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PREFACE

NowapaTs so Iittle 18 heard of congenrtal syphils in Britam that eome
ezp].mmanofthcpubhauunofnmlmmupmth:wbpanemstobe
called for  When, m 1916 1t was deeided to start venereal discases clmics
mBrmm,idmmfotugﬂd:m!obcmnltth:HuimulforSkahﬂdm
Creat Ormond Street, wes mecluded m the scheme I became the fimsr
director of the clime, m additton to bemg the bacteriologuat.
The clinic vwas started on Jauary 1st, 1917 mamly at a3 an ou ent
mdffomxg:;;cmmrd.lwdld)el.ddmonoftwo varde
for gonococcal and syphilitic patients.  Shortly after the outbresk of war
m 1939 the clme was dosed down. Dnmgthczgymofhxmnm
records were obtamed of 900 cases of congenrtal
uldJLn:'rulxsoclmufpmb:lyorpom'b mnguuulmdlcquued
ryphibs m nfancy and childhood. The that I became mter
csmdmmnlndexuuuuftb:dbcnc,whxchhwaemdlbomedm

ph-node mhrguncntmdtnuyp hulis
Tom 1ts prevalence and rwnmmtouummthurmpfuﬂ
conmderatian.

‘The prevalence and miensity of the disease have dimmushed to such s
extent m Brtun and other equally fortunate countries that nry theses can
mbﬂgubcputmthztmmtbm.bmltmypmmpc-u le to do o
1 other coumtres  Even m the les pars of the Brotish
Commonwealth snd Empire mfantile congenutal syphilis still occurs and

may yet survive for wthnmlmmtnfmtympzmw dw
the pest 50 years m nnybenﬁ-nlu:,nmce:tuuyrucmblcth:
type of the disease 1n respects, r this reason and emce the book

ulhmonulmmrdofthcdmnmmﬂnummﬂ:prcpenidﬂm
cra, many casex have been recorded 1o conmderable detnil for future
comparson and reference. It must be remembered, however that the

than ersphemammes or biumnth, since penicilhn can be gven m more
effective dosea without giving nise to toxic effects,  We have still to lexrn
what the remote effects of on the discase will be 20 or 30 years
hence.  Even here in Brrtarn wo must not be too complacent, for whereas
both the mddmmemyo(mfmul:cougtmmltyphﬂnhm
been over & number

the madence of cases of the
d&mmoldcrchﬂd:mbnnotdjmmbdmnaﬂyﬂ:emmm
vdud\ocmm-how&mmylnfmﬁlcumuapcda:cuunthmgh
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having been rendered very mild or even latent.  Judging from the attitude
of teachers of medrane smurgery and particularly of pacdmatrics, who m
my opinion take too rosy a view of the situation, congenutal syphils wilt
not be eradicated 1n thus country for many yeara,

Among the remedies 1 venture to suggest are the followmg (1) Inte
gratmg the (a:l-ung of venereal diseases with that of medicine surgery
obstetnics Bred.umu and antenatal pathology and hygene. (2) Cult
vatmg a higher index of suspicion for syphilia which would lead to requests
for more serological tests to be carmed cut. (3} Admutredly treatment 13
much bctternowl}unnmi;oor.p)mngu. but T would not yet rely
solely upon pemallin pemallm slone and the combined treatment sug
gested on p 417 mught be tned in parallel senes of cases and then followed
up for as long as possible from !h:Ponu of view of cardrovascular nearo-

cal ophthal, and other i 10ms of late syphils, m addinen to
the serological reactions
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CHAPTER 1

DEFINITION OF TERMS AND NOMENCLATURE

SrpinLs contracted by an mfant before birth has recerved several qualify

ing names. The two best known are  congenrtal  and  hereditary
syphilts, which for many years have been used interchangeably by authars,

d:a;ghulmrncd.l’ynnﬂ)ertcnnumur:lyumftcmry

Congemtal syphilis (from the Latin comgexitas born with) implies
that the drscase was present st barth, just as congemtal dulocstion of the
hip congental heart discase or any other congenstal anormaly would be,
but it does not imply that the parents, and atmost certuinly the mother
must themsetves be syphilinc and have transmitted the infection o thear
child. The other congental defects listed above are all acquured i xtero
but are not necesarily present 1n the parents.

The oaroe or inberited syphills imphes that the ducase
baa been 1nhersted from the parents and, in thet respect, is an improve-
ment on the neme  cangenrtal  syphilis burt 1t 1 commonly held thet, 1n
the genetic sense, an infectious dvease cannot be inherited It s pointed
ocrt.bowwer m(lnpqunttbcremybcnmmﬁtmcuafhcmdmry

'3 syphilis or of an ovam beng infected
bd'cl'e Cl'lﬁc( conceptmn, and pomdbly developing normally
probably abnormally (sce also Whipple and Dunham, 1938).

On remewing the Interature of the subgect since the of thrs
century it fs remarkable what different conceptx are included m the
terms employed,  Carpenter (1901), m an interrsting monograph on
syphilie in children, used the terms  congenital and  hereddary  mter
changeably for that form of the duease which u conveyed 1 stero from
the parents to the child. It s so pamed, he says, to destingussh it from the
acquired forr, which 1 rarcly met with 1n infants and children. G F 8till
(1908) also uscs the terms mherited and congenrtsl syphilis synony
mowly snd he does not include m this category the rare cases 1 which
the diesse may be contracted dunng birth from a syphilitic sore on the

wnters {Diday qumcrdd).sﬁﬂ-dth,lnvcmghtmmkzldntmc
tion betwreen the words

using
mmdxutezhn!hnyphﬂnticmfecummo&phc:utheumeofcmcq:ﬂm,
1




2 CONGENITAL STPHILIS

and  congenutal to indicate conveyance of the disease duning some later
perrod by infection of the mother dunng pregnancy L. W Harnson
bas comutently from 1918 onwards called the disexse congerutal syphilu
Browming, McRenze and Watson (1912-1933) have also used the term
congenital syphilis  without any reservstions, W atson alone commenting
that the use of the term  mbented syphilis  » saentfically unsound.

Findlay (1919) wrote  Uterine Infection 18 often spoken of as congenital
or heredrtary syphilis according as to whether the child i born with or
without symptoms of the dmease. The two terms are however fre
quently used synonymously In all ceses the child n mfected before
birth sometimes early mn foetal life, sometimes late, and probably not
infrequently dunng parturtion.  Of the two terma, congerutal syphilis is
deaidedly the better

Rolmer (1920) mtroduced the term  prenatal syphils  (proe-ratalis
befare birth), which has been adopted by Stokes and other Amenican and
Britwh suthors.

The Solomors (1922} used the term  congemital syphils  to denote
the infection of offspring which occurred prior to or duniag birth.  The term

hereditary syphils  they used 1n the restncted sense 1o indicate changes
1n the offspring due, not to active and durect infection wth the treponema
but to germmal defects cauzed by parental syphils.

David Lees (1927) 10 the first edition of hus book used the terms  con-
geutal and inhented  syphils synonymously  In the second editlon
(1931) the chapter on congenital syphilis was beaded inhented syphilis,
and the third editton (1937}, which was edited by Robert Lees and others,
retatns the term  mherrted syphilis  for the beadings of the chapter and
1ts paragrapha, but in the text sometimes uses the term  congenital

Jexns and Cooke (1930) usc the terms  congenital and  hereditary
syphilis interchangesbly remarking nevertheless that both terms are open
to objection.  They do not approve of the use of the term  hereditary
syplilis for the lesront of ocrult or para  syphuis as has been done
by the Solomons and many French authors, because, they say cven if it
could be proved that the alleged germunal defects were due to parental
ayphils, the term would be musapphied for the reason that these children
do not have syphlis.  They gave the title  Prepubescent Syphils  to
their book.

Melgrave (1931) writes A disesse such o syphulis can never be con
geutal 1n the truest sense.  Thus term should be spplied only to primary
diserses which so far as our present knowledge goes are parably
ssocited with the germ-plasm of the indvidmal ~ He says the term

congenital syphiln  should be given up as being a relic of the days when
the cautal organmm was a3 yet undiscovered The dusease acquired by
the foetus 16 wtero he calla  anteratal syphilis and for the mfection
scquired in labour dunng the tranat of the foetus through the burth pas-
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sages he suggests the term  con patal syphils.  In both cases 1t 18 an
acquired desse said Melgrave. Enc Prichard commentg on this
suggestion, ponted oat that the term  con-matal  might be ambiguous
used 1n tha sense, for one dictionary meanmng of the word con natal
wias borx wath, so that the term  con natal mght quite well be apphed
to an infecton contracted 1x wtere  Prtchard suggested  mtranatal  for
an infection conveyed during burth

Tytler Burke (1940) objected to the use of both terms  congenrtal end
bereditary  syphile, which m his opinian should be ducsrded. The
disease cannot be Inberited 10 a biological sense and 13 aequured by the
foctus. He used the name  prenatal syphilis, s also does McLachlan
(1944)-

The maonty of French authorrties use the terms  hérédo-syphilis  or
syphilis hérédrtaire, thereby emphasming the transmusson of the
fection from perents to offepnng It 1 the opimon tn this and most other
coantries that the French have exuggerated the réle of syphils 1 the
causation of disease 1n children, for muny and yaned congenital anomalies
and dystrophies have been attributed to the effects of the treposems or Its
toxm upon the child s germ-plasm, the chuld exhibiting none of the ordi
nary symptoms or signs of congenttal syphils and having 2 negutrve blood
reactson.  As will be mentoned shortly there may be something to be
snad 1n support of the thesds of syphilitic dystrophies, to which the younger
Fournier devoted 2 monograph in 1898  Thm work commended 1tself to
J W Ballantyne, the great exponent of ante natal pathology and hygiene.
The older German suthonties used the terms  kongeitale syphilis
and less frequently  herediiire syphile.  The monograph on this
drscasc in Jadessohns Handbuch der Hxut und Geschlechts-krmk
betten  (1927) 1 emtitled  Kongenrtale Syphils, but more recently
Ench Hoffmsnn has sdvocated the name  angel syphule  C.
Goedbart, of The Hague, has adopted thss term 1n hm monograph an the
disease and i3 prevention (1941). Previously (1930) Hoffmanu had
suggested the name  mnate syphiln (s poreta) and i the sddress
referred to stated that Spiethoff had named the ducsse syphilis comnatabs
The term  congenrial syphil, despite the objectrons which have
be:nnmcdupmnlt,u.owcﬂnnblnhzdmtbehtmmmthnxtnpmb—
ably the best neme for the dsease.  Until u true hereditary transmssion
of syphila from parent 10 affspring has been scienufically proved 1t will
be‘;;]ttu’mmgmmthedmdmmmnof whertted or

syphila.”  There are, admuttedly in our knowledge of s
sctiology  The actual crusc is ’m‘my"fqt:cT,... f\? but
whether the spirochaetal form of the parasite 13 the only or even the most
unportant, phase 1n nia lfe-cycle, ar s vanous suthorrties aver therem o
granule or even an ultramicroscopic stege of the paranite, 13 still shroaded
n mystery (Levadin et of )




4 CONGENTTAL SYPHILIS

Infection of the ovum may take place at the time of conception and
develop for a time pan passw with the embryo  This possibly leads in
most cases to early death of the embryo and rts expubsion by abortion.
On the other hand the parasite or 1ts taxin may affect the developing
embryo at a rather later date, and should this occur before the end of the
second or third month of pregnancy 1t might concervably mve e to
congerutal defects and anomalies—mental a3 well 23 phymcal—as E.
Fournier Ballantyne, Sull and many others have clumed. These older
wters were of the optnion that other noxious influences such ss tuber
culoss, alcoholsm lead pousonmg and so forth nught mmilarly sffect
the developmg embryo dudng the first six weeks of mtrs-utenine hie or
subsequently dunng the focta] stage. ‘The attention which has recently
been drawn to the bancful effect of an attack of german measles and
probably of other virus infections 1n early pregnancy has revived interest
in the dystrophies and congenital malformations which writers had sttn
buted to parental syphilis. The lenons produced will naturally depend
mter aha, upon the stage of development reached by the embryo or foetus
when the toxin scts. It 18 1mportant to bear 1n mmd that mfectron of the
embryo by the treponema 1 not essentual 1ts toxin slone might be respon-
sible for the muchief done, so that the foctus, should 1t surmive, would
show no direct evidence of syphilis.  To thus conditron the name  occult
or para  syphilis may m my opinion, be approprutely spplied. The
syphilitic origan of such cases will often remain undiscovered unless the
possibility of rts occurrence 18 borne in mmd and 2 pumstalang hstory of
the parents and cven of the grandparents m obtained. These relatives
should whenever possible have a phyical examunation, 1ncluding a sero-
logical blood test.

