supply of congenital
developmental ongin [26]



Besides cases figured and

man there are varous descriptions to

FURTHER RARE DISEASES
y unique

The present case 15 not reall

described by Brooks and Leh:
be found 1 the hterature on neurofibromatosis 1 which one of the

ptients umbs was thicker and longer than 1ts fellow These have
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Fic 13
Fics 11 17 and 13 —The present case Photomicrographs (x240) from
(fig 11) the thickened (neurofibromatous) penosteum over the left tibia from
{fig 17) one of the cutaneous neurofibromatous growths and from {fig 13)
one of the neurofibromatous growths of the ileum Note the somewhat
coarser structure in fig 11 \We are indebred for these photomicrographs to
the Department of Apphied Optics Nauon dl Insutute of Medical Research

mostly been classified s examples of fib lept

when they showed a condition of extensne pleaform neuroma or
pachydermatocele of the subcutaneous nssues but 1 some such cases
the hypertrophy or bending of the bone was probably due to over
lyms, periosteal neurofibromatosis simular to that described 1n the
present paper A leg amputated above the ¥nee recemly presented
by Dr Maud Forrester Brown to the Museum of the Royal College
of Surgeons 1n London showed decided increase in length as com
pared with 1ts fellow and a condition of diffuse neurofibromatous
elephannasis  1n addimen there was moderate bur diffuse neuro-
fihromatous thickeming of the periosteum of the shafts of the ubia
and fibula (specimens 5000 5-8)

The famous elephant man (Merrick) whom I once saw and who
died at the London Hospital {27] at the age of 27 years on Apni 11
1890 had many deformuties of the nature of pachydermatoceles as
well as many bonv t}ucLemngs and outgronths  There was no post
mortem exammnation bat irregular periosteal neurofibromatosis may
well have played a part in hys osseous deformities

o
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Further Obseryvations
In connexion with the various pomts on neurofibromatosts considered
or alluded to 1n this paper T venture to make the follomng short
pathological and diagnosuc summary
I Tt 15 quite common 1n the course of ordinary medical eximmna

14 (for comparison) —Case of remarkable enlarpement of the lony
boﬁ’ei of lh(c legs dI:m to congemital syphilis From a photogriph rak:nblr:
1897 when the pauent was aged 14 years  The forearms arc simularly J u
to a lesser degree affected This photograph for which I am mdebte u:
l(;r T P zum Bu ch {see text) 15 10 contra t with cases of honv enlargemen!

g periostenl

accomy
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uons to meet with one or two simple pigmentary or hyperchromic
naevl 1ind hable from the pg spots  of
Recklinghausens disease and to meet with one or two htile
molluscous fibromata of the shin  These hase no importance unless
in association with other signs  When howeser 1t 15 a question of
the narure of 1 chrontc non inflammatory swelling i one half of the
tongue or of a loose fold of superabund sk and sul aus
tissue over one eye or at the side vf the head they have a significance
1 favour of neurofibromatosis as an explanation of the condition

2 The prognosts 1n a case of supposed pigmentary forme fruste
of Reckhinghausen s disease 1n a child or young person should be very
guarded Most cases develop later into fullblown neurofibro
matosis  In young women pregnancy and probably also the onset of
puberty may act as an exatant in the development of molluscous
fibromata etc

3 The rumour like swellings due to plexiform neuroma and those
which have been described as elephanuasis nervorum merge into
pachydermatocele and molluscous subcutancous fibromatous pendu
lous tumours and flounce like folds Changes of the kind have often
been called elephantas: L ) since the term
elephantiasis was formerly appled to any chronic deforming and
unsightly enlargement of an extremuty or other part of the body The
term dermatolysis or dermolysts looseness or loosening of shin
should be avoided 1n regard to pachydermatoceles and the kindred
folds as 1t leads to confusion with the very rare condinon of con
gemtal generalized elasuc shin 1 which the skin is abnormally
loosely attached to the parts heneath it [28] so that the skin of the
chest for instance ¢an be drawn out mn a fold to cover the face but
when released at once owing 1o 1ts inherent normal or over normal
elasticity retracts to 1ts natural position

4 Tumour like swellings of the above elephannastic class includ
ing plexiform neuroma  pachydermatocele diffuse  molluscous
subcutaneous connective tissue tumours and folds are often asso
crated with hyperostosis (hyperplasta) of the underlying bones
whether of the limbs or head or elsewhere There has been grear
confusion i regard 1o the explanaton of the cramal deforunties
ometrmes associated with such neurofibromatous swellings and
pachydermatocele folds of the face and scalp and likewise with
regard 1o the association 1 other parts of elephantiastic swellings
with local osseous hyperplasia

5 In the abote-described case of the woman F L G the osseous
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hyperplasia ot the left uba was assoctated with rrregular diffuse
neurofibromatous thickening of the pertosteum covering 1t and with
bending of the shaft of the bone It remains to be seen how often a
similar condition of neurofibromatous diffuse thickeming of the pert
osteum will be found in cases of gross osseous hyperplasia and
deformuty of an extremity or of the face or shull 1n cases of neuro-
fibromatosis The description by Brooks and Lehman of subperiosteal
nd cortical cysts nd other changes in the bones found by Xray
examination 1n cases of neurofibromatosis consututes a landmark n
the history of our knowledge of the subjeet

& As cruses of chronic thichening of nerve trunks besides leprosy
there are two of congemtal deselopmental nature (a) the exceedigly
rare famihal hypertrophic neuritis 1n which the thickening 1> sard
to be of the sheath of Schwann [29] (b) diffuse neurofibromatosis of
nerve trunks  The latter which 1s only a diffuse and more
generilized sartety of muluple neurofibromata (discrete neurofibro
mtotts tumours) of nerse trunks may be very widely distributed 1t
mas affect not only the spinal nerves of the extrenmues bedy and
neck and probably the head but also the sympathetic and vagu
nerves and the visceral nerve plexuses ¢g about the heart and 1orta

7 Amongst the causes of enlargement norably m bone length of
1 smgle extremity two rare causes of a congenital deselopmental
nature should be betrer recogmzed (a) the haemingiectanc hyper
trophy of an extrenuty (Parhes Weber) already alluded to [26] and
(b) the enlargement due to neurofibromatosis The lhtter 15
generally accompanied by plexiform neuroma (plexiform neure
fibroma) or neurofibromatous pachydermatocele of the soft parts of
the extrenuty both pleiform neuroma and pachydermatocele when
m evtreme degree arc often spoken of as neurofibromatous
elephantiasis but 1t will probably be found that more less diffuse
neurofibromatous thickening of the periosteum 1s nearly always
Iikewise present mn these cases to account for the bony hyper
plasia as it was in the amputated leg to which T have already referred
under Remarks (sec abo €}

Tn cases of both these rare classes the bony hyperplasi 15 probably
mumately connected with excessive blood supply In the haemﬂ:
giectatic cases the increased bload supply 1s the direct result of !n;
primary (des clopmental) vascular abnormality 10 the perioste:
neurofibromatous cases 1t 1s secondary and possthly a reactionary
manifestation as 1t of course 1s In the cases of syphilitre hy pertrophy
of extremities to which I have alluded



PERIOSTEAL NEUROFIBROMATOSIS 203

8 Besides syplulis tuberculosts and leprosy three possible though
rare causes of chrome perjosteat thickening should be remembered

(A} Secondary osteo arthropathy of Pierre Marie The penosteal
thickening 10 these cases commences m and affects especially the
ternunal poruons of the tes notably the phalang and met
cepal and metarirsal bones  Tr s abways accomepanied by clubbed
hngers

(1) Pertosteat lymphogranulomaross This 18 apprrently Linneed
10 the vertebral column 1< probably of more frequent occurrence than
has been suspected m late cases of Iymphogranulomosts mahgnt
(Hodgkins disease) especially when the Para aortc and retropest
toneal lymphane glands are much 1 alved  Chmically ats presence
thould be suspected an such cases when ilateral radating himbar
and suanc pams are contplamed of and of course when paraplegic
SYMpIoMS aTe COMMENCINE whtch may be asyramewnica at first The
tymphogranulomitous periosteal tucheming seemis to commence
symmetsically 1 front of or at the axddes of the baches of the vertebrae
hout the level of the diaphragm and then tends to spread round so
as to male the spinal canal and the epidural fat It has been
specially considered by me i connexion with the occurrence of
cauda equina symptoms and paraplegi Hedglan s disease [50]
Incidentally the lymphogranul process hike the neurofinro
matous process may become sarcomatous 13t}