If infection takes place still Iater mn the pregnancy ket us say after the
fourth month, which s suid to be the earliest ime that splrochactes can
be demonstrated in the foctus, the parasmites may multiply to such an
extent =3 to compam the death and expulnon of the foctus m the form of
a muscarriage, or foctal death may be cavsed by syphiline disease of the
placents.  Should infectron occur still later in the pregmancy the effects
mirght be less severe, so that the foctus 3 not destroyed antil the seventh
or eighth moath of intra uterme Iife, to be bam a week or two later e a
macerated foctus.  On the other hand, a late intra utenne nfection may
allow 1 syphilrtic child to be born apparently quite healthy the symptons
and signs of congemital syphiles only becomung mamfest after a latent
pentod of several weeks o the symptome may not appear for years or the
chyease may reman latent unnl 1t s discovered accadentally by blood
test dunng the routine investigation of an mfected family

Cases of infectron have been recorded a8 having occurred during par
turthon (1 intranstal, Pn!.:h.lrd)lhm.\ghcmtxc:whhlmmme
mother s gemtal passage. Exceptionally a prmary chancre en the
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mifant s body may tesnfy to such 2 mode of nfecton. These intrs
el mfectians, which are very uncommen rescmble the sequued
wyphilia of chitdhood or sdults, mesmuch a the swarming of the parsntes
and the pribolopicnl changes 1n the organt, which are 80 chasctenstic 2
feature of congental syphils, would nat be present w anything 1ke the
wimne degres.

Ve are 10 commplete ig of the cond! which determne tha
wage of pregnancy st srich the ovum ar {octus becomes wfected or why
wome micctrons ase %0 wach mote severe than others o why sarne
syphilitic mothers may bear syphilitic children alternating with heslthy
oo, The following family afferds an metance of ths

Famly 705

Father Hixtory of primary 191g. 3 yests' trestirent xt hosphtad N\,
T R. negsthve In ¥ -(mpth}?. e

Mother Baid 10 have had secondary mooths sfer tarmage ad o
lave had 6 moatht treatment 1t A" ﬂzg]sxh:WRmmmgiy
postive st hospdual Y

Espkt progwencres
t (befare )} F with oo infeetlle symptoom sod sed to be well st sge 1o

ipn(wuem

a. 126 A yesr after marriege and aftec motiver bad had 6 moathes est
ment, The child made diow progrems In mfancy  WR. 4 +5 gt 7 yoars,
3 F 1539 “Healthy baby  Ladem styyan. WER ++

4 M. 1038 No mfmtile symptocm.  Fits of temptr W R g xg ! that bs

i+ P"’-i't‘uﬁm -
1929 No tdantde symproms. R, negative st
¥ 1930, No mfsatile symptoma later —lcggedndcmsmag
;}Lk4x4n4ynn.

1935 Do infotile symptors. Kickety W R, negmtyvn st
M. g8 Afwr5monﬂnmtdurm§ nh:-’n-g:\
mother defeulted, "W R.? Pabwent deed of bmmn a5

We have seen that congennal syphis may be present for severs! months
pregrancy or may manmfest staelf at very varying times sfier birth.
Accordingly the following fortma of the dscase soay be recognmed

gx;:wmarmmm:mhﬁu ths 12 seacly stoys fatel

3} Neongal mamfesting el o few after birth thw, too s near;

aborays faul. dn * Y

(3) Extly nfantile, the symptom beginnuag xt the age of 4 to 6 wecks.

(4)anm£-mﬂz,npp¢mxdymmngn9mmrxmdn. It s posaible
that cxses falling wito tius category are relapets of recurrences
('rcudrvc"}v{hzmhcmmfmﬂmmhﬂmgbcﬁ!nlhghlu
to have been overlooked or forgotten.

¥ Fae the mexaing of these symbols see p #1 under WR.
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(5) Latc (tardive) congenital syphilis or /ues congemita tarda, the symp-
toms of which may start as carly a3 3 years or even before, and at
the other extreme may not become manifest unti the fourth or

even the fifth derade of Life.

(6) Lastly there 1 a conderable group of casts to which the name
latent, ymp i or unrecognoved genital syphila
has been grven.

Cares falling into the eategories (5) and (6), although they may occur
during childhood or adolescence may not be diagnosed until adult life
hes been reached.

Dunng the course of one s study of patients suffenng from syplules or
being membery of a known syphiliic family one has encountered cases
of the following different types

(a) Undoubted cases of congerutel syphilss belonging to one or other of
the ux groups enumerated above.

(8) Cases which I demgnate probable or & cases for example, &
child born irmmeduately before or after & known syphilitic one, who
showed agns or symptoms of the dsease m early lfe but i erther
desd or not avalable for present examination.

(c) Atype ¢ casconly posably syphihtic, such as 2 mrscarmage or
a premature stillbirth just before ar after & known syphilitic child.

In addition three further categonies were noted

{d) Normal, healthy children
(¢) Cases of 2cquired or postibly-acquired (?¢) syphils m childhood
and

(f) Cases of occult or psra  syphills, which might include such
conditions as cprlepsy chorea, mental defects, endocrine disorders
resulting 1 flium, Frohlich s synd. drbetes and o forth,
occurnng m children of syphilitic parentage. It 1 possible, too,
that congeutal malformuations, dystrophies of vanous kinds and
obsciire anscmies may have resutted from pareatal syphilis m the
past, though mxny will not agree with me on this point.  Perhaps
yre shall now have no means of solving this problem, snce pencillin
1 able to deal the treponemma of syphilis tlmoet a knock-out blow
«nd so posibly may prevent these long term, remote effects.

In spite of the doubts cast upon this last group of cases, and of the
objection rused by Jeans and Cooke and others, that such cases are xof
syphilitic, 1 belseve they form en important group among the diseases of
children and should be carefully studied.  If syphilis be the cause—even
though 1t may only be the mdirect cause—of such conditrons s may be
mcluded 10 thie category 1t may act m two wayw, ether sepanutely or
jorntly  If 1t acts early in pregnancy 1t may interfere with the proper
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development of the gvum snd foetus, and give rue to malformations of
vanouws kinds much ss rubella hus been sbown to be capable of dowg
st xeta w Inttls later it may lead to congemtal beart disesse o7 other con
geratal malfor Dusordered may give rise to obscure
} dopturh epilltpay and other menual and peychie
phenomens, It cannot be too strongly emphasired that these dysfunctions
or dyscrasin, which some of up sscribe to the Indirect sctian of the trepo-
wm,mfrcqumdymlybcuwktddmbynaxéulmqmrymmtbc
hnwryofthccbﬁdlpumumd dp and, of p
tog bloodta:ofummymunbcnafthc
Etmi}yuanbcmduecdtnruwnd
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HISTORICAL

Tt early hustory of syphilis 1s well told by Johnston Abrabam 1 his Vicary
Lecture for 1944. The discsse was apparently unknown in Eurepe unti!
the return of Columbus from America in the years 1493 and 1494, and 1t
broke out ke a plegue in Italy in 1495 It spread rapidly to adjecent
countries and was hence alled by verrous names of which the most
common was Morbus Gallicus, the French Disease. It was not

Fia 3 Fracastorius

unt!l Fracastorius publahed hu poem  9yphilis save Morbus Gallicus,

in 1530, that the name syphilis had ever been heard of It was an mven
tion of Fracastor humself intended to take the stigma from [ealy as well s
from France. According to the story a shepherd 1n Hupansols, Syphilus
by name, offended Apollo by refusing 1o make sactifices to the sun god
For ths sct of disobedience the shepherd was stricken with the disease
whsch has ever since been known by the name Syphtta,

El
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Shartly after the slieged miraductron of syphiba wto Furope by the
csena of Columbus, the occurrence of the dnease was tecognazed in newly
barn infants, for 8 early an 1498 Torella mentioned e existence in the
offiprmg of ayphiliie parent. He and other contemporary wmiens
thotght the infectron wax convesed during partuntion or possibly through
the mather s safected milk, Parzcelen (1493-1541% M 1529, sppesms to
have been the first to mmert posstively the heveduary nature of the dsease,
far}mrcoognnadnntbmh,thmibmrmgthxutmmthzwbwumnumrd
mowiero His sctus] words  §it morbus hereditarmus et tranmt & pstre ad
filium, " reflect the comman opinon of the time that the fxther was derectly
reaponyible for the child s infection sy the mother frequently appeared

Fig 3

te be bealthy  Ferner {1553) went further and stated that the noxsous
sgemt could be sttached to the paternal or matermal germcell he aleo
goixed & poy { of the discese.
Bir Frederwk 5tll telly us that Sunon de ¥ sllambent w 1565 produced
the first book on paeditncs wmtten 1 French, x sign that the suthonsty
lthc‘s;cmmmchhndhddn“forwhngmdmdmuﬂym
P the develop: of med w5 well ax of knowledge genenaily

years previously and without bix atfe showing &ny mgma of f health
begot chuldren who 411 had the discast at 7 or B dave old and gme st ta
thetr nurete ™
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Ambrolse Paré (1510-1590) and others of that penod recorded the
infection of wet nurses by syphilitic infants and of healthy infants by
syphilite nurses.  For nearly two centuries the main interest in con
genstal syphilis centred sround the mode of ongin  whether the child
was infected by the father or by the mother (per gemeratronem) or by both
whetber the infection occurred dunng parturition or subsequently i the
mother s milk or lastly through an infected wet nurse. It wes not until
1722 when a posthumous book on the diseases of children by Chnstopher
von Hellwig was published, that any real progress was reported. We
learn from Stll that Hellwig gnized the possibility of infantile maras-
mus belng the only symptom of an othermse latent syphiks.  He described
s2 symptoms  Blisters in the mouth Dittle swrellmgs on the gums and on
other parts of the body and, if the child has mkberited the disease from the
mother a rosh between the legs The diserse, he suid, mught abo be
conveyed by kusing  The mkented diseasc n of worse prognoss than
the sequrred and 1n the former case the infant must not be suckled by the
mother as it will only imbibo more of the duease. He recognmed the
danger of the infection of & nurse by a syphilrtic nfant, and on the whole,
he concluded 1t 1s safest to abanden suckling altogether for these infants
and to feed them on goat s or cow s milk. He advised the spplication of
mercury omtment and giving a decoction of sarseparills.

Other wnters of this penod were Boerhaave (1668-1738) and Van
Swneten (1700-1773) The former described the clinfcal course of
syphults and so anticipated by more than 100 years the more complete work
of Ricord.  The latter introduced hiquor hydrarg perchlor (Van Swrcten o
ramture) for the treatment of syphilis. They both held the view that 1t
was possible for the infection to be conveyed from father or mother to
the offspring per generatronem.