(C} Pertosteal neurofibromatosis w hich has consututed the man
subject of the present paper  Although undoubtedly 1t was present
m some earlter reported cdses it Was hardly recognized as such f
recognized at 4}l unnt Brooks and Lehinan drew attention to the
subject 11 1924 and recogmzed uts pathological and chmical interest
and mportance  As 1 have endeavoured to explun m ths prper
more or ess pertosteal neur wath 118 ¢ ) hypes
nesia 15 probably present in all the cases roughly grouped together
as npeurofibrommatous elephmtiasts of himbs cspeciatly shose which
<how defimte excess m hone fength {compare concluaens 4 and >}
Such cases are apparensly neuly always umlateral
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gentrabiseas sans ot sans Bell de la Soc de
Pedwatne de Pans 1926 24 269) 1 would suggest that the nght sided hemu
hvpertrophy of the fongue wis mare probabiv of newrefibromatous than of
humphangiomatous matsre  Wiglew and \uende showed (Proc Roy Soc
Med 19% 38 305) a myl oved P vear s tth pleciform neeryma of the
tongae  See Grav & M H Pro Ry Soc Med (Secs Derm) Lond
1999 22 38 the pauent a bov aged 13y wah Reckhoghausen  neurofibro
matosss had a greas nodular enlargement of the median and utnar nenes m
both arms  In regard o vral des ¢ ns n nesrofibecmatosss see also Dillon €
Bnt Demt Journal 1947 72 167 Worvter Drought and Hil Proc Roy
Soc Aed 1930 23 171 VMarun and Groe f 71 Amer Med 45 1931
117 1535 Hankev ¢ T Pre Rou § Mel 1933 26 959 (with palaral
tumour)

U7 Cf A E Barkerscae Tra  Med Soc L td 1917 35 36 1 ag
able to palpatc the o elhag Msclf (n 1y wa N See alo Bell G and
fngis K Med §j o 457 g §95 2 43 axaeof plevform pevroma
avogrited sath @ ant m af ne fiover

[83] In repord 1) the adjecn o efephanta uc ¢ elephantiasic of Esmarch
a;raxg Salenamefl 0 oraph Pﬂestlcp(c’a i ischen Forme 1 Hamburg

> al o Cora o 4+ o ed 1037 35 ) 39
Bng Jat ¢ De @ 1931 93 414 B 13 Smand L.

134) Compare remark by Weber F Parke oo a comphicate | case of neuro
fbromat 15 with 3 vmmerrcal facral bpero o ts shown by W Russell Brarn
atthe Neuzol Secs £ the Ros Soc Med on November 10 197 o repored
m Bam Lond 1978 51 13 Vanous of the evrher cases of neurofibro
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matosts assoaated with parual cramal hvperost
by Weber F Parkes Bt Journ Chuid s Lond 19107 13 16 Ataor
hase mentioned and discussed not only the teregular areas of cranial h percs.
ltosu somettmes connected with neurofibrontatous conditions oclz:h]: sof:P;:ﬁs
l}?.;:x)lx:l‘;;hem but alsobg:tchcs of 'h'""fs‘bmé““l atrophy or decalaficanon
n v X ray of the shull
mn Jmll-lems with R:ci\lmghauscns disease  Cf Brooks and Lehman (1974)
i chman (1926) both referred to further on and Stahnke E Deut
Zesschr f Clur Lewpz 1922 168 6 On the whole subject of the cramal
ﬁ?anfclsh in neurofibromatosis and for_references on the subject see also
- nlr; ew;.\'lerh “ybxd 1927 Z‘O'S 239k 257 also \Weber F Parkes and Bode
s
anJd Multiple Changes in the Face and Skull Pr‘;:'mk‘;ml;:c“)‘\l%:?“l‘;“‘ﬁ“%
(striking 1llustration) ?
"“[(}SJHSLCBM‘ICT]CE 1'3 ‘N and Ch‘:lsel:”‘c'r E  Ueber d‘le 1,,astro lm:(:lxna}ien
£ Path Auat ' Fhysiol Berhm 1936 261 80, gy Tehew s ek
16] In a cise of generalised ncurofibromatosts under M, !
}mnd 1901 1 78) there was a neurofibramttous (umnu’r ufot‘h,:}:;:\zu(sl‘:’e’r[\ee
n a case described by Preble R B and Hektoen L (Anmier Journ Med S
Philad 1901 121 1) there were tumours of the vagus and cervical svmpa
thetic nerves and their branches 1n ther Hustration of the affected sagus
nnd sympathenc nerves about the base of the heart and large 1essels in the
thor1x a subpericardial neurofibromatous nodule 1s also shown In an annota
ton 1n the Lancet (1979 2 1364) we read that amongst the recent addimons
to the AMuseum of the Royal College of Surgeons there are speaimens of
Reckling} s disease 1l the remarkble convoluted masse of
enlwged nenes and the extensue tmoliement not only of the perpheral
nerves but also of the great plexuses the sagi and other cranial nerves and
the sympathenc nervous system Ve find that the last specimens tlluded 10
e Nos 50901 50902 50903 and 50904 (all from one case wnd presented
by the London School of Medicine for Women) In regard to moliement
of the stomach see Barber T H T Trans Med Soc Lond 1932 55 9
and Aksel Brit Aed fourn 1944 2 369 Re neurofibromatous epulis see
Hickman E M Journ Path and Bact 1937 35 146 For neurofibromatosis
of the urninarv bladder see Chalkley and Bruce Journ Pediat 1942 29 632
[17) Gould E P The Bone Changes occurring in_son Recklinghausens
Duease Quart Journ Med Oxford 1918 11 771 Regarding spontaneous
fractutes 1n neurofibromatosss 1 have heard of & casc in Fngland and see
Ammehn G les dystrophies osseuses de la neurofibromatose Panis 1933
Pughs case of kvpho scaliosts 1n a girl with heredutary _neurofibromatosis
(Proc Roy Soc Med 1930 23 1327) showed involsement of several vertebrae
[18] Brooks B and Lehman E P The Bone Changes in Recklinghusens
Neurofibrematosis ~ Surgery G‘Knemlaqy and Obstetrics 1974 38 58/ 9>
Uhlmann E and Grossman {Arch” Bt Med 1940 14 715} recard tho
cases of neurofibromatosis one showing marked cvstic changes in the man
dible the other enlargement and bowing of the tbia with elephannasis
nervorum ~—also osteoporosis and deformity of cervical vertebrae mn she region
of a rapidly growing neurofibrom? Cf Tanners casc froc Roy Soc Med
194 4% 4)’7[; & ?
’
[19] For refercnces to older iterature on the connexion of lengcheming or
h see Stahnke  Ueber

shortening  of wit
randerungen bet Deut Zeschr f Chir Lepz

Knnch
1922 168 6
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0] Cf Babannery Touraine and Poller Ball et Mem dela Soc msed des
hop de Pars 1915 senes 49 1601 Tiuer (Lvon} repors i Presse
medieale Pans 1973 33 1689 and other scattered observattons

{21) Puech A Pans medical 1925 ST 507

{"}Lehman E P R b 5
Archi of Derm and Syph Chicago 1976 14 1 §

[23] Cf Hoey T Reckhoghausens Dusease assocsated with Fibrom of the
Appendix  Brit Med Journ 1928 2 430

4] Perdran ] R Journ Path and Bact Edimb 1923 24 iy

{25] The case was descrebed and figwicd by M R VW Packet n s arucle
on Svphilis n Gould and S arren s Internanonal Text book of Sur.ery
1900 2 (80} and was referred to by F Parkes Weber m A Mot on Con
genutal Syphuline Ostews Deformans Bt Journ Chid Dis Lond 1908
3 The pauent when seen by Dr zum Busch i 1913 srween yeats
after the phatagraph was taken had no signs of actie sephils  but the hones
were of course sn)‘l’ somewhat deformed

{26} Sce Weber F Parhes Efacmangucinec Hvpunrophy of Limbe  Bet
Journ Chid Dis fond 1918 15 13 Gray 1 Haeman,tectatic
Hipertrophy (Parkes Weber) Proc Roy Sor Med (Sect Derm) Lond
1978 21 65 \anous other plcs of this farc congemital deselop 1
bnareility ate referred to m these papers and 1 hase seen an account of
the condition 1 France it whach 1t 15 stated to be apparently cotumener m
Eupland! The condition has atso heen termed i Argentina the Parkes Weber
and Khppel syndrome  For 2 1eview of the whole subject see Rewchenheim
P P S Banth Hospual Journal London 1933 wartime sehcs 433