Likenisc did Jean Astruc (1684-1766) who publwhed books on venercal
dusenses (1736) and on dmesses of women (1761). In 1746 an Engluh
editton of hs lectures on diseases of chidren was published ry ly
m Landon  Still writes  One might have expected that he would bave
had some ongmal obeervations to offer on the fws oeaeres 10 children
ho does not even mention 1ts occurrence.  Nor 1 Diday much more
rmpressed when he describes Astruc s book on the venereal diseases a3

an erudrte and profound distertation, but confined to recognmng and

the different share of the father and mother in the contammation
of their progeny and to exaggersting the value of indirect trestment.

Rosen von Rosenstein (1706-1773), m his book on the Discases of
Children and therr Remedres, gives a detailed account of the symptoms
of congental syphuls, inctuding a good description of the early skim fesions.

He also refers 10 1 case of late congenital syphilis—a girl 11 years old, who
had necrosls of the palate and nasal bones, ulceration of the face and en-
lnrganmtof'.thcrncdghnd.:. He records the obecrvatrons which are,
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ar should be, common knowledge to-dxy that in a syphilitc family
healthy children may be born between mfected ones and that syphilinc
children may suffer in both body end mind. Mercury vwas used
extenarvely 1n the treatment of syphils m ho dsy and von Rosenstemn
recommended mercury rubbings for the expectant mother to safeguard
ber child.

John Hunter (1728-1793) held that it was only the primary lesion wiuch
was infectrve and comsequently ho did pot admt the possibility of mtra
uterme transrusion of the disease to the infant. In hm view mfants
who ahowed mgos of congenartal syphils shortly after birth must bave
been Infected dunng their pasage through the genital canal from a Jocal
primary leson. It may be recalled that m 1767 Hunter inoculsted him
oclf an the prepuce and glans with pus from & case of scute gonarrhoes,
which gave nse to a chancre 23 wrell av to constritutional syphils.  From
this and further experuments be concluded that & nxgle veoereal nous
could be trunsferred to the urcthre and other mucous membranes s
gonarrhoca, or to the skin as 1 chancre, but that the blood and secretions
of syphilstic petients were Incapable of transmutting such contsgion.  He
demed the intra-uterine trimsmismon of syphils and the posssbility of
extragenital infection a3 by keog of by the use of contaminated instru
ments, drinking veseels, etc. The knowledge of vusceral syphibs which
bad been labonously boilt up by Morgagni and others durmg the previous
250 years he brushed hghtly amde by hus casual observation I have not
seen that the bram  heart, stomach, biver kudneys and other viscera have
been attacked by syphile, although such cases have been described by
muthors.  So great was Hunter s reputation that thes remark was sufficient
to cause Yisceral syphils virtually to dmappear from the text books on
venereal discases for more than 5o yesn, and Hkewise mffuenced the views
of physicrans and syphilologists upon the mode of transfer of the virus 1n
the congenital desease.

An important impetus to the study of veneres! dmenses 1n mothers and
infents was given by the establishment by Lenotr of & specual hospital m
Paris for the reception and trestment of venereally infected expectant
mothers and their offsprng  This was aboat 1780 and in a book pub-
Ihed in 1810, Bertin, one of the phywcisns to the hosprtal, grves an
iMumnanng account of the good wark carned out within rts walls, and 10
pestcular of the reduction in the mortality rate among the newbomn chil
dren. 1t 1s mteresting 10 read that all the porary phywct e
ophthalmin a8 being one of the most frequent symptoms of vencreal discase
in infants, and all the symptoms as beng due to one Cause—nxmely
syphils.  Bertin appesrs to bave been & keen and scourate cimam, for
bemldmﬂcdmtdqumpmm.ofvmcruldueuourccug
nlmdbyhnn——(henﬂou:lcnumu(theﬁlnmdm{h,lﬁmofthe
mucous rmembrane of the eyes, nose, urethos and anus, buboes and bone

ded
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lesions  He lays particular emphasis on ophthbalmus, which he savs 13
often serious and may end 1n blindness. He recognized and descnired 2
case of perostiis 1 an 1nfant 5 weeks old and 1ts succesaful treatment
with mercury  He disputed Hunter’s claim to have produced chancres by
moculating pus from & recent gonarrhoea, ms he himmelf tned thes cxpen

ment several times without success.  These and other observations quoted
10 hra book show that Dertin made 2 s0lid contribution to the contemporary

knowledge of congenutal syphilts which has not recerved the recognrtion 1t
meTIty

The Dublin surgeon Abraham Colles (1773-1843) wrote a treatise on
syphils based on hs wide expenience of the dmease in which he made
sevenn! mportant observatrons,  These are so frequently muquoted and
munnterpreted that 1t hes been considered desirable to reproduce some of
hs origmal statements

1 have never seen or heard of a wingle tostance m which s syphditic

infant (although 1ts mouth be ulcerated) suckled by 1its own mother had
produced ulceration of her breasts whercss very few instances have
occurred where s syphilitic infant had not infected a strange hured wret
nurse, and who had been previously 1o good health  (p 285)
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T w a cunous fact that 1 heve never witnessed nor ever heaed of an
mtance m which a child deriving the mfection of syphila from its pasents
Tan camsed 0 uiceration m the bresst of 1 mother  After clting u cose
whxchlppumt}yformedmtxapﬂonmthudmm,butwhd:ondmcr
study was found not to doso he sdds  Thu case shows that parents, who
are not st all conscious of any derangement of health, may yet produce 5
child which shall, In a few weels exhibit the genuine charcrerstics of
veneres! discase, necessarily derived fram one or both parents Colles
also poted that 2 man with lxtent, symptormicss syphilis could mfect by
wife, 0 that secondary symptoma sppesred i her without previows primary
manifestations,! and thet perents with latent syphils cowld produce
syphiliic children.

He concludes his chapter on syphilitic snfants with the folleming
dictum  One fact well deserving our sttention 19 tho—that a child born
of & mother who 13 wrthout say obvicus vencreal symptoms, and which,
wnthout beng exposed to amy infectson subsequent to ste buth, shows thie
drsease when a fow weeks old, ths child will infect the most healthy aunse
whether ahe suckla it, or merety handle and dress 1t and yet this child 1
never known to mfect ©ts own mother even though she mckle 1t while st
has venereal ulcere of the hpe and tongue.  Brumés made & mmilar
cheervation m 1840 sppsrently mndependently of Colls publication
To this dictum Jonathan Hutchinson gave the name Calles s 2 whuch
Ruetschel regards ma the only important observation which has stood the
text of time of off that wes wntten in the mneteenth century sbout the
transmmon of parentad syphilis, Colles himaelf made no attempt to
explan the facts our subsequent knonviedge has confirrned huy obwerva
t1ons and o & derable extent supplied the expl of them

Philippe Rucord {(1800~1889) try hu long study of the vencresl duvexsex

bliubed the found of syphilology to which the
teschung of John Hunter had goven o0 severe & setheck.

Hs most umportant contrit to our knowledge were his i1
re-demonstration of the epoafic netuce of syphils and 1t separuseness
from gonorrhoes, and of the frequent of the voo snf
He elaboreted the work of Boerhasre by dmiding the climeal eourse of
syphiln mto the three stages, primacy secondary and tertrary  Fov a
fong tme be held the view that the pnmsry stage ¥ alone infectious, but
sn 1855 be wes & member of the French Commumon whach reported
upon the wfecunry of the secondary lesons,

In addition to providing his ewn mapurmnt costributions to our knew
fedge of these dicsses, Ricord strmulsted the study of syphsba m France
which resulted i the formation of the two greas French achools of

1t w naw behesed that m etances
e { Fwaltsy mmny ther may be & chancre £ che e

* o acve Contivenial Soummmes 1t hoow o es the Calles-Taumes law
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syphilology—that of Alfred Fournier in Pans and of Diday in Lyom.
Rudolf Virchow (1821-19a2), basing his work on the saentific foundstions
imd by Ricord wrote a treatise (1858) on the nature of the constrtutional
manifestations of syphilts, thereby throwing & new Light on the perrods of
latency and recrudescence. P Diday (1812~1894) and hw pupils con
cerned themselves chiefly with the problems of congenrtal syphils, and
10 hs book published 1n 1854 we find a full descnption of the infantile
symptoms, except for the bone lesions, which he say» arc  extremely
rare i infants,  According to Diday 6 months 13 the latest age at winch
a congenttally syphilitic child may show constitutional symptoms, and he Is

o
Fio s Philippo Ricord

sceptiaal of the exmstence of the lxes comgemita tarda of some authors, =3
theae, he says, are all more or less subgect to doubt.

Sir Jonathan Hutchinson (1828-1913) stands out as the foremost Bntsh
suthority on syphils in the mneteenth century  He studied all aspects of
the distase, but his most rmportant observations were made In connection
with the congenital form for (1) he established the fact that interstinal
keratitta, which until then had been known as  strumous comets, was
practrcally ahways due to congenrtal syphilis (2) he vas the first to describe
the charactermtic pegged and notched incisor teeth which are now known
by his name and (3) he pointed out that interstitral kerstrus and notched
incwor teeth were frequently ssocuted with 8th nerve deafneas—the
three signs being known as the Hutchmsonun tnad  From the year 1852
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onwards Hutchimson wrote shout these eye and teeth lessons 1a late con
genstad syphills, but ha hing ook 2 derable ume to nfl

Continental syphilolognts, for we find that Robert in hus  Noureau
Trautd,” which was bssed on work done m Ricord s clinic and which wes
published in 1861 makes practically no menton of the munifestationa of
Ite fal syphils.  Harch ahwo drew sttention to the ocour

reoce of hydropephatis and of inta 1n syphilie infants and he forestalied
Rapsomtz by 11 years in noting (1863) that the effect of parentsl syphilu

Fro. 6 Ser Jonathen Hutchinson

wpon children became progresuvely wesker with the birth of cach nuc
whuch

Hutchmson s first peper desling with sfantile intn, wes published
5852 when be was only 14 years old. Thereafter he wrote upon many
branches of medical knowledge, The lant editron of hi work on syphile
was publuhed 1w 1909 57 year after tus first paper  He was & keen
observer an able chinician and an indefsugable worker

Jonwthan Hutehuinson, Jr (:859-1933), shared hi father s snterest m
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syphilis and contributed articles on syphilis and gonorrhoea to Sir Fredenck
Treves  System of Surgery  but apart from a paper on the syphiliic
duscases of jomts, he did not make any important addition to our knowledge
of the dmease.