{7/} See the lustratons of the €l hant man i the B st Med Jaurn
1896°2 1188 1890 1 9I6 1973 16535 See also Treves ¥ A Cse of
Congenical Defosruty  Trons Path Sac Lond 1885 86 394

28] Sex Wigber ¥ Parkes Chalasodermua or Loose Skin Ural gc and
Cutaneons Review St Lowms (Misoun) 1973 27 407 For cuus laxa m
connexton with the Ehlers Danlos syndtome ses i eber F Parhes Brit Journ
Dermatology 1936 48 609

{79} There are two tvpes that of Degerme and Sotta and tint of Pierre
Mred Y amw o of Deyerines nipnal familial cases m Pans wout 1973
Dr Magdonald Critchley has posared out to me that familsal hvperrrophic
neunus 1y E 1y rehited to according, w the wark
ot Breluchaweke ] t7m { Psycl 1 “vet of Lepz 1973 23 18 Verocay §
{ Zur henntis der Nowrofibrome  Bewr  palh Anat & Allg Path Jena
1910 48 1 69) thought thar the tumour of Recklinghau ens dnease for
which he suggestcd the torm peuns math 2o ¢ from the cells s the sheath
of Schwann but thes wsesy has beed snle panally accepted  More recently

Grav n a paper n The Hstigenesy Red\rmqhm\m Duesse
{4rch of Netrol a1d Pyl Chicago 1979 22 91} for veference ta which
T o indcbted o9 Dr Perdro de enbed 1o cue o both f ahieh 2 fibre
sarcomatous chant, had occured o me «f the e cave senal Ancro cop
e (b tumur ast g mt frm e cells of the cheath of
Schnann bit fr m the pex ncural CpmecIne ns ve

B0y Wuher P Parke  Paaplega and Couda Equma Semptoms i
Lvmph graml mat 33 Mal na Quart Jorr: Med Oxfard 1973 17 1 5
dory dag) wa n 1vmph ranulomta s \aligna and Leuhaernia frter
natonal Cl vc  Phlad 1976 Ser W 1 17 136 Weber and fok

el o1 Ls ophouranul matos  Mahgna and Tvephogranulomatous

Ioflratt n of i Epdura} Fat Lan et Lond 197 2 806 P noacal
tachenne € the  riebroe mav howeser be pre ent without cauda equina

cmpt m 1 pareplegn and thew Jaier smptom mas ooty R Cases f

and the Skeletan
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lymphogrinulomito 1s maligna without penosteal  thickening—df  abose
references and also Fast and Lightwood Lancet Lond 197, 2 80y and
Carslaw and Young Glasgow Med Journ 197, 108 193  For a somenhat
Bous sy \: leration over various bones 1n Jumphatic
teukaemin and aleukaemic lvmphadenoss (duc to subperostal leukaemic
wfiltration) see Taslor H K Penosteal Chanyes 1 a Case of Lymphanc
Leukaema Radiwology 1976 6 523
[31] Cf Weber F Parkes La lymphogranulomato e mahigne ou granulome
de Hodglun et 11 question du swwcome de Hodghin  Strasshourg medual
1926 84 255




XXXVII

HEPATOMEGALIA GLYCOGENICA
FRANK SARGLNT

Svnomyms ~Glycogen  disense  glycogen storige  disewe  hepato
nephromegabia gheogemiea cardiomegilia glveogemea  theswuns
mosis plycagemica son Grerhe s disease

History —This rare disease of children was described by severat
authors before von Gierke whose name 1s often attached to 1t
reposted 2 cases with post mortem findings

101921 Wagner wnd Parnas of Vienna reported the case of a 4 year
old gir} who had enlargement of the hyer from the 1ge of 3 months
with hetonuria but no glycosyna  Sugar appeared n the unine after
% ihet nich m carbohy drate and later she developed diabetes melhitus
Consequently this case 1s not exacthy typical of the condition

Worster Drought (1923) m thuis country exanmed a 10 yearold
frl 0 1920 and found enlargement of the Iner with ketonuna and
acetone m the breath he shoned her before the Section for the Study
of Drcease in Chuldren of the Royal Soaery of Mediame London n
192: a5 2 case of enlarged her with persistent acetonusit and
diaceturia (fig 1) The Iner hvm and smooth was felt 3 m below
the cost1l margin  The spleen was not palpable  The urne con
famed no sugar but acetone and diacetic Aeid were both pervstently
present  The girl had = profound dasbihe for and mtolerance of fas
The parents stated that between the ages of 1 wnd § years she had
faded 10 grow had shown swelhing of the ahdomen had contulsions
for a tme and also cyclical vormnng Hepaue efficiency tests gave
normal results  The Wassermann reaction wis gegitne It nas
suggested that this case was a case of constitunonal metabolic
disorder munh wmalimg the ner Shown agan w1935 the
patient had cusdently outgrown her disease the hyer was no fonger
enturged and there were no sunproms except thar <he continued to
show occieontl acetone in the breath and urine  She was then 5 fi
6/ m in heght 1od neighed 9 st 5 th A brother had died of
hdney i ense 1t the age of 3 vears and was sud by 4 doctor 1o
hane had enlarged lner and spicen

Snpper nd an Creveld of Amsterdam (1928) reparted the cse
of a boy aged 7 yaars his hver had heen enlarged since he was 3
months old and hic ateo shoned heranuna without ghycosuna m dd
tion 1o oachic sonung
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In 1929 von Gierke {Germany) published the post mortem findings
in 2 cases  Both showed gross enlargement of the Iner and i one
case the hidneys also were enlarged 1 both cases the Iner and
kidneys were laden with glycogen which was clearly the cause of the
enlargement

Since this date many further cases have been reported notably
those by T'llis (1933-34) 1n London which showed 4 famihial yncidence
m o mstances (fig 2) and cardiac enlargement demonstrated at
wtopsy 1n one case Pompe (1932) reported a case of cardiac enlarge
ment due to glycogen accumulation with 1utopsy notes An excellent
historical revtew with full bibliography was ginen by Athnsonin the
Brinish journal of Cluldren s Diseases m 1959

Pathology ~The diserse consists essenunlly of an  abnormal
recurnulation of glycogen in the ussues especitlly the Iner lthough
ather orgns may be smolsed Thrs greutly mcreased storage of
glveogen results from a congenrtal defect 1n the carbohydrate enzyme
system whereby the normal comversion of glucose mto glycogen 13
prevented and hhewsse the molnhizatien of glucose from glyeogen
The defect does not appear to be of the glycogenolytic enzyme wtself
nor 15 the glycogen abnormally stable for it can be broken down mto
glucose by the addition of a mash of normal lner the concluston
therefore 1s that the nussing factor 15 one which forms a link betneen
glycogen and the enzyme (Lancet 1948 1, 296) Laevulose and
galactose 1re not affected by this discrepancy for they are readily
converted mio glycogen but the glycogen so formed does not vield
glucose (Mason and Anderson 1941) The accumulation of glycogest
m the tissues somewht resembles the thnormal storage of hipoids 10
Gauchers disease and in the Niemana Pich dicewse but m o0
Grerkes disease the glycogen 1s found in the parenchymatous cells
while in the lipordoses the hipords are in the renculo-endothehal cells
Other ussues <ometimes 1nvolved are heart hidneys muscle and
bram  The spleen 1s never enlarged but the enlarged left lobe of the
Iner has sometimes been clmically mistaken for the spleen  In 21
cases that came to autopsy the organs affected were as follows hyer
alone S hier and heart § Iner and kudneys 4 hearr alone » Tier
tadnevs and heart 1 The Inver was usuilly very large and m one of
von Glerkes cases it \wexghed 2750 grammes ‘While glycogen 18
difficult to dentonstrate m the normal hver becawse 1 18 rpidly
destroyed by ferments after deith m thrs condition 1t is reacly
<amed with Bests carmine stamn and s demonstrable 1n the clear
chistended parenchymatous cells of the hiver at least tnenty four hours
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after death  There 15 no decrease in glycogen content after keeping
the liver 1 the 1ce box for 1 week but there 1s a marked duerese on
muymg with normtl liwer which supphes the adequate enzyme
camplen (Boyd) The hetosis winch 15 so constantly found was
formerly thought ro be caused by the incomplete combuston of fts
1 the presence of 1 low blood sugar It 1s now believed however that
hetone bodtes are normally formed 1n the Iner and vulized by the
ussues but that when fat hatrbohismr 15 excessne the tissues cannor
cope with the addintonal ketones which then appear 1n the urine and
breath  This 15 not dependent on any change in carbohydrate
metabolism  The normal sequence 15 glucose glycogen glucose but

here 1t 15 glucose fat(flucmc

etones

Fic 1 —C W rter Droughts case at the age of 10 showmn, tubert
of abdomen due to the enlarged lner 0 L
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The theory that undue stability of glycogen through hinkage with
protemn 1s the reason for glycogen storage has not been proved and has
been discarded  Dyspituitarism has been tnioked as the centre of
the derangement of carbohydrate metabohism but here also proof 1s
Iaching