Although Bertm had described a case of bone dusease in a syphilitrc
infant m 1810 1t was many years before bone lesions were recognized i
being of importance 1n the symptomatology of congemital syphils. Diday
in 1854 had written that bone lestons wert extremely rarc 1n infants, but
in 1870 Wegner publshed hn dasucal account of syphilitic esteochon-
drus m Virchow s Arckrres Two years later Jules Parrot (1829-1883)

Fig 7 Jules Parroc

published 1n the drchrees de Phyvuologie hus memoar on  Pseudo-panalyss
caused by an alteration of the bones in congenmtally-syphiline infants.”
He made a careful study of the bones in syphilitic foetuses and young
infants and came to the conclusion the bones were affected in nearly every
case of congenutal syphilis. It s of historic interest that the Museum of
the Hospital for Sick Children, Great Ormond Street London, posserses
a cxse contmming & number of Parrots onginal preparations which he
presented to the hospital.  In additton to the changes in the long bones
he deacribed the changes tn the skull bones now known ws Parrot s nodes.
Owng to the frequent association of nckets and congerutal svphilis, Parrot
taught that nckets was akravs caused by congemual syphil, and so great
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m France snd, Bir Thomas Barlow siso i
mﬁnﬂxmndmmpmm&hm@gmﬂy lccegm{mthcmo
countnes. [t wms, homever d Conzok 1
other Continental wnters, and afterwards Englsh and French suthontres

up Parroe s extreme view upon the subject,
Jean Alred Fournler (18&:@14) shares 'c‘rixh‘Su Jonathan Hulc}un:o?
atncton of ba test yp 13 b
;:ry Hcmmlnimntztf‘ﬂ:cordmddmedt}mmdhn

Fig B Alfred Foumnier

professional life 1o the study of syphilis with ts many fscets. Hn fimt
peper on the infecunty of the chancre, was publshed m 1857 then
followed one an the ancubation of syphils m 3865 and one on the gum
matous syphilide of the soft palate 1 1868  Several of lus courees of
lectures were edited by hw doaples (Prokard, Dreyfous and Brussud)
on syphiles of the testss 1n 1875 tertsary syphilitie epilepsy m 1876 peeudo-
general-pasalyss of syphilitic ongin w 1878 and cerebrald syphils m 1879
Fournier emphamnzed the tnpartance of thorough trestment long after the
dissppearance of symptoms i order 1o consolidate a cure and to safeguard
any foture children.  In his wock on  Syphihs and Marnage  (1880) he
was the first syphilographer to give definute suggestions =5 to when 1t
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mght be considered safe for a treated syphilitic person to marry  In his
vanous lectures he emphenzed the importance of syphilis as a cause of
deg tre chang T Ily m the card lar and central nervoas
systems.  For many years (1878-1894) he taught that the  parasyplulitic
affectrons—tabes dorsalis and genersl paralyss—were dependent upon
antecedent syphihs, but 1t was severst years before hus views on th subject
recesved general acceptance  He continued to write varfous menographs
on late congenital syphils (1886), tertiary syphilis (1gor) (edited by his
son Edmond) on prophylaxus (1903), on treatment (third editron, 1909}
and finally 1n 1910 & small monegraph  On the prevention and trestment
of congenutal syphils—four mutakes to be avolded o that, 53 was the
caze with his porary Jonathan Hutchinson, his active Hterary
life extended over a peniod of more than 5o years. Furthermore, in both
cases the sons followed in their fathers footsteps but whereas the younger
Hutchinson made of syphilis & subsidiary obyect of study Edmeond Alfred
Fournier (1864-1938) devoted most of his energres to congenital and third
generztion syphilis, upon which he wrote several monographs  Stigmates
dystrophiques de 'hérédo-syphilis  (1898)  Hérédo-syphilis de scconde
génération  (1905)  Recherche et dlagnosnque de 1'hérédo-syphils
tardive (1g07) and Syphuis hérdditsire del dge adulte (191a). Itmust
be unique for a father and son to have written books and articles on a mingle
diseate duning & period of nearly 6o yearn.

Jonathan Hutchuinson and Alfred Fournter were great fnends and
adnurers of each other s work Hutchinson dedicated the last edition of
hes work on syphilus (1gog) to Fournier whereas the latter in h publica
tions, frequently referred to wntings or quoted cases of my friend Mr
Hutchtnson

Sir Thomas Barlow (1845-1945) was the suthor of severa] interastmg
publications 1n connection with congerutal syphilis (st on p x), and 1t
was 23 a carcful observer and skilled clinician that hws grest qualihes became
known to many generations of students whom he taught the art of obscrving
for themselves. He was also s great hunannt, which wes ebvious from
the manner in which he dealt wrth hrs patrents, sdults as well as children.
Barlow wes & dutingumhed phy and va b d by three Britith
sovereigns who entrusted therr health to his care.  He was likewise one
of the foremost paedtnicians of the mneteenth century and it 1 of
1nterest to record that at the Third International Predatre Congress
which was held in London m 1933 Sir Thomas Barlow then aged 88,
attended the demonstration of cascs which wia given at the Hospital for
Sick Children, Crest Ormond Street. With hw marked Lanczshire
.ccent,hcczgd’lydmmcdmycftbcmamnmmnerwh:ch-hmd
tht he Wi mentally as shert a5 ever  Many of the foragn, end cven
.nm:oftheEﬂginh,mcmbcnoftthwgn-hxdtobetddwboLh\:

distingushed old gentleman was, and most of them were gmazed when
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they lesrnt that 1t wes the Dr Barlow who 1n the yerr 18831 had fist
deseribed  infantile scurvy —ate Bariow rche Aramkhert—and 1 1888
published hix translation of Rsynauds eponymous emays on Loead
Asphyxia and Symmetnesl Gangrese of the Extremyues  which were
ongmally wrtten 1n 1862 and 5874 'To them he sppeared to be an almost
legendsry figure.

"The xuthor had the good fortune to come under the influcnce of Sir
Thomss Bariow m the year 1895 and in conséquence owes lum & deep
debt of gratstude for the sound princrples and wise teaching he imbibed
from hus preceptor  He has endewvoured to repay tha debt, though how
imadequately he 1 painfully sware, by dedicating thus work, by permussion
1o the memaory of Thomas Barlex

Quute early i his career Barlow beesme interested 10 congennal syphiln
which was then 3 much commaoner duesse than 1t 1 to-dey and be man-
tamed that interest practically to the end of hus fong Ife.  He veas an
acdent supporter of schemes for combating venereal dsease and 15 hus
oth year he wan elected Charrman of the Executrve of the National Councit
for Combating Venrereal Daease, later the British Boceal Hygrene Councyf

In Jmnuwary 1877 there appesred hu first paper o Enlargement of the
apleen wnd heart disense in congemtat syphilm,” which mgn Barlow tells
us b3 ot referred to by erther Diduy or Hutchungon sn thar wninngs Gee
bad dorwn 0 sph ol fantile syphila m 1867 and
stated thet he had noted fn occurrence mn sbout half b cases  Barlow
thought that Gee ruther undevestimsted sty prevalence, for he humeelf
found the spleen enlarged i 23 out of 38 cara. He noted too that when

both fiver and spleen were enlarged, the liver began to duminsh m mxe
before the spleen.

hiving gummats on several of the cramial nerves, disesse of the cerehral
arteries (one muddle cerchral artery snd the yessels constituting the aurcle
of Willis), and cicmtrices of the bver and splcen.  Thus was appasently the
first cans of congenits! syphilis to be recarded with gummatous cranua!
nerves, but, sceording to Barkw the artena! changes had previously been
described by Heubner (1874) m cames of aoquired syphilis Actually
syphilie artesitis th  dopersed granalomsts  m the bramn hed been
described sax years previowaly (s868) by Chfford Allbutt.  Bath Allbutt a
and Heubner s deseripbons of syphilitc arterttie concerned adulta with
proaumed scquired syphils  Barlow’s cases 1n & 1o-months and & 36~
months-old child respectively were apparently the first recorded cxses of
syphitive anernds in the congenimal disesse, The anteral changes are
* ' On cases described e scxs nekats  w huch wre probably & combineton of

mmmﬂxmw’zmwmmm- wrlable chrnent,”
Med Chwe Tyexs Landon (1883) 139 ¥ © -
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Fio 11 Ench Hoffmann

T 12 Aumot von Wassermenn
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first {a apes and hater in rabbets and mice. In 1905 Schaudinn (1871~
sgo6) and Hoffy (b 1868) db red and described the causal
arganum of syphilw, o which the name Sperackaets pallda was oogoally
gven,  Afterwards, to conform with prarity of nomenclature Scheudinn
renarved the parssite Treponenra pallidion.

In 1906~7 Wassermann (1866-1925) Neisser and Bruck spplred the
complement fixstion test of Bordet (b 1870} and Gengon (b 1875)
tothe diagnous of syphilis, and evohed & practien] dugnastic test for the

Fia 13 Pwul Bhrbch

dnmewh:chunowmddykmwunmc“mnnmcmm(\vk)
o 10 wveral Coatinental countries we the Bordet Wasstrmana resction
(B WR) The spirochacts) nature of yphilis eatablabred by Behandmn
bed to the xpplication of the bnllant researches of Ehehich (1854-1915)

o the doesse.  After many compounds had been syn
l&mdbyﬂuﬂ&tnd}lin,ﬂ\eﬁouhmtmedbyutmhumm
ayphils and wts thempettic value esablshed in 1910 This substance
Ehrich named  salvarsan and he hoped that ane big dose of the drug
would kill off all the spirochactes and thus erdicate the disease—the

thrrap derilisans magas ™ Thn bope was unhappily not fulfilled
3
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nevertheless the discovery of 606  (now renamed arsphenanune) i
augurated & noteworthy advance in the treatment and prognous of the
disesse,

Many syphilologists on both sides of the Atlantic could be named a1
baving made important contnbutions to one or more sspects of the
disease, but only a few of them can be referred to by name A. S Warthin
who devoted years of work to the pathological aspects of acquired and con

Fo 14 L W Harmson

genrtal syphilis J W Willmms, ] H Stokes, J E. Moore, ] F Mahoocy
Bauer Brown and Pearce Esgle, hahn and s host of other Amenican
workers Hutinel, ] Jme, Péhu Hochanger Jadassohn and many
other continental authonnes Mott, Anwyl Davies David Lees, hang
Burke, McEHNigott and others of British natronality whose names will be
found 1n the references to ensuing chaptess in thi book. There 13,
however one Englishman who has devoted pmcnuhh!y ho whale pro-
fesslonal life to various aapects of the dmezse and by roany nterns
onal contacts 18 known to practscally everv ayphilologust throughout the
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ovilzed wortd. 1 refer to Cof L. W Hamuan (b 1376) who begun
hus clowe connechon with venereal diseases ms hacterologut 1o the Mils
tary Hospial st Rochester Row Londen, in 1900

Esﬂymhnwecx}hnwnjdndtth:yyﬂArmyMcdxalCorpu,
where he cume under the influence of Almroth Wrght, who stmulated
0 hum the Bar foc and intmate knowledge of pethology which: lster per
vaded all hus work. He sew servicr sn Scuth Afrnics and Indu before
beroming bectenologst st Rochester Row  Here he worked at the
pathological dugnoss of venereal disesses including the improvement of
the Warsermann techmugue, with the result that dunng the 1914-1918 way
Tie betrme responsible for the dugs and of venereal discases
i the Army whereves the forces were sationed.  Hu concern for the
pmpnummmtdmdmtmmmdhrth@mdmgofm
blood tests led to hu yuggestion 1n 191 to the Congrom arganmeed by the
Lesgue of Red Cross Societses that serum tests practmed 1 the principst
isbormones of the world should be compered, and the reports so drafted
that they would be understood by climoans cverywhere  He wis a
member of the Lesgue of Mations Health Organzanon which erganceed
the sesum confercnces st Copenhagen and Montemdeo.  An important
cutcome of this work win the establshment in this country of » reference
Laboratory for the comparmon of scrum tests and the mipervaon of our
3D chirac and laborstong,

After the 1914-1918 war he was sppourted Adviser in Venereal Ducases
to the Minntry of Health und for some years was the Director of the cinie
«t Bt Thomat s Hospstal.  As edviser to the Minstey of Health, Harrson
supervised the § D chimes throughout the country and thus hecams per
swaally scquamnted with, snd friendly sdvmer to the heads of all the
chntes. He has wntten several umportsnt text books and hu contribu
tomzon Syphilis 1o the Medical Research Council s System of Bactens
ology {1931) and to the Brimh Encyclopsedm of Medwcal Practice
{1939 sod 1453} are suthorratnee and informstive mocographs.  He wa
a founder and for several years President of the Medical Bociety for the
Study of Veneres! Duesscs (NSS VD) and odles & founder and for
srany years the sentor editor of the Btk Journal of T ensreal Drsewses

Ihe lustory of Hurnson « humsartsnan work on venereal duesse
told w e article 1 Aledicine [untrated from which 1t will be seen that st
s bardly recerved i Britwn the recognition 1t deserves  The Amencan
Somml Hygprene Amocation m 1946 swarded hum the Willum F Snow
redal for Du fed Bervice 1o Hi y fugh hooour 1ndeed—
which hl%\;m}yhm:!mebd@(mwg\)bemnmedm-umofm
countey Ay, <, wias for meny the energetic
secretary of the Brtwh Socud Hygiene Counedl e

Tncmhanwnofumxmllhhtymxmbcmmﬂwghmthnof
them o & professed venereal duexses expert. They are “ur Alexander
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Flemmg bmentus Profexsor of Bacteriology Unn eruty of London, and
Prnapal of the Wnght Fleming Instrtute of \lrcrobtology St. Mary s
Hoapital Medieal School and Dr Thomuas Parran Dean of the Graduate
Schoal of Public Health, Univernity of Pittsburg Pennsylvanta.,
Alexander Flemmg (b 1881) was another of Almroth Wnght s pupils
and he started to work in Wnght s laboratory at St. Mary s Hosprtal
almost from the ume of his quahfication. Inspired by the gentus of hes
master he wus not fong in acquinng unusual manpulative desterrty and

Fiy 15 Bir Alexander Fleming

keen power of observation  Early m hus career he devised a method for
performing the 1Y assermann test uang minute volumes of blood he aiso
worked on W right 8 opsonins and other protectrve substances m the body
be discovered and named the lysozyme of the tears and later he dmcovered
and pamed penscillin. It says much for Flemung s genius for cnbcal
observation that many of us had worked in bactenologrcal laborstories
for years and must have had innumerable culture plates contarmnated with
moulds mcluding Pencilium, but he was the first to reahze the aignfi
cance of the action of penrctllin upon bacterta and 1ta potentualines.