Symptomatology —The disorder 1s a congemital and sometimes
famihal disease which exists from birth or an early age It affects
either sex  First cousin marniages in <ome of the affected families
suggest that 1t may be transmutted as a Mendehan recessive (Ells)
The complaimnt for which the parents generally bring the child to the
doctor 1s patnless enlargement of the whdomen (fig 1) On examna
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tion the enlarged liser 1s found to be the cause of this swelling wd
1t may reach as far down as the pelvis 1t 1s firm and smooth without
tenderness It may fill both sides of the abdomen and the left lobe
has been mustaken for the spleen Growth is usually stunted the
child appears to grow up round its liser  Infantiism has often been
noted m older pauents A smell of acetone m the breath draws
attention to the hetosss which 1< invanably present analyas reveals
the presence of acetone and diacetc aaid n the urme but no sugr
Intolerance of fats 15 2 common complaint  Comvulvens have been
reported and are probably due to hypoglycaenma although 1t 1s
possible that deposits of glycogen i the bramn are the cause Obesity
15 somettmes met with 1nd this together with the occurrence of
mfanuhism has Jed to the incnnunaton of the peutary as the source
of the dyscrasia  Cardiac enlargement with or without enlirgement
of other organs has been demonstrated m some cases and to this
association the term cardiomegalia glvcogenica has heen apphed
Sudden death may occur from this cause Delay 1n storage of glucose
1s shown by the abnormal sugar curve with the glucose tolerance test
while the difficulty 1n the mobihization of glucose 15 shown by the
lack of response to an injection of adrenaline  Brochenncal tests show
hypoglycaenia mcreased blood glycogen (more in the red blood cells
than m the serum) and mcrensed blood cholesterol  Among other
unusual signs and symptoms reported are facial telangiecrases
myxoedema  with macroglossta  xanthomn  piymentation  and
osteoporosis

Prognosis —In the absence of intercurrent disease the pauent may
lead a normal healthy hfe indeed the discase may undergo spon
tineous cure Worster Drought s onginal ca e 1s alne and well today
2 the age ot 59 (persenil communication)  In many cases however
there seems to be a poor resistance to infection tnd most of those
which have come to autop y have died from intercurrent infecuons
such as inlluenzn pneumonit etc  As stated previously cases with
crdiomegaly mav die suddenty

Treatment —These children should be protected from infection as
far as posaible A high carbohydrate diet with Imuted fats suite
thein be 1 Pinurtary extracts hase been tried without much success

In a few cases X ray therapy has been apphed 1o the enlarged liver
but the reported results are vartable
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HAEMANGIECTATIC HYPERTROPHY OF LIMBS AND
HAEMANGIECTATIC HEMIIYPERTROPHY
F PARKLS WEBFR

Ar the beganning of this century 1 great many cises of developmental
enlargement of himbs were shown at the Soaiety for the Smdv of
Disease n Chnldven at the Clmucal Souety of London and later at
the corresponding Sections of the Royal Society of Medieme 1nto
which the fitst tv 0 socteties were merged  Usually one or hoth lower
himbs were affected and most of the c1ses belonged o what 1 now
prefer 1o term the Nonne Milroy Muge class of chsonic develop-
mental ocdems (the terms trophoed and lymphoedema are
unsausfactory) often leading to ane form of non tropiea) von filanl
clephannasis  In all these cases the enlargement 15 confined 1o the
soft parts and 1s not assouated with wy mereased length of the
fferted limb  Often more than otte member of the family e
affected {domnant Mendchan heredity)

But occasionally cases of another class of congental or develop
mental enlargement of limbs were shonn ~usually a single upper or
lower hmb (for a possble excepuion—-both lower lmbs—sce
L Ombredanne Re- d'Orthoped 1914-1917 § 431) without any
ocdema of the oft parts and (in typral cases) alwavs accompanied
by mcreased lenyth of bones no history of anything simalar 1n other
members of the fasmly can usudly b obtamed  n neutv all cases
there 15 obvious enlargement of artentes or vens or both (phlebar
wntttsy m the affecied himb and omenme  there may be 4
developmental communication berween artertal and venous chmnels
producing symptoms similar to those of traumatic arteriosenous
aneurysm  There arc often wlangiectanic or other vascular
hamartomart —and somchmes other forms of hamartomata~m the
affected extrermny or other parts of the bodv  Socalled congenmital
1arcose 1eins way constitute a feature w ths class of cases  These
cases differ from the remarhable cases of monstrous enlirgement
{triee gigantiem) of hand  feet fingers or toes by the absence of
special haemangectasis m the latrer class 1n shich enlrgiment of
nerve trunhs may he enarmous  Telanxtectwic hypertrophy of
limbs 15 a develap ! dvsplasic cond and 15 iy qot
very rasely a socated with other dysplastic errors of de\e!opmcm

4 G Watkins (Brit Med Journ 1941 2, 539 recorded 2 case of
contgenital arteriovenous anastomosts and h1em.mglmnuc hvper
traphy with Ivmiphangiectasss and mtermuttent Iymphorrhagir  In

'
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the case of a2 man aged 33 shown by D I' Bedford (Proc Roy Soc
Med 1938 21, 557) the haemangectanc hypertrophy  (with
phlebartertectasts) of the left arm was associated with coarctaton
(stenosis) of the aortic 1sthmus —an example of the assoanon of mo
hinds of congenital or developmental abnormality 1 the crculatory
system analogous for instance to the 1ssocration of coarctation of
the aorta with congenitilly weak spots 1 the arteries 1t the base
of the bram leading to derelopmental (not necessanily congenital)
aneurysms

The primary urge (whatever mny be 1ts cause) to hiemangtectatic
bypertrophy of hmbs 1s not likely to be a local deselopmental
enlargement of blood vessels  The enlargement of blood 1 essels and
the enlargement in length of the 1ffected linb are more probably both
due to 1 primary urge of unknown nature though increase m size
of nutrient arrenes of bones can probably lead to mcrersed nutntion
and hence mncreased growth of bones I' Parkes Weber (Proc Roy
Soc Med 1932-1933 26, 52) showed 1 boy aged | year and 4 months
with developmental hypertrophy of the right lower mb which could
have been included s one of hiemangrectatic hypertrophy but there
was no obvious haemangiectasis of any hind m the affecred imb It
was  therefore suggested that mn cases termed devclopmental
haemangiectanic hypertrophy the hypertrophy might be due not to
a primary haemangiectauc condition but to an unknown urge
which causes both the hiemangtectasis and the hypertrophy

My ongnal paper on the whole subject which I will reprint here
was published m the British Journal of Children s Discases (1918 15,
13) under the heading Haemangiectauc Hypertrophy of Limbs—
Congenital  Phlebarteriectasis wd  So cilled  Congenital  Vancose
Vemns -

There 15 2 kmd of congemtal or deselopmental hypertrophy and
dilatation of artenal and venous trunks especially those of one of
the upper limbs—a tumour lihe haemangiomatous overgrowth 1n
the vascular system which may be I think roughly compared 10
conditions of pleaform (ilso called vermucular or cylmdrical)
neuroma (German  Rankenneurom )—one kind of elephanuasis
nervorum —in the nervous system  Both the arteries and the vemns
of an extremity may be v olved and sometimes the communication
between the artenal channels and the venous channels may be so
free that a defimite kind of thnll or pulsation rhythmical with the
1s mmansmitted to the vemns as i cases of

hearts contractions
The conditton 1s

Arterto venous anastomosls of traumatic ongin
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best termed g 1 or develop | phlebarteriectasss and m
1ts most typical forms 1s seen confined to one of the upper or lower
extremities but cirsoid aneurysms and plexiform haemangomata
(plexsform racemose or anastomotic aneurysms—German Ranken
angiom) as met with about the scalp and face are probably some
umes of the same nature