The discovery of pemallin by Flemung n 1928 and its development by
Florey snd hs sxsociates a3 o powerful chematherspeutic agent duning the
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1948 war were the Toeans of ssving countless hves,  For tha gift 10
m5mmnngdmmbcm&zdwnhmgxmmbmdﬁm
Pastenr and Laster and 10 @ materal manner b services have been
mﬁﬁby&cwmﬂumnmdmhobdpmlnhltmm in
addrtson, peraciflin sppekrs © be 1 spectfic for both the mapor venerest
infections, svphils snd gonorthoer, whach it promptly sips m the bud
mpmpﬂyxnmmwmmsddmmmdomhwm
spportunmy to develop an womupty it 100 early to express » fong term
wiew 8 ta the ultmate effect of pemathin on these two dueases but the

A{{\t‘: :* ~
ff\\\\*\m? ;:i
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Fio 36  Thomss Parran

resducton i human suffermg and the bencfit to the offispring of syphilie
mothers are there for ail to witmess.  In spite of alf the honours he has
secerved Fleming has remuned the same modest, quiet man that he wes
when 1 first met hum 1n Wrght » lsboratory 10 1906 He 1 & member of
ﬂntmnlndnekabmda‘mmum‘hopamthempkhmom~
the Fellowshup of the Royal College of Surgeons that of the Roval College
of Phymaans and the Fellowship of the Royal Soccty

Thoeras Parran (b 189a).  Soon after hix graduatian from the Gearge
town Univernty of ‘edicine Parran emtered the Pablic Health Servece
of the US.A. in winch he has spent mort of ha profesonat career
Duniny 1930 10 5936 be was Heahh Commussioner of “New York State
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from 1936 to 1648 Surgeon Genertl of the United States Public Health
Service. It was while acting 1n this capacity that Parran was concerned
with the control of the venereal dueases, the effect of which is reflected
m the sub lly decressed mcid of syphilis shawn 1n Table a
on p- 37

Parran has represented the United States Government at & number of
nternational health conferences  He was Chairman of the United States
Delegation to three Pan Amencan Sanitary Conferences was Prasident
of the International Health Conference 1n New York City 1n 1946 which
drafted the constitunon of the World Health Orpantmation and he nes
Churman of the Umted States Delegation to the first World Health
Assembly  In 1948 Dr Parran recerved the Dustinguished Service Medal
for his contrbutions  to the succesaful prosccution of the VWar ”

Parran s list of native and foreign honours—degrees, memberships and
fellowshrps-—are too numerous to specify but mentron may be made of the
fact that he recerved the Honorary Fellowship of the Rayal Society of
Medictne, 1 an Honorary Member of the Medical Society for the Studs
of Venereal Disease, and of the Royal Sanitary Institute, the Royal Instt
tute of Public Health and Hygiene and the Socrety of Medical Officers of
Health—all of Great Britun ~ His work 1 obviously el known n thes
country
Immediately after Schaudinn snd Hoffmann had announced thelr duis
covery of the spirochaete of syphilis, Constantin Levaditi (b 1874) began
tus long series of investigetions and researches which, i assocuton with
a of collab and ansi he has continued uminter
ruptedly (cxcept for the two world wams) for more than 45 yearm. A
Roumanun by birth, he studied medicine 1n Bucarest and 1n Pans, and
most of his expenmental work was carned out at the Pastcur Instrtute n
Parss first as assustant to Metchnikoff and mnce 1926 a3 Professor at the
Insttute. He collaborated with the clinicians Queyrat Pinard and many
others who furnshed lum with matenal for h clinfco-pathologreal and
sciennfic 1N\ estigations

Already i 1905 Levaditi made several communications to the Socrétd
de Biologte on various aspects of syphilis and its causal organsm  aggluting-
tion of T palhdum 1n the contents of a syphilitic bulla with Manowdban
he studied the distribution of the treponema 1n human and simuan chaneres
and demonstrated the parasite within the blood vessels and at the meeting
of the Socrety in October 1905 he gave details of huis method of staming
treponemata in sectrons which 1 still 1n use.  In 1906 wnth Sauvage, be
described the treponema 1n the ovary and even wn the ova of 2 syphilitc
wfant an observaton which was later confirmed by Melntosh and othern.
In 1906-7 with Mane he made the mportant ohservation which &
referred to on p 76 that in performing the W R it was not necessary to
\wse an extract of syphulitic liver as antigen but that an extract of healthy
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will soswer equally well. ‘The same year with Melnwoeh, be
:d‘:mmdmmhmcfpdldmmceﬂudh\mmmﬂtm
cenity of monkeys.  In thus they met with arant success for the cultures
were all contamunated with becterie.  With Roche, Levadit wrote Ins
bock L& Syphils, cxperunentauon, dugnottic  1n 190G Between the
war yam 3994-3678 mpenenisd work o seencted, bt shactly after
(1g19) be publuhed & paper wih bisnrc on treponemat from chass of
gumlpiu)ymmwhrchtheopmmhmnﬂy:xprmcdthnthmu

 neurotrogie srmn of the eyphiliee marente 2nd thet the neurotropie and,
the dermotropic should be segarded a5 vinctwes of the treponema.  Then
fallowed work on the spirochsete of the nabbit (Sp cemcrli) with Mane and
MNwohin, and i 1421 Levadm began 10 publab hu fong semes of papen
on bamuth prepamations fise wath Sarerac on thewr curstove cffect on
antnala (rabbrt eyphdu) then, s 1922, the confirmation of their benefical
effers on man by Fournier and Gudnot led to mruch werk bang done on the
mode of action of blamuth and Levadit ¢ suggestion that hantuth coo-
pounds have only 2 feeble action on spwachaetes tx tavo uniem they have
been previowaly tn contect with organ extracts pastscuiarly lver and kid
e In 1924 be wrote o book on bumuth in the trestment of ayphibs,
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but he contmued hs researches upon ths subject, for in 1925 he syn

theaxed  Butovol, & compound of bsmuth and ersphenamine which was
found to be actrve 1n experimental syphilis and [ater 1n human syphils.
With several collaborators he wrote papers 1n 1926-8 on the mode of
uction of bismuth preparations and the value of lipo-soluble preparatrons
—rmuch vaunted by the Germans—compared with nsolgble preparatrons

which Levadii found to be far more capable of preventing syphiline
infections than the soluble onea.  During this peniod he was engaged upon
researches 1nto the Iife cycle of the parasite of syphilis, of which he sard
the T palidum 13 only one phuse. Contemporanecous and later woek
included the study of the viruses of herpes and encephalitls, tovoplasmons
and allied conditions, which culminsted 1 his wnting two further books,
onein 1935 onthe Prophylavis of Syphils, upon which many suthonties
dusagree with Levaditi the other 1n 1938 on  Les ultravirus des maladses
humaines. In 1946 he published work with Valsman on the syoergrtic
sction of penxillin and bismuth 1n expenmental and in human syphils.
Even this record does not complete the account of Levadrt s activitres,
but sufficent has been outhined to place lum in the front rank of onginal
investigators.

A record of epochal drscoverics in connection with a sngle disense such
as occurred 1n the caso of syphilis benween the years 1903 and 1910 3
unique 1n medicme. Since 1970 further important discoveries have been
mzde, but none quite s0 fundsmental 25 those of 1903 to 1910 Among
these Inter ducovenies are (1) The introduction of malana (1917) for the
treatment of general paralyss by Wagner Jauregg (1857-1940). Pyreto-
therapy s thus form of treatment 1 called, has since been applied to al!
forms of neurveyphils a3 well as to VW amermann-fast and other types
of the dscase. A special apparutus—the hettering hypertherm—has now
largely replaced malarm therapy in the United States of America.  (a) The
value of bimuth 1n the treatment of syphilis 23 demonstrated by Levadid
and others (rgar)  (3) The usc of trypacsamide sn neurosyphilen, (g} The
oral treatment of congemtzl syphilis by stovareol (scetarsol) (5) The
introduction by Hamulton 1n 1932 of arsenaxide (mapharsen) in the treat
ment of all forms of syphilis, which led to rts adoption for the routine
treatroent of the dmease by the U S.A. and Canadwn Medical Services
and by the Royal Navy until the use of pemcillin was inaugurated.  (6)
The recognition of the fact that by giving adequate trestment to all syphils
tic expectant mothers the bicth of a healthy wmnfint can be practically
sssured,  Thus hes been huled a3 one of the great discovenes of modern
medicine, and 1n countnies where 1ts applicaton 1s general congenital
syphulis has been almost erndicated in the last a5 to 30 years. (7) The

and elaboration of the vanous flocculatron tests (hehn Klme,
Memicke, Sigma, etc.) have helped maternally 1n the diagnosis and follow
up of syphilitre patients  (8) Most important of all the discovery of peru
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cilin by Fleming and the demonstration by Mahaney Arnald ead Harru
1 1943 of stx value 1n the treatment of syphils bsve been followed by
reports from all over the world of the curatrve effects of the drug 1n human
and experimental syphilis. In apite of all these dmcoverres, however
there are still meny unsolved problems i syphilalogy severad of which
have alreedy been touched upon in this and the preceding chapters, while
others will be unfolded s the narrative proceeds.
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INCIDENCE OF CONGENITAL SYPHILIS

IN the absence of any system of notification of syphulis it 15 impossible to
obtain reliable figures for the incidence of the discase in adults or children
The records of the vencreal disesses clintcs (since 1917) give the number of
new cases of acquired and congenital syphilis diagnosed esch year and the
total number of cases attending the dinies.  In additlon the returns of
the Regustrar General give the number of deaths certified s being due to
syphils, which (since the year 1940) have been subdivided into those
resutung from (1) gencral paralysis, (2) tabes dorsalis, (3) aortic ancurysm
(4) congenstal syphilis and (5) other or urapeczfied forms of syphilss.
The returns from the V D clinics have hitherto excluded congenttal
syphilts patients trested in hosprtals and institutions xot workmy sader the
V' D scheme though under the Natronal Health Service they may some day
be recorded.  The number of such patients treated by private pracutroners
will remmn unspeafied in the future as 1t hes done hitherto unless per
chance congenital syphilts should some day be made a comj absorily
noufisble disease. In addition there undoubtedly anses every yesr a
considerable number of cases of unrecognized syphils acquired and coa
genital which may reman latent for an indefinte period  Staustics
on the inadence of congenital syphilis n the pre Wassermann days were
based on clinical expenence alone, and after the discovery of the causl
organtm and the Wassermann reaction they were based on estimates cal
culated from certan data such as (1) the number of serologically positve
children smeong certain classes of the populstion normal children, genertl
hospital patrents snmates of nstitutions for the blind deaf mentally and
physically defectrve, most of these beng sclected groups of individuab
(2) the proportson of snllbirths due to syphilis and (3) the number of
positrve resctors amoag expectant mothers  Pathological and
investigations are likely to yield more accurate results than rebance upon
hustory and clinical manifestations alone, but whichever method 1 em
ployed unless routine serological tests are carried out on every panent nd
mather the number of congemital syphilis pstients duscovered will d
upon the clinical acumen of the examuning physician and Tus index of
suspicion of the disease  Unfortunstely modern medical teachng sppears
10 suggest, and at times even to state, that congenital syphils 14 & 1are
3
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discase, aften holding the same view It o therefore under
standable, though rmuch to be deplored, that medical students—the prac
tutioners of to-morrow—take little mterest m the disease and henee fall to
realirs fts rmportance to the commg generation and the grest value to the
community of the blood testng of all expectant mothers.