When (as m Bockenheimer s ease—see further on) n one of the
extrermties the phlebarteriectasis 18 almost confined to the vens
(congenital or developmental phlebectasis) 1€ when the artenes
are only slightly affected in comparison with the veins we get an
example of one kind of the rare so-called congenutal varicose verns

Phlebartenectasts may be associated with ordinary lunds of
capillary or venous angiomata just as in some cases of yon Rechling
hausens disease (ncurofib plexaform may be
associated with ordinary neurofibromata of the shin and subcutaneous
tissue

An extrenuty affected by congenital or developmental phleb
arteriectasts 1s pracucally always longer than s fellow and this
increase 10 size of the imb has sometimes been spoken of 1s gigan
tism or giant growth Bur in cises of typical true giganusm or
glaut growth {as met with especially i one or two fingers or toes) the
hypertrophy 15 much greater and the blood vessels are not specially
mvolved that 1s to sav not more than the other tissues of the hyper
trophied part Tor the hypertrophy of a limb connected with
congenital or developmental phlcbarteriectasis I now prefer the term
angiectatic or haemangiectatic hypertrophy

Cases of this kind of hypertrophy of limbs have been described
under various headings and they should be especially differentiated
from cases of the type of hypertrophy met with in hemthypertrophy
The latter type may T belteve be Limuted to one of the four limbs
or sometimes the lower limb on one side of the body may be affected
together with the upper imb on the other side (so-called crossed
hemihypertrophy?) Hemuhy pertrophy 1s not rarely associated with
the presence of ordinary kinds of haemangiomata but 1s not
associated with typical phlebarteriectasis that 1s to say 1t 1s not
ssoctated with excessive congenital or developmental hypertrophy
and dilatanon of the artenal and venous trunks in the affected part?

M now think that some of these cases of hemihypertrophy are of the same
nature as develop hypertrophy of limbs - compare my
remarks (above) on dcu]a})memal hypertrophy (in length) of Limbs without

obvious haemangiectasis of any kind 1n the affected extremity—F P W
March 1 1949

e
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the case of 2 man 1ged 33 shown by D E Bedford (Proc Roy Soc
Med 1938 21, 557) the haemangiectauc  hypertrophy (with
phlebarteriectasts) of the left arm was associated with coarcation
(stenosis) of the 1oruc 1sthmus - an example of the assocration of mo
hinds of congemital or developmental abnormality in the arculatory
system analogous for mstance to the assoctation of coarctation of
the 7orta with congenitally weak spots 1n the arteries at the base
of the brun Ieading to developmental (not necessarily congenital)
'meurys'ms

The pnmary urge (whatever may be 1ts cause) to haemangiectatic
hypertrophy of hmbs 15 not likely to be a local desvelopmental
enlargement of blood vessels The enlargement of blood vessels and
the enlargement in length of the affected ltmb are more probably both
due 10 a pnmar) urge of unhnonwn nature [hOllgh merease m size
of nutrient arteries of bones can probably lexd to mereased nutrtion
and hence increased growth of bones  F Parkes Weber (Proc Roy
Soc Aled 1932-1933 26, 57) showed 1 boy aged I year nd + months
with developmental hypertrophy of the night lower hmb which could
have been sncluded s one of haemangectatic hypertrophy but there
w1s no obvious haemangiectasis of any hind m the affected mb It
w1s therefore suggested that m cases termed developmental
haemwngiectatic hypertrophy  the hypertrophy mught be due not 1o
1 pnimary haemangiectatic condition but to an unknown urge
which causes both the haemangtectasis and the hypertrophy

My oniginal paper on the whole subject which I will reprint here
was published i the British Journal of Cluldren s Diseases (1918 15
13) under the heading Haemangiectatic Hypertrophy of Limbs—
Congenital Phlebartertectasis and So-called Congemital Varicose
Vems -

There 15 2 hind of congemital or devclopmental hypertrophy and
dilat1on of artenal and venous trunks especially those of one of
the upper himbs—a tumour like haemangiomatous overgronth 1n
the vascular system which may be I think roughly compared to
conditions of plexiform (also called sermicular or cylindrcal)
neuroma (German Rankenneurom )—one hind of elephantivss
nertorum —in the nertous system  Both the arteries and the veins
of an extremuty may be mvolved and sometines the communication
between the artenial channels and the venous channels may be so
frce that a defimte hind of thrill or pulsation rhythmical with the
1s transmitted to the vems as in cases of

hearts contractions
The condition 1s

Arterio venous anastomoasis of traumauc origin
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tasts) of the whole left upper extreruity The course of the arteries
was normal and there was no abnormal communication to be dis
covered between artenes and vewns  Fxanunaton of the arrertes
showed only shight sclerotic changes  The presence of an ascending
pulse 1n the vemns was explained as due to extreme dilatation of the
capilfaries connecting the arteries with the vews  The humerus of
the affected (left) side was longer by one centimetre than that of the
normal {right) side nd Bocken compared this { bony
growth to the thickening of bones sometimes met with 1 cases of
chromic valvular diseases of the heart
Ebstemn [12) has met with three cases of phlebartenectass  The

first mnvolved diffusely the whole left upper imb of a man aged 24
years and that extremmty was 5% cm longer than ws fellow of the
nght side  The second case was that of a girl aged 14 years whose
right forearm was 3 em longer than her left forearm  The third
case was that of a man aged 49 years His left upper extremity

vell shown m the photograph figured in Fhstemns account felt
deardedly warmer than the right upper extremity and was an excel

fent example of phlebarteniectasis  The left forearm was 2 em

longer than the nght forearm  There was no evidence of any cardiac
disease or abnormality  Ebstein speaks of these three cases as being
the mnth tenth and eleventh descbed mn the lwerature of the
subject  He regards the condition as mostly congenital and thinks
that (as b O Weber pointed ous) one of the upper extremyues 1s
more often affected than one of the lower extremities

A speaal kind of congenttal rancose vremns tn extremities may

passibly he due to congenital obstruction m the mawn venous trunks
of the affected hmbs  Pierre Lerebouller {13) and Lows Pett at the
Soctete Medicale des Hopwaux de Pans (February 7 1914}

demonstrated a case of the hind namely that of a man aped 52
years with congenital varicose veins of the left upper extrematy The
consequent progressive swelling and deformuty was associated with
« fragihty of the hone evidenced by an ununited fracture of the
forearm L H Pent [14] who 1s referred to by the above mentioned
wrters collected together m 1880 vanous examples of congenital
varicose vemns of the arms possbly due ta congenutal obstructon m
the subclavian vem ] Brau Tapie [15] n 1914 collected about a
dozen cases of congenital varicose veins of the lower extremities

come of which eapillary angiomata were likewise present  An

example of congenital vancose veins of the nght lower extrenuty

aman aged 38 years was figured 1n 1914 by H Simon [16] The case
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From what s known as congemtal {or early developmental)
trophoedema or trophic cedema of extremuties (H Mege etc)
which sometimes runs i families haemanguectatic hypertrophy of
limbs may be disungmished by the absence 1n the former of the
vascular abnormaliies associated with the latter condition and like
wise by the absence in the former of actual ncrease n the Tength of
the hones of the affected hmbs {1}

Amongst of cong or develop I phlebartert
ectasis with haemangectatic hypertrophy of imbs I shall first allude
to Sir Thomas Smiuths case which he described 1n 1882 as one of
Angiectasis of the Hands and Fingers [2] The patient was a female
aged 25 years  The affected hand was much Jarger than s fellow
and 1ts temperature higher  The subcutaneous ussue was occupred
by dilated and tortuous veins  The artertes of the fingers hand and
forearm were greatly enlarged and somewhat tortuous When the
hand was lightly grasped a purring thrill conld be felt  According to
the mother the hand <eemed normal ull the pauent was one and a
half years old

H Braun [3] and hus pupi! Lawen [4] have contributed valuable

papers (1902 and 1903) on the subject The latter explains the con
ditton of general diffuse phlebarteriectasts as a spontaneous of
wdropathic progressive dilatanion of the blood vessels of the affected
portion of the body the dulatation involving the arteries capuliries
and vemns of the part he thuinks however that the process 1> not asso-
ciated with any actual new formation of blood vessels Lawen gries
a very detailed account of the case demonstrated by H Braun m
November 190! before the Medical Saciety of Lewpzig  The pattent
was 2 man aged 43 years whose right upper extremuty had been
more or less affected by the phiebartenectasts from ciuldhood and
the case was a typical one Lawen has carefully reviewed and classtfied
earher ¢ases described by Letenneur (1859) {S] krouse (1862) 16
Nicoladomt (two cases 1875 and 1877) [7] A Obalmnsky and
T Browicz (1875} (8] and Fischer (1880} [9] It was harl Otto Weber
[10] who first scparated off the group of cases which he called
Genumne Diffuse Phlebarteriectasts and in which there 1s not neces
sarily any abrormnl arterjovenous anastomosis present from the well
known traumttic cases of varicose ameprysm connected with
abnormal artenosenous anastomosts In phlebartenicctasts he sud
the affected extrermty was generally an upper not a lower one