The madence of congentsd syphulis can be most conveniently conndered
under the following headings

(1) Stillbarth ratex.

(2) Death rotes from syphilis (q) 1n nfants under 1 year (8) in older
children and edaits.

(3) Actual figures and esumates 1n wnfants and 1n older children and
adults,

(4) Indirect enidence such as 1 afforded by powitrve serologcal tests m
pregnancy

(x) Seillbirths

It » an age-old behef that syphilis ts & cornmon cause of miscarnages and
stillbirths and particularly of repested stilllurths m & woman s obstetnc
hotory It must not, on that sceount, be sesumed that all stillbirths are
due to syphilts, nor should one always expect to have one or mare still
births before the buth of a syphiline infant.  Authorities grve very diver
gent figurea for these occurrences and the tendency hes been wth the
passage of time to reduce the proportion of stillbirths which 1t 18 esimated
o due to syphils.  In recent years the rhesus (Rb) factor has been shown
to play 2 not derable part 1n the of etillbarths and neonatal
deaths which formerly would have been debited to syphils, Most
authoritics agree that syphilis s not & frequent cause of carly abortions
and that most foctal deaths from syphilbs occur 1n the second half of preg
nancy  McCord (1935) 1 of the opumon howerer that syphils s 1 more
frequent cause of eady foctal desth than  now generally believed to be
the case, and thu opinion I am melmed to ahare. All are agreed, on the
other hand, that syphilis 1n the later months of pregnancy 13 an mmportant
cause of premature births and stillbirths as well a3 of neopatal and 1nfantile
deaths up to the age of 3 monthe.  In 1917 Sir Willem Oaler wrote that
of the 100,000 stillbirthe estimated by Sir Arthur Newsholme to have
occurred in thus country mn 1915 st lexst 20 0oo were syphiline, and of the
90 000 1nfant dexths under 1 year 15,000 to 20,000 were due to syphilis,

Bubop Harman (1917) compared the obstetric and family histones of
150 healthy and 150 syphiliic women of approximately the same soctl
staituis His resubts are shown in Fig 18 from which severnl pownts of
mterest emerge.  The syphilitic mothers had more pregnancies than the
healthy which shows that syphils does not reduce the fertiity of mothers
and the greater number of pregnancics m to be explained by the untimely
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and housing had come {argely into the preture, but he did not believe that
improving the housing conditions of the loner strata of society would
achieve the demred sdvance. In his view which was not shared by
Profestor D Daird, who opened the discussson, the deplorable figures for
premature births and stilibirths and for neonstal deaths were duc not
solely to the conditfons under which the people lived, but also to ther
nsturtl weskness m breed chamcter andfor intelligence. Doubtless
there are many factors, among which I believe syphils still holds an
important place, yet this diease m not mentroned 1 the report of the
discuseion.

(2) Death rate from coagenital syphilis

In his oration previously referred to, Osler said  Vencreal duexse s
and remains the despair of the atatisticlan.  Trustworthy data are not
forthcormung  Even in death x strgma 13 assocuated with 1t and the returns
are everywhere but under the special caption of the disease jtself  Among
the eleven causes of infant mortality dunng the first year syphilis ls not
mentioned.” The situntion has improved since Oaler made these observa

Tamre 1

Deaths 1n England and IWales under 1 yvar of age from Congendts] Byphilis, and from
mdmmﬁmhhdmﬂu cars 1918t 1949 (from the Registrar
)
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tons 0 1917 for in the following year we find m the Regutrar General s
returns of the deatha from syphills that no fewer than 1,262 infanty under
1 year dred from the dosesse Table 1 gives the deaths from wyphils
under 1 year of age and from I to 30 years of age for the peniod 1918-1949.
"The maority of indmduals who die of syphulis under the sge of 30 are
almost certunly congenrtal syphilitics, the exceptions being the few
fatalities among soquired syphiliics who die as the result of treatment or
10 rarc matances from some other cause.  The table 13 inatructrve, for st
shows that the peak was reached in 1920 two years after the termunation of
the first world war and smce that tume the deathy fell first steeply then
steadily down to the years 1939/40 Dunng and since the second world
war the numbers have fluctuated and the lowest figures hitherto recorded 10
this country were reached iz 1949, The improvement 13 more marked 1n
the deaths under onc yeur of age than 1n the older age group In the
former there were only 61 desths 1n 1949, which represents a reductson
of over g5 per cent of the 1,443 deaths recorded 1n the peak year 1gzo the
corresponding figares for the 1 to 30 years age-group were 30 m 1949 and
241 1n 1918 2 reducton of 87 5 per cent.  Table 2 gives the dexth rate

Tarix 2
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under 1 year of sge from congenital syphils m Englend and Wales and
in the United States per r 000 related live births. It is seen that the
Engluh rate was more than hatved between the years 1933 and 1940
then rose by slmast 50 per cent 1n 1943 xince when there has been a very
consderable fall. A mmular reduction m the mortality rates w shown by
the Amertcan figures, but here the dechine hes been almost umfermly
progresarve without any sethacks due to the war  Thes indicates a mitt
gatan in the seventy of the infection 1n mfants and reflects sleo the bene
ficul effects of modern methods of pr and tr but the total
wadence and mortahty from congenital syphils are still comnderably
greater than they ahould be or need be (see hater p 39) It has been
shawn in several countries that when adequate sntenatal supervision and
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treatment have been carmed out congerutal syphilis has been rendered
practically non-exmtent.

In order to demonstrate that congenital syphulis in fnfancy was not the
rare disease 1t was 30 often stated to be, the figures for desths under 1 year
of age from congenrtal syphuils, g 1 ingitls and tuber
culosts of the central nervous system for the years 1933-1949 have been
taken from the Registrar General s returns and are presented 1n Table 3

Tasex 3

Dewthe imder 1 year of age from Coogental Syphilss, A, Meningitoy and
from Tubercuous Meningas and Tubercle of the Centra] Nerrous S sem (o
the Registrar-Genenul s returna)
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It shows that the deaths from congenutal syphils are by no meens inugmufi
cant, and = from my own cbscrvattons I am convinced that both the
madence of and the mortality from the ducuse arc grester than the officral
figures would lead us to believe, 1t is quite possible that in the year 1943
for example, when 153 infants are stated to fve died from congenital
syphils agunst 187 from meningococcal #nd 179 from tuberculous
meningitls, the deaths from congenrtal syphils may have equalled or
even exceeded those from erther of tho other two duceses named.

(3) Incidence of congenital syphills in infants and in older children
and adults

As was stated at the beginning of ths chapter 1t 15 mpossible to produce
sctual figures for the wadence of the disease and the estumates
have eppessed ta the literature differ so wadely from one another as to be
pracucally valueless. An mmportant point to bear tn mund 1s the fect that
since the mortahity from congenital syphilis 18 much grester mn infaats
under 1 year than 1t 18 1 older chuldren, the inaidence of the disease will
be correspondingly higher the younger the age-groups studied

Table 4 shows the alleged snadenco of congenstal syphilis under 1 year
and at all ages 1n Great Brrtan compiled from the V D clmuc returns sunce
the year 1931 It does not, however disclose all the facta, for a5 has been
previously stated, the clnic returns bave not hitherto mcluded (1) patrents
attendimg hospitals and other mstitutions which are not working under the
VD treatment scheme and (z) cases dugnosed and treated by privae
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practsoners.  Furthermore, there will abways be « number of undiagnosed
cases with overt symptoens ot which may be Istent.

Tamz +
Racorded (VD Clink) Incidence of Conganhtal 8 philss in Grest Beitaun from 1931 o
1931

Englond and TWale } Scatkend
PNormber of wew climc Number of wew clime Care razs
Yeur | cows of Comg s»ml c;:," cases of Cong Syplakis puiehipy
Usder fand Usder T

P e IS - P T R
193 ) 243 19 o3 10 %0 195
o vy * 38 B r
1933) 20 o5y €t T
1934 2008 m oy 68 61 181
638 | 2oyt 25t o4t ety 156
9 1 pyes 19 38 138
G‘JZ 1 an o34 5 13 1
9! a6 1 74 1
o1 | AL 117 @y " 34 Ty
40 | 1.y 9 o) 3 ol 113
194 T 3 37 15t 8: ot
tg4al 146y 143 37 319 s o
1943} 1737 3 oy m yes i
Wt 1382 34 o it 17
m 1338 1 047 3° 1 b3

13z ¥ o 36i 1 1
1997 ] 153 Er o3 T 1 xtz
T A7 7 o8 137 it
1949 7 358 o436 4 1 e
90| 1 IS 130
o5 137 1 ° m bl Jz
952 e 1o i 016y 178 7 a4

'malwnddlnmxg{ammm Wartie’

those for the sobsequent years
bey been Dr \mmll:mlmnolmlmdlmndm
Buthwrind, kil Halth for Sertdand.