Phitipp  Bockenhermer [11) m 1907 carefully desenbed an
example of genuine diffuse phlebectasss (s opposed 0 phlebarteriec
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T now feel certain that some cases of congenital or developmental
hemhypertrophy are of the same nature as what I call haemang:
ectatic hypertrophy of imbs A possible example of the type of
case to which T refer was shownby M W Arthurton (for David Levi)
at the Paedutric Section of the Royal Society of Medicme on
January 28 1949 The pauent 1s a boy aged 4 years with enlarge
ment of face ear nose palate cornea and pupil on left side The
left eye 15 promment but the fund:t are both normal There are
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of cangenital elephantinsis of the right arm 1 a child {17} described
and figured by C T Dent in 1910 rmught have been due to congenttal
obstrucuon 1n the mam venous chaunel of the affected mb or
possibly 1t was 1 genuine example of congenstal phlebartenectasis
but the conditton seems to have been associated with extensive Iymph
angiectasts and wich cavernous angloma

The following cases may represent lesser forms of true phieb
arteniectasts At the Soctety for the Study of Diseases in Chuldren
C O Hauthorne {18] n 1902 showed a boy ged 10 years with
hypertrophy of the nght loner mb which was 3 cm longer than
1ts fellow  The skan of the nght foot and of the nght leg was unduly
warm the vems were prommnent and the arteries both in front of
and behund the ankle joint were apparently didated On the dorsum
of the foot were certain patches which gave nise to some discussion
but which i mv opinion were hacmangiomatous or partly lymph
angromatous At the same Society m the same year A B Roxburgh
[19] showed 2 female child aged 5 years with sanicose semns of the
Ieft lower extremity and 2 large cavernous angioma on the outer
side of the lefr knee There was shight alteration 1n the length and
shape of the tithia on the affected side At the Climcal Socety of
London 1n February 1903 T H kellock [20) showed a female child
aged 8 years with a vanicose condition of the nght mternal saphenous
semn  the right leg was rather more than 1 cm longer than the left

About 1907 I saw a case of a somewhat different class  The patent
was a child aged 12 wecks uith a condition of diffuse superficial
cutaneous angroma nvolving nearly all the left side of the body and
the left liuibs and most of the head  The left upper and lower himbis
were decidedly larger m circumference than the nght ones but (s
yet) there was no obvious difference i length between the corres
pondmg long bones of the two sides [21]  With this case may be
compared one described by J Fletcher Lictle (n 1893) of a girl aged
15 years who had been born with a condition of diffuse superficial
c gl lving nearly the whole of the right half of
the body The bones of the right extremues were longer than those
of the left the night leg measuring about 5 cm i length more than
ws fellow [22] The increased size of himbs associated with the
angiomatous conditions m these last two cases doubtless borders on
the class of ango elephantiasis as described long ago by Virchow

and Hebra
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A NOTE ON SO CALLED CONGENITAL VARICOSE VEINS'
F PARKES WEBER

In the British Journal of Chuldren s Diseases 1918 15, 13-17 1 wrote
a short paper enttled Haemangiectaue Hypertrophy of Lambs—
Congenttal Phlebartenectasis and  so-called Congemtal Vancose
Vems The cases which I collected 1n that paper were not all strictly
of the samie nature I showed however that apart from true local
giganusm i which the excess of growth 15 altogether monsirous {e g
gant fingers or ganttoes guatfect or granthands) there exists
a somewhat mixed group of cases 1 which one or more mbs are
abnormally large and are assoczated with the presence of vascular
(h g 1c often telang 1) naey: ether m the hyper
trophic limbs or 1n other parts of the body In all the typical cases
of this group which I collected the hypertrophic umbs and the bones
of the segment or segments 1nsolved were not merely larger but also
longer than their fellows T suggested that the haemangiectanc con
ditter 1 all such cases was 1 some way aetiologically connected with
the increase of growth and one must remember that mcrease 1
length of bones not rarely results from the increase of blood supply
due 1o chrome local nflammatory condintons 1n growing children
such as the now relatively rare deforming chronic osterus of inhericed
syphilis (cf F Parkes Weber Brutish Journal of Children s Diseases
1908 5, 83) Large limbs of the Nonne Milroy Meige class were I
thought to be excluded from this group for they mever showed
mcrease wn length of bones

In some such cases congemtal varicose veins were connected with
and consututed a part of this developmental disturbance of growth,
and were d with a telang or other b g
naevus formatton It 1s only with such so-called congenstal varscose
vewns that I am concerned i the present account

Such congemtal vamcose vens are really only large or guant vemns
of deselopmental ongin but are not strictly speahing true varicose
vemns 1e vems with the special alterattion in the vessel walls found
1n true vanices and which are due to msufficiency of vein valves and
chronic distension of postural origin (acting on a predisposed bams)
The large size of these grant veins 1s due I believe to a develop-
mental enlarg; strctly anal to the develof 1 enlarge
ment of the capillanes which, s the cause of a cutaneous port wine
naeus (naevus flammeus) or any vartety of telanglectatic pacvus

Fram the British Journal of Children s Diseases (1936) 33 107
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several port wine stains on the trunk and 1 nodule of uncertain nature
above the left eye  The left arm and leg are longer than the nght
and there 15 valgus deforrty of the mght ankle’ However subse
quent biopsy of left cheek showed plextform neurofibroma (Proc
1949 42, 562)

Since my ongmal paper (1918} on haemangiectatic hyperirophy
many reports on the same subject have been published 1n some of
which my name has been used in the utle I will merely mention
the following  Sir Archibald Gray Proc Roy Soc Med 1928 21,
65 Pautrier and Ullmo Annales de Dermat 1929 9, 119
E Susman AMed Journ Australia, 1927 2 581 H L Blumgart and
A C Emstene Arch Int Med 1932 49, 599 E Brzzozero Giorn
Ital di Derm e Sifilo 1935 76, 969 V Pardo-Castello Urol and
Cutan Journ 1937 41, 436 De Witr Lewis Lancet 1930 2, 621
B T Horton Journ Amer Med Asso. 1932 98, 373 Harns and
Wright Heart 1930 15, 141 Paterson and Wylte Brit Journ Child
Dis 1925 22,36 B S Simpson Edinb Med Journ 1926 New
sertes 33 623 P P Reichenhein St Barth Hosp Journ London
War series 1943 4, 53 (with many references) Calettr and Resta
Areh Ita] Derm 1948 20, 262 Pomnso Marcorelles and Charpin
Presse Med 1936 577 P Ghiso and others Re-ista Argentna de
Dermatosif 1938 22, 203
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Besides this the boy shows a condition of what may popularly be
wnined congemtal saricose veans  the postnen of which i the nght
iguinal segton 15 well shown by fig 4 from a drowang by
Mr W Thornton Shielis

In conclusson I would repear that such socalled congenttal
Taricose 1ems’ are ot smctl) .ypealmtg trug vancose vems but are

! gement of zems analogous to the

ples of a d
)

a 7

P g o] c capillaries 1 any superficial
selangiectane naevus
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U\ ~~For recent papers on congemtal varicos
?zn:fsbscx (1937) Proc Roy Sac \ed 30g52l and R s;;;egen: (l;tfo)clbxd
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To further explan what I mean by the term congemital ancose
vemns I will cite the case of a boy (S A) aged 7 years whom I have
lately observed Except for his haemangtectanc tbnormalities which
arc of congenitl origin he seems normally developed 1n body and
mind  The mother as usual gives 2 history of maternal impression
At about the sixth week of pregnancy she was frightened by a rat
which made her go all of a shahe There 15 no history of
haemangiectatic or any congenital bnormalty of development in
any other member of the famly and there 1s no consanguinsty
between the parents