Lm
o Dr Watoe y notes to het orarnel Tuble
wre ae follow The table w compiled from reeosded chime Tha

the vear 1940 the madence of congenstal syphils had also fallen (sec
Tables 1-3).  Dunng the 6-year penod 1917-1922, | saw at the clinic of
the Howprtal for Srck Children, Great Ormond 322 new cmes of
the congenital duscase, 2 yearly aversge of 53 caes, whereas dunng the mx
Tears 1933-1938 1 saw only 121 new cases at the same clinue, but an sdds
tonal 73 extes from the London County Counal hospitals snd the London
School for the Blind, yielding o total of 196 cases a yearly aversge of 32.
4
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These figures show a conmderable declioe in the incidence of the disease
but the fall s not nearly so great #a that shown in the deaths from con
genutal syphihis in Table 1 With the increase 1n the volume of adult
syphulis which inevitably-accompanied the second world war there was o
correspondingly sharp Increase in the madence of the congenital diease,
mainly in children under 1 year (sec Tables 2 and 4) but the latest figures
show & gratifying reduction m the incidence of children under 1 year

As regards the maidence of congenital syphills In older children and m
adults, my expenence leads to the belief that thi 1 underestimsted even
more than in the infantlle form of the dsesse.  Several factors contribute
to this unfortunate state of affairs, Firstly the dsease may be latent, that
13 to say the stigmata may be absent even though the serofogical resction,
if tested would be found posinve but unless the possibility of congenrtal
syphilis 13 borne 1n mind, in the absence of stigmata a blood test Is usually
orastted  Secondly tn older congenital syphilitics the serological resctron
often diminishes in intensity—according to Dean (1912) ths happens
rapidly after the 16th year in many cases—end it may eventuslly become
negatrve, ¢o that patients with mental deficiency eye trouble deafnem,
cardiovascular dusexse and so forth may give negatrve serological reactions
and 10 constquence be regarded as non-syphtlie, The elect know that
this view 18 erroncous, but it has wtill to become apprecisted by the
many This aspect of late and aduit congenital syphils will be further
conudered when the relation of the disesse to mental deficiency 1 dus-
cuseed (ace Chapter 8) Thrdly stigmats such as nodes on the tibuee,
Hutchinsonian tecth, scars on the cornese and 3o forth may gradually fade
and disappesr as the patients sdvance m years and with a doubtful or
negative blood test the ayphilitic nature of such a case may be averlooked
Many authorrties have recorded such cases and I have come scross seventl
myself The following case-history illustrates how eauly a syphilitic
family may pass unrecognized for years and hence resulty in very fallscous
statistics of the incidence of the congenital diseass

Heruce P at the age of was brought to the Outpatients Department
of the He for ckm"drm.uhmhmmb my former collcegue,
Dr W G Wylhe in July 1928 Henub.ckm:d,m{:ﬂem“dk.umdnfy
Iretle uud‘:rtymhhd}u gndd}?bﬁdndn:xhngcmbmnaéffuﬂwﬁ
weaghed 7 pounds gnd ia sud to have no e
Ommwmmﬂmlpmmdlmmnﬂm the
fontanelle beng ofl open  there wrere no sbnormal phyxical mgns to be detecred
m the chest or abdomen ex tﬂuttheﬂhManudlnmiale
sulcus.  The lower ends of redius and ulns wero enlerged.  Ifis weight

de. The cal reactions of mother and child were tested
T O Bty pooi 11 R ond < poois Fabe ke chtd o ool
nr nlmmf farnily hustory was & foltows

Father Bam 1887 gave no history of venereal duewse and had not been 10
the Army W R. 1928 negwtive.
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Afotker Barn 1891 no hmtory of any rash or sores.  Her mother died in
childburth &t 43 dsrzr}nv{ngh:dvdnﬂlrmufwhmnnmrﬁnd. Her father
dzd‘:ﬁ-n Bhe was marned 1910,

CJ

1 F 1910 Died at 8 months of fim
1911 8.8
1913. 8.8
M. 1913 Partully blind since burth.  Hixtory grven later
F 1915 Died 2t 83 of perttonsts.
M. 1916 Premature dkdnqd-x.
M 1917 th:mcdhg?uofnc-& 7. wig-zﬂug\dmt K_poniioe.
1919 Twins («) 8B, (3) alive and 1928 IV.R. and K. mot
quate & clear #epatce At 18 yeurs of nge he wma snud to be “well

md-rmﬁ
1088 TP.R. and Kaks were wot quile & clear mepatrog At 16 yoary
of ago be was an crrand boy and apperently well
11 M 142) The blood terts were wot quats cleer (1925). At 14 yearm he wma
#till ut school and well
12. M 1925 The petient. No infaatile rrv;l:ulihc Backward and
dirtymh-hhxn;ﬂg‘ml. R, ord K. tful, Negative
after two courses myechons  (sulpharsphenamine),
fluld negative,

10 M. 192,

13 F x TR sapatne at 1 year
li.ng;Z.demhnnkguwble‘bmptnmtmthrmghtfmmmmtdm

Atmm“ewmmmmdmcﬁnﬁ]qurm(hmndsminx%z&
although we hils and actirally treated child 12 with tie
drugs, we could nat oarselves there was schrelly syphihs in the y
The trested ehuld did pot a great deal of jmprovenent, winch have
been due to the fact that his ca) reactzone were not positve and he
wm, therefoce, not actinlly mfe but thet the symptoms were possibly due
mmmmwmdopmmddmm:qumtuﬁmm. hilsg,
In 1937 m followmg up the farmly and sfter a grest of permsion, children
12 and 13 were scen

o the mother mid he vas not backward he z dull look.
The sater (No. 13) was also small but well.  Both chuldren now negative
At trme information waa obtalred about the Tnng child, No 410
the hat, which erubled ua to establsh the syphihtic bass under;
in this ahmtory Heis mud to have been bﬁnmc: At
the age of 17} years a report from the Eye Hosprel “vio. R. 6/60 L. 1/60
not 1m)| wnth glasees. discane In ench moaths
hiter he wae admitted to en fnatitation for the blnd with the disgnowns of
dite and nyatagmue.” Ao blood tert 10 have been taken

appaary

of the patsent o of exy members of the fomily  When the mother mformed me
bere cal superntendent, and on bemg tald
what the ophthal sutgeon had di wrote sgmn slong that the
and spinal fhud be sent to mo for Investzgation, xnd suggesting the posel

‘bility of syphiltse. was 1o reply to thu ketter but it spparently roused the
edical wyj ltuncd‘ntvé‘r ﬂtpann?th:dl{rudybccn
m the tatitution for 6 years with the nitial diegnosis of retino-choroidite,

to the matitution, nothing acthve had been done after the recelpt of nry
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ketter ﬂmgmm!vudmmlmlhnduuhmpmlfo{nrqmm!hc
condrtron of the central nervoas systemn.  The report stated that  there had been
2 hustory of an eplleptic fit, but since sdmmaion the patent had had no further
fits and no physical signs could be found 1n hus nervous system, except a ramed
rotem content (sxd to be 028 9,) and & atraw colour of the cerebrospmal
nﬂcdchofmdr»t‘gick, the pjladt.be“R.n o

retmitis, and puj lh.mgh arcular and equal and
reacting to hght, did not react to ac d The % 1 reecton

of the blood was not tested which scemm 2 omusaion 1n view of the
sence of the choroido-retinits and of the and persons! hustory II‘;:
]:-ucm c d with the I ordered (pot. hromude and
|q arscnucals -nd4ym-1:tcr(xg44)lmmfomrdd:abeh1db«ume
“mental, were 13 (with 14 children) m thes family most
of whom were almost ly syphilitic, yet they cluded any Inclusion m 2
syphilitic category untl o was able to the facts over a penod of 14
years.

This one hustory alone suffices to show how difficult 1t 1 to give any
reliable of the inad; of | syphilis after the first few

years of life.  The Iterature contains many such estumates, from which the
following may be quoted. In 1930 Marjone Smuth-Wilson, then Medical
Secretary to the Bntish Socual Hygiene Council estimated that the number
of affected children of school age attending the clementary schools i
England st any one tume lxy somewhere between 7 000 and 20 000 and she
remarked that even the lower figure was sufficient to make one realize
that the wnadence of congemtal syphilis was of very real umportance.
Kettlewell of Plymouth wrote n 1923 that 2 rough examunation of
1 000 children m four schools showed that 8 per cent exhibited physxal
ugns of the discase. By way of comment one would 2dd that 1n addmon
to the alleged 8 per cent of the scholars who exhibited signs of the ducase
there would be at least another 4 per cent of latent cases children wmith
positive blood tests only  Agurst ths estimate should be quoted the
findings of Grumach, who 1n 2 new survey of venereal dusesse among
children carried out in Berlin 1n 1929 found only o 125 per cent among
88298 cluldren. And finally Leredde wnting in 1923 aays  If it m
true that heredo—syphilis kills 40 000 chuldren every year and thm figure
appears probable from the investigations of Couvelaire upon the number
of syphilitic stillbirths, we must conclude from the figures given by Buhep
Harman Leredde and Drouct that sbout 150 000 congenitally syphulihic
chuldren are born 1o France every year and that there are several million
congenutal syphilines hiving i thrs country todsy!  He adds that the
conditron 18 undiagnosed or unsuspected 1 more than g5 per cent of the
cuses.  The mtuaton m the United States down to the year 1938 1 well
summanzed by Whipple and Dunham in therr review (foc at., p- 388).

state that  The inaidence of congenital syphilis 1n children s event
mdﬁaﬂttodﬁmmdﬂtmtﬂdu Because of & genenal lack
of rrorbidity statistics concerning the disesse, data for the whele country
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are not obtunable and surveys of molated groups vary markedly with the
composttion of the groups studwed.  From & compilaton of reports in the
Inerature made by the U.S. Pubbe Health Sernice (1936) the incrdence of
congenrtal syphilis emong all children has been estimated ot 2 per cent
when these data were restncted to infants only the rate was 56 per ceat
Among white children the rate s estimated to be 147 per cent, but smong
ponwhite children 12-2 per cent.  When the dats were conmdered in
redation to economrc status, 1t vas found that the inadence of congenital
syphis among white children m chinics was §-3 whereas smong children
of the well to-do st was lexa than 1 per cent.  From the ope—day census the
Publie Health Service! estimated that of the 683,000 indmnduals with
syphibs constantly under obscrvation and treatment in the United States,
st lesat 60,000 were suffenng from an infechon tamsmited from the

Jeans and Cooke estmated that 2 8 per cent of all the babies born in
St. Loun were syphiliic and that although the coloured race formed only
g per cent of the aty s papulston, it furnuhed almost one balf of the cases
of infanle syphils. For one year (1938/9) Clfton and Heny examined
all the new patients, aged from one day to 13 years, 5625 1 number
sttending the Childrens Memoml Hospial in Chicago  Of thase
%7 were found to be syphiline, 26 coogenmlly (046 per cent) amd
one scquired by transfusion and the authors state that 23 of the 27
cxses were diagnosed chinieally and before the resalt of the blood test was
known.

In September 1949, Dr Theodore Bsuer Clnef of the United States
Public Hexlth Service, drew attetiion to the fact that although the ina
dence of syphile m the U S.A. was probably on the dethine, the number
of cases reported a3 congerutal syphils bad remamed st 4 constant level
foc the past 5 years.  Thus despite the fact that so many pregrant women
were treated with penicillm, winch the Amencans regard o bang the most
effectrre for wyphills 1n preg In Tables 2 and 3 wr sawr
that the mortality rate from syphils had markedly dummished 1o the U 5.A.
and m Great Bntom dunng the bt 10 1 15 years. Why then asks
Bauer had the morbidrty mte not snmiardly declined? It may be that the
mprovement in cose finding has neutralired o pomible decresse in ina
dence we do not kmow be sayn,  but of one thing we may be sure there
1 t0o miuch congenital syphils and too much of 1t goes untreated into the
larer years of kfe.