Fic 1 Fic 2 Frc 3

The most strihang feature in the boys appearance 1s the widely
spread superficial telangiectatic naevus of the trunk and lower ltmbs
the distribution of which 15 well illustrated by the accompanying
semt diagrammatic fgures (figs 1103) This extenstve naevus is not
quute symmetnically sttuated on the two sides of the body b;n may
perhaps be termed 1 systcmmzed bilateral naevus unmws lateris
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$18 197 and sbid 1945 suppl 158) or restless legs I beliese
myself that the wregular motor discharges causing the myoclome
movements are often connected with some temporary urtanve
disturbance 1n the gastrointestinal system

Another paroxysmal pamful condition the cause of which remans
disputed in spate of much discussion 15 proctalgra fugax  Lattle had
been wrrtten about this before the arucle on the subject (Lancet 1935
2,243) by T E H Thaysen of Copenbagen This nas folloned by
much correspondence and 1t seemed that many doctors had them
selies suffered from at least one attack  According to Sir Arthur
Hurst (Proc Roy Soc Med 1943 36 639) the seat of the pamn 1510
the rectum and nerther i the pelvic colon nor 1n the anal canal
Beguaing as an ache the pan rapdly increases m severity and may
finally be agomzing and cause profuse sweating the panent becoming
pale and cold and occasionally breathless He may even lose con
scrousness The pamn has a pecuhar gnpping character which
15 always the same though 1t may vary in wmtensity w different
attacks It 15 generally nocturnal waling the patent n the early
morning without having guen any warnng the previous everung
T thunk thae the pain of paroxysmal proctalgz 1s only one vanety of
pan i the siscera due to spasmodic contracuon of unstped muscle
There may possibly be vanous reflex exaing causes but 1 some
cases the disturbance 1s possibly whopathic  Only a few individuals
seem to he developmentally so constituted that i adult hfe they
suffer from wmany kinds of severe abdomunal pawns--apparenty all
due 1o crampike contraction of unstriped muscle —induced by local
exexng causes probably mostly on the basis of mental fangue or
emoucnat disturbance
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THE INTERPRETATION OF PHYSICAL HAPPENINGS IN
THE BODY BY THE SUBCONSCIOUS AND BY THE FULLY
CONSCIOUS BRAIN

F PARRES WEBER

Iz s fauly obvious that certun mghtmare or other dream sensations
re the result of misinterpretation of vartous physical happenings
1n the abdomen or other parts of the body by @ brawn that 1s sleeping
or not fully conscious  Such are the sensation of falling and many
unpleasant dream experiences which wake the sleeper up On
awakening sometimes there 1s a pam or disagreeable sensanon n the
abdomen or elsewhere m the body which usually quickly passes off
but which whatever its cause may be supposed to hate caused the
dream sensation which immediately preceded awahenmg In other
words the abdomunal or other disturbance berng wrongly nterpreted
by the subconsctous or not fully conscious bramn was the cause of the
disturbing dream sensation 1n question I am one of those who
behieve that a process of this kind 15 the most plausible explanation
of most ordmary mghtmares

But do we know the exact cause of many pamful or disagrecable
sensations felt by us 1o our ordinary fully consctous state? Of some
fairly ordiary ones we certamnly do not know the exact cause We
do indeed know something of the causation of the sensations of
angima pectotts of cramp-like attacks of mtermuttent clandication of
extremuties of caroud sinus ind vaso-vagal sensations of some head
aches and of angor amumi  Bur of the exact causation of many other
faurly ordinary pans and disagreeable sensations we hnow hardlhy
anything  Even the exict explanatton of the ordinary stitch m the
ade felr by children and young persons on runmmng after meals 15
stll uncertamn Then there 1s the sudden and rransient stabbing
(transfixing) pain through a lung—felt by young, persons apparently
m perfect health T will not enter into any dscussion on so-catled
growing pamns 1n bones

One of the most 1nteresting questions 1s the nature of the paraes
thesiae sometimes associated with the common myoclonic moyerments
10 the lower mbs from which some persons often suffer on becoming
warm m bed especially when they have not been moving ther legs
much dunng the day This common complamnt bhas lately been
termed Ekboms syndrome (kA Ekbom Act Med Scand 1944
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18 197 and ind 1945 suppl 158) or restless legs 1 behese
myself that the srregular motor discharges causing the myoclonic
movements are often conuected with some temrporary nritanve
disturbance in the gastroantestinal system

Another paroxysmal pamful condstion the cause of which remasns
disputed 11 sprte of much discussion 15 proctalgia fugax  Lattle had
been written about this before the article on the subject (Lancer 1935
2,24 by T E H Thaysen of Copenhagen This was followed by
such correspondence and 1t seemed that many dectors had them
selies suffered from at least one attack  According to Sir Arthur
Hurst (Proc Roy Soc Med 1943 36 639) the seat of the pam 15 m
the rectum and neither 1 the pelvic colon nor 1n the apal capal
Beguming as an ache the paw rapidly mereases in seventy and may
finally be agonizing and cause profuse sweating the patrent becoming
pale and cold and occasionally breathless He may even lose con
sciousness The pain has a pecubar grpping character which
is aluays the same though 1t may vary in ntensity in dufferent
attacks [t 1s generally nocturnal wabing the patient m the zathy
mormmg without having gnen any warning the previous evening
I think that the pawm of paroxysmal proctalgta 1s only one vanety of
pam s the viscera due to spasmodic contraction of unstnped muscle
There may possshly be sanous reflex exaung causes but mn some
cases the disturbance 1s possibly 1diwpathne  Only a fen idividuals
seem to be desclopmentally so constited thae i adule life they
suffer from many kinds of setere abdommnal panes—apparently att
due to cramplihe contraction of unstrped muscle —mduced by local
exciting causes probably mostly on the basts of mental faugue or
emotonal disturbance
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ZIST IN OLD AGE
REVICW BY F PARKES WEBER!

In the ages ot medrreval Chrustian futh a gaod death was regarded
1s the crown of bfe (not necessanly always of 1 good Iife) Nowadays
surcly a healthy old age with true npeness and presersation of the
wnteliect has a just claim to be called the crown of an active and well
spent Iife  Among the many (including some briihant) medical and
philosophical books and essays on old age there 15 not one, so far as
I'know really sumilar to Dr Vischers Dr Vischer who has had
exceptional opportunity at Basle for a long and obviously sympa
thenc study of old persons grves us the result of his experience and
study regwding ther physicll and psychical pecuitanties and
mfirrmties therr mental Iife and how best to make them comfortable
'mr]l ;mppy 1n the feeling that they are stll really playing 2 useful pare
m Iife

Paediatrics 1n spite of considerable opposition  gained recognition
as & mediend speqialty and now with the greuly inerersed proportion
olf old persons among the public genatrics can no fonger be dented a
place
When about 20 years of age 1 once had the privilege of situng at
dmner next to the warm hearted Sir James Paget  He questioned me
on how I spent my holtdays and then he gave me to understand that
I was one of those who preferred change of work to mere rest or
amusing games~I suppose he induded the strenuous pursuit of
hoblues under change of work  Change of work doubtless gnes a
temporary holiday to groups of bram cells—according to the wdeas
admurably put forward by the late Sir Farquhar Buzzard (1928)
quoted with approval by Dr Vischer (p 192) 1nd these 1deas should
be bered mn the g of some of the troubles of late
middle age and commencing senescence  Old persons should not be
discouraged from makimg harmless expertments in regard to w1y of
Iife (including diet} if they find that for a nme their vigour and zest
i hife are thereby wncreased

One need scarcely mention that when long periods of conttnuous
physical and mental work become mposstble the experience of old
persons 15 often sull 5o useful that chey should be recogmzed as

Review of Dr A L Vaschers

1 Medical Journal 1948 1 301
o e G Allen and Unwin 1947

book Old Age Its Compensations and Rewards
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adusing or consulung authontes (not sleeping partners) For
tnstance our medical profesuien they rmght often be made aane
c to hosprials and msurutions where they
were formerly an the segular vistung staff

The clear wording and admurable translation of Br Vischer s book
should be specially moted but not the least feature ss 1ts wealth of
references to sparkhing and appropnate epigrammatic sayings and
discusstons by previous writers of alt kinds bearing on a subject which
perhaps next to fave and death offers uself mast readdy to lirerary
artists One piece of adsice from early mediaeval Chussuamty {not
included m the book) I once stumbled on—-namely the last o lines
of a letter by Paulinus Bishop of Nola early m the fifth century
{eleventh volume of Mignes Patrologia sertes latina column 184)
Vne precor [another version gives Vive di] sed vive Deo  nam
wiere munda Mortis opus  vera est snere vita Deo  In the widest
posshle humanstic spirie T think one should nterpret these lines
Lsve Yong the fullest Iife you can but five as rightly as you are shie

to for te do wrong 1s death s work ta act nighdy 16 the true life ro
God
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< ta (Land

( and s

Carcinoma telangiectaticurn of the breast {carcinoma exvsipelatodes) 179

Cardiomegalia glycogenica 215

Cercbello olivary degencranon sn example with heredo famibal incdence
62

Cerebrat and reunal angiospasm 88 96

Cerebral strokes wansiene 88 96

Chauffard Sull Felty syndrome 3 23 28

Chondra ectodermal dysplassa of Ellis and Van Crereld 131
Clubbed fingers farmfial developmental 133

Cuus laxa vanetes of 176

Diaphivaial acams {henh) 133 139 140
b d bived with it 129

130 N
dactyha 146

Dupuytren s and camp

Dyschondroplasa (Olier) 136 144

Dysmyoplasia congenita 153

Dysplasta _epiphysialss punctata of Fawbank (chondrodystrophua calaificans
of H with thuckeming of skin 131

b fat and sub

Dysplastsc and Q@ h d of the

cutancaus tissue 123 und and local ples 124

Frtodermal and mesodermat dysplasia with osscous mioliement (Cole and
others) 131

Ehlers Dantos diseass 126

Ekbom s syndrome 228

If;!tym:,mx man 201

" and eteph nenoram 184 199 19t
Cncephatopathia artertosclerotica basalis lethargiea 76

Epidermah s bullesa with nearefibramasosss 137 186

Ervtheoblastous with hvdrops foetahs congeantal vesico vagmat fistala and
polvdactelv 162

Exceptions smpormance of vin 132

Evostoses muluple 138 139 142






SUBJECT INDE 235

Muscles noguies of theumatord arthritts 20
Ayelomatosis with amylowosts
Mielosch ot myelofib

with s or leucs

erythroblastic anzmi 61
Myodystrophia foctalis deformans 151
Myosius hbrosa {Ratten s casej 155

INecrabuosts lipoad ¢a 1

Necrobiotie nodules of rheumatord arthoius 3

N L von Recklingh. )} 184 with mmvolvement of periostenm
and bones 137 184 192 194 neurofibromatous elephanuasis 184 190
191 207 pymentanion 187 formes frustes 18; molluscous fbromata
188 tnvolvement of nerve rrunks 190 204 207 Wishurts sindrome
1 pleviform  neuroma and  elephantanis nenyesum 191 2y
pachydermatocele and pendulous tumours 151 Mvolvement of mucous

viscera and h and p p: nenves 191

Nightmates 228 o

Oldage Dr A L Vischer on "0 zew mn 230

Ophthalmo copic sign of death %6

Osseous 1 with dermal dysp P L osteadermogath
127

Osteopathy (hypertrophic) and congemital heart di ease 149

Osteopetrosis 3th a congenital dysplasia of the slun 131

O reoposhiosis and scleroderma 138

O capadilosis pacchy and stnated forms doth may be associated with
der fi Yenticulans d 129 130

O teoporosts rdiopathic extreme especially of the spinal column and thoracic
cage swith collapse of front of the 1 15 a chinically superfically simiar
ca e due to a malignant neoplasm 172

Pachydermatocrle and pendulous tumours 191

Panmeubts chrome pawches of w diffuse [ pomatosis etc 195

Panmentins relapsing febale nodular non suppurative 103 yarene wd
causztion ok non suppurauve panniculins’ 111 114

Paneral bones heseditary large panetal foranunz aud symmetrical thinpess
of panctal bones 157

Parovysmal sewsory +ttacks apparently connected with cerebral arterio
sclerosss 83

Pateflary bypoplasta or aplasia with ectodermal defects 131 137
muluple” developmental abnormalities including bony
€ ¥ Hawking 132

Phicharterictans developmental 218

Ihlebectasis d welopmental 770 271 225

Pigmentetas, 1n neurofibromaosis 187

Pleura and lungs involved in rtheumatord arhrins 16 27
Syogren s disease 30 34

Plexiform neuroma {91

Pulmognary oedema acute of norvous ongm 79 with hypoglyeaemic coma
ki

with
thac horns

wnvolved m

Yroctalgaa paroxysmal 229

Raynaud like phenomena m sclerodactyhia snd calonoss 78
disease 31 with menstrual purpusa 10§ angiospasm caw

88 £9 96
Pestless Tegs 229

m Sjogrens
sing attacks



234 SUBJECT INDEX

Fat atrophy local n lipodystrophia progressva 125 i Veber Christian
disease’ 106 107 analogous to morphoeic patches 125 distinguish from
developmental h? oplastic patches 125

Friedretch Erb Arnol 5 disease 127

Gall 1 and h >4

von Grerke s disease 211

Glanduiar fever with positive Wassermann reaction 36
Glycogen storage disease 211

Granuloma annulare 1 21

Hacnzlang:cclauc hypertrophy 209 217 haemangrectauc hemihypertrophy
19273

Haemangiospasm tts causes and results 88 renal anyiospasm 91

Haematospermia 17

Heart d sease congenutal and hypertrophic osteopathy 149

Heart epicardial nodules 1n rheumatoid arthnns I3 I8 22 in Hodghms
disease 47 subpenicardial nodule in neurofibromatosts 208

Herm obestty and umk and local dyspl or d h
of the subcutaneous far and subcutancous tissue 124

Hepatomegahia glycogenica 211

Histamine reletse’ and question of death while bathing 85

Hodghin s disease with eprcardial nodules 47 an unusual finding by sternal
puncture 1n a case ot acute abdontnal Hodgkin s disease 51

Justv articular nodules 43
Knuckle pads 147

Larynx nodules m rheumatod arthnins 12 14

Leukaerma acute rapidly fatal bl leuk
an acute febrile infection 57

Leukanaerma and myclosclerosis 60

Lipomatosis symmetrical of the neck 175

Lubarsch Pick syndrome (primary systematized amylordosts with amviod
macroglossta) 52

Lymphadenord goure 1

Lymphadenapathy ot rheumatord arthnins ?

Lymphocytomata cutancous

Lvmphogranulomatons pertosieal 205

L " 209

chmcatly

Mel ) nira urerine latton from mother to foetus 164

Melorheostosts associated with dermal condrtions lke pachyderma sclero
derma or trophoedema

Menstrual and puerperal dermatoses 98

Menstrual purpura and vicarjous mensturnation 98

Mental deficiency with other developmental defects 137

Alental nterpreta 10n of bodily happenings 228

ieschers atypical chondrodysplasta with follwcular atrephodermia and
sunilar cases of Ollendorff Curth 131

Mikulicz s disease 30 %

Alijlkman s syndrome (osteomalacia with Looser s nodes) 122

Alolluscous fibromata 188 . L

Muluple develop 1 < g mental defects 132







236 SUBJECT I\DEX

Rheumatic fever 3 4
Rheumatoid arthnins 1 and Sjogren s disease 30 and sclerodactylta 23 29
and calainosts 20

Sacomr hereditary 168 expertmenual jntravenous nfection of sarcomarous
or warcinomatous material 168

Sclerodrctyhia and rheumatoid arthuins 23 29 and calcmosts 26

Syogren s disea e 30 dryness of bronchial mucost and uncertain lung leston
30 posstble relattonstup with Alkubiczs disease and sarcordosts 35

dulls discase  See Chanffard Snll Felty Syndrowte

Svplulitic cases remarkable 36 carly sypluhinc paraplegra 36 acute hepatt
wurophy 36 early syphiliic  non suppurative  mentngo encephalo
mveltus 36 acute nephrosic with diuretic crisis 36 tertinry svphilie
tever 36 deforminy, ostetts of berited svphilis 36 202 209 third
gene¢ration  syphibs 36 b fibrax plul 3¢
svphilitie burstus 46

Thymomt 171 174
‘Thymus cvstic lvmpho epitheltoma 171
‘Tubereutosis congenital 169

Unilateral dysplastie and dystrophic conditions hemi obesity etc 124

Varicose vemns congenital 221 225
Ve reo vaginal fistula 1n erythroblastosis 162

Massermann reaction in glandular fever 36

Weber Chnistian discase (relapsing febrite nodular non suppurative pann!
cultss) 103

Wishart s syndrome 190

Xanthelasma palpebrarum 5§ 1n sibs 132
\ tinthomtosis artenal atheroma and gallstones 54 xanthomatosts and heatt
disease 54 vanthoma and von Gierke s disease 215