From the foregoing wdddy dsverg 1t ja cbnous how 1m-
pomaible 12 1 10 come to & defintte conclunon as to the sctual prevalence of
congestal wyphilin.  The precse numbers could only be mcertamed by
makimg & eareful phyucal examination and » serologrcal blood test of

fUS Public leatth Sevvice (1937) Procerdmgs of Confermce ow 1 D Conttrod
Mork, Dec 1936 bupp Mo va l\\n&mmi - "
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infants from 3 to 6 months of age.! Even thu would fail to drclose the
number of syphiliic muscarnages stillbiths and neonamal and eady
infantle deaths unless adequate pathological and sutopsy investigatrons
were carried out on these cases and the mothers histories carefully
inquired 1nto

In a large senes of famulies the number of latent cases has been found
to vary from 25 per cent (Dennte and Pakula, op cit p 420) to 36 per
cent (Jeans and Cooke 0p it p 211). From my own investigations it
would be 2 conservative estunate 1f for each family 1n which a syphilite
child n discovered one added one svphulitc stillbirth or one latent case
With the advent of pencillin therapy and antenatal prophylaxs, the future
PK’O’PCCLl are more pfbmmng

(4) Indirect evidence syphills in pregnancy

At thus stage we shall connder only the numerrcal sspect, reserving for
subsequent discusson the pathological bacterrologreal and other data 1n
relation to pregnancy and syphilis. Most authonties are now convmeed
that the paraute of syphilis 18 conveyed transplacentslly from mother to
foetus, so that the number of expectant mothers who harbour the tre
ponemse, and are 1n consequence potentully infective to therr offspring,
s of medical and socio-economic interest and importance  Not every
syphilitic mother will of necessity give birth to an infected child, nor do
we know the condrtions which convert the potentulrty into an actushty
These are among the unsolved problems of syphilology

In the absence of pnmary o secondary lestons the taking of x serological
test 18 the eamest way to diagnose syphils 1n #n expectant mother and
where this has been done on & large scale 1t bas been found that the
incidence of positive reactors vares greatly in different Jocalitres from a8
low a3 1 per cent or even less 1n some cities 1n this country the Untted
States and 1n parts of Europe, to 10 of more per cent 1 Jess enlightencd
and more heavily infected aress  In 1gzz Crusckshank, from observa-
trons made at the Ropal Materntty and Women s Hosprials in Glasgow
found that in a sertes of 1goo umselected patsents, over g per cont gave &
poutrve W R. from which he concluded that nearly 1o per cent of the
women of the hospital clsss in Glasgow were or had been syphilitc.
He found that of 1 350 infants born 1n Glasgow the placental blood was
positive in 4 § pef cent.  Yet when the positrve reactors were re-examned,
from 3 weeks 10 20 monthy later the reaction vwas clearly negstive in the
great magonty of cases from which he concluded that the nadence of

ital syphilis 1n the popul was derably over £d
In 1930 Harrison estrmated that  of the 700 000 women who became

1 Under the age of 3 moath the serological rescoon may not viekd retwblo
resultts (seo p 81)




pwﬂntnﬂymrmfmrthmxbooo(%;pacmt) and probably
many more, should be under treatment foc syphilis cdtb?brc
pregnancies, bat nothing spprosching that number are treated at
Centres, thereby leaving # large hole in the net of the venereal duscsses
prevention scheme. And on a previous occasion when opening a dis
crseion on the anteratal trextment of syphibe, Harmson (1928) sad - e
for our part can only present those who could carry out the necessary
tretment, namely the pauents medical advisers, with the facts, leaning
1t to thetr consciences to deaide if they will or will not do anything to pre
vent what the lowest cstumates such as I bave given you ahow to be ¢
terribly large evil  Fortanstely for the well-bang of the nsing gener
tom there b been 1 steady dechioe 1n the morbudity and moctalty from
congenrtal syphilis (sce Tables 1-4), which it 1 to be hoped will mansfest
an ever increasing pace until the disease shall have become practically
rehe of the past

The City of Glasgow offers a striking example of the valuable resalts
obtemned by the co-operation of the City’s Vencresl Disexses, Antenatal
and Child Welfare 8chemes. Nora Wattie (1944) records that when the
Glasgow antenatal clmrcs were established in the year 1924 less than
thousand wormen attended durmg the first year and about § per cent of
thern showed positrve serological reactions (see Table 5)  The sttend-
ances incresed steadily year by year and as a resalt the amount of infecnion
1 the mother and infants has a3 weadily dectmed, so that 1n the year
before the secand world war (1938) 8,400 samples of maternal blood
were tested, of which 1-7 per cent were posrtive, and the number of cases
of congerutal syphilis under 1 year of sge wma 53 from haning been 2oz
n the year 1924  The record low level of carly congenrtal syphilis was
resched 1n 1941 when only 15 cases were dugnosed and the positrve
reactors among the 8 300 mathers tested numbered only 0 8 per cent
Since then there hes been an mcresse in all the figares—for example, m
1647 the number of congenrtal syphilitca under x year was a5 and of the
13 250 maternal bloods tested 1 46 per cent were postive, due largely to
war conditions and the aftermsth of the war  Wattie noted that dunng
the war years there was mcressed promscnty among married s well s
unmarmed women who often became infected after having already been
found to be W.R. negative earlier in their pregnancy  The latest figures
for Glraagow show that 1n the years 19501951 the low records of 11 and 6
respectively were obtaned for caaes of congemtal syphilss under 1 year of
2ge. The success schieved by these jount schemes was duc in grest
meaure to the enthusiasm of those working them and also to the fact that
the women recerved therr treatment, both before and after the burth of
therr babies et the ploce ehere they first attended ather the antenatal
chnie or the maternity hospiml or the child welfare centre.!

! By the dﬁem}wfumddnmmmofmhmﬁnm
0 two drucy should she alresdy hne one or more children attending the ¢
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Taxr §
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The number of posttive reactors among expectant mothers varies nithm
wide limits, not only from one country to another and fram onc aty to
another 1n the same country but even at different pleces and tmes in the
same city  In 1943 when collecting dats for a paper upon the prevention
of congenital eyphilis I sent out questionnares to 31 representative authon-
tres 1n Great Btaun and 1n only 51 dmstricts were routine blood tests cared
out on cypectant mothers.  Probably the fact that the war was will on
accounted for the amall proportion of positive replies.  The sttustion at
the present trme has consmderably inproved but the disturbing factos

welfsre centre It was my practice for many years at the Chikiren's Hospital

Great Ormond Street, 1o treat both mother and child et the S;rchl‘gt‘rw-

An expectant mother should pot be refesred 10 & \ encreal Diseases Clenxc fof

treatmoent but to onc devgmared for  Womnen ¢ Ailments o one bearing a pon
name
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whuch may still be operative, was that the number of pomtive resctors
varted  betsern 0-27 per coxt and 2-79 per cemt dunng the previows g or
1o yeans.  These figures were furnubed by two hborutones under one
controlling suthonty the atatus of the pstients beng almost smilar in the
two parts of the oty served by the antenaml cimes.  The hugher figure
s more than ten times as great as the laver figure, which indicxtes w lament
ble lack of relability in the and results of the Wassermann
test as curried out by some

From the most reluble results an estimate of between 1 and 2 per cent
would xppesr to be justifiable, and ss was found to be the cate in Glaagow
the rate bad goneupin 1941 and 1942 Inthe autumn of 1943 w large-scale

was imtituted in the Tynemde district of England  one ntem
of whxh included the rontine antenatal testing of expectant mothers,  Of
4435 women tested in a 4 month penod, §7 of 1-29 per cent were positive
Price reports, however that of 6,809 expectant mathers tested by him in
London during the 3 years 51949-1951 only 44 (0649 per cent) had positve
scrum texte. Of the pontion 1in the U.S.A Dr ] R. Heller of the Public
Health Sernce wrote 1n 1943 (persona! communrcatron)  Data on the
proportion of posttrve tests m the different States are somewhat incomplete
stpresent.  From 1935 to 1940 1469 per cent of 282 600 expectant mothers
showed evidence of syphils. In Coobectiout in 1943 o725 per cent of
27 500 were positve or doubtful 1o Michign 193g-194n 1 per cent of
20,400 1o Calfornua 1940-1941 16 per cent positive i 156,000 tests
cumied ouat.

In Melhourne, Austraba, Jago (1930) found 4 per cent posttrve xmong
1,012 expectant motbers, whereas 6 4 per cent positrve reactors were found
among 3Q40 comecutive patients of the Queen Victorn and Womens
Hosprtals, Mefbourne. In Batans, Juva, Loo Ping Kun (1941) found
that about 7 § per cent of the Chinese and 6-1 per cent of the Indonesan
pregoam women gave poartive blood reactions dunng the years 1931-1937

As prevonty sud, all pownvely reaching mothers will not peceaanty
pure birth to syphilitic mfants, for the likelihood of therr downg so wll
droumreh with the age of the infectron 1n the mother  Nevertheless one
bas not infrequently ecen a syphilitc babe born to 2 mother whose mfection
w10 or more Years old and who had already borne severs! heahthry
children, Other obtervers bave recorded similar experrences. Tt follows,
theretore, that the number of syphiline offspring—miscarnages, stillbirtin
and Iming children—ill not correspond to the number of posatrrely react
ng syphiliic mothers, but what the proportion may be camnot be stated
with any degree of certunty  On the other hand, numercus instances
fnve been reported of mothers who were known to be syphilite, yet st
the ume of the antenatal blood test were serologically negative, giviog
burth to infected infants  If we scoept the estomate of 1 1o 2 per cent &
the probable number wfected xmong the 700,000 women wha bhecome
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pregnant tn this country each year it follows that 7 000 to 14,000 women
needed antenatal treatment to safeguard their offspning and ss nothing
approaching thrs number of expectant mothers are trested annually in this
country several thousands—it may be two three or more thousands—of
syphulitic foctuses and children mxy be born each year  In the Scandima
vian countries, where antenatsl testing and treatment have long been prac
tised congenutal syphils has been almost eliminated, end we have seen
how 1n Glasgow by energetic action and enthusiasm on the part of dvic
authonties, the reported annual merdence was reduced from 202 1n the
year 1924 to 6 tn 1951 2 pertod of lems than 3o years.  1f smilar energy
and enthusiesm could be aroused throughout the kingdom th ds more
healthy children would be born and reared each year many mothers
would not have to go through therr pregnancy only to be robbed of 13
fruit at the terminaton thereof or shortly after and our insttunons for
the blind, the deaf the halt and the lame as wrell 28 many of our mental
hospitals would be berett of a conmderable proportion of thetr populstron
Dunng the course of 25 years congeruts! syphilis would then indeed become
a rarc disesse, which many members of our professton, 1n my cxpenence
erroncously mantained that 1t was down to the outbreak of the second
world war
Osler 1n his oration on the Antt Vencreal Campaign (1917) said  The
syphilis we see but do not recognize everywhere awits dragnosis so pro-
tean are its mantfestsnions.  Parsdowucally one of rts protean manifesta
tions 13 1ta capacity to reman latent the congenital vancty perhaps even
more so than the acquired and this latency of congemtal syphilis b,
I believe become more frequent since the first wordd war  From about
the yesr 1936 onvwards one aaw at the clinic at Great Ormond Street
mothens of congenrtally syphilitic infants who were themselves congenitat
eyphulitics (factes suggestive teeth), yet had never been recognized as such
and hence had recerved no treatment for the disease.  During the second
woddwuoneumeacmulcvenlcuuofumtmgmzcdcongtmm
syphils smong soldiers whose fathers had served in the 1914-1918 war
This latency of the congenital disease may possibly be accounted for in
ths way The father having contracted syphils, sas given 6 or 12
npections of arsphenamnme end a heavy metal which at that time was
regarded as sdequate treatment or 23 much m the engencies of the Services
would allow  This in many cases rendered the patient non infective for
« timo and & child procrested under such conditions mught subsequently
be born healthy and escape the mfection  If however # longer nme had
dapecd since the termination of the fathers trestment some of the
treponemes which had been incapacitated but not actually killed off by
the trestment and had perbaps assumed some other form--posaibly ultra
microscopic— raght 1f transferred to the mother 10 thi condition have
given me to # very mild infection 1n the child so mild in fact that It could
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and cid reman latent for yearw.  Such s sequence of events i3 not so
likely to recur after the second world war since the arsenobenrenc heavy
metal treatment of the disessc was then so much more thorough than it
wus 25 or 0 years previowly  If however relance comes to be placed
on pemallin slone or even upon penicilin and amverus, and trestment {s
discoatinued sfter » few weeks or months, the same state of sffus may
arme as did after the 1914-1918 war wath the result that many cases of
unrecogneed congenital syphils may occur in the futore.  All authonties
are sgreed that flond cases of cougenital syphils are much less common
todxy than they were a5 years ago und that nowadays the dugnosis of the
disease 1 much maore difficult than 1t was formerly This » probably 1n
part due to & dimuaution 1 virulenco of the treponerna upon

mnlequan
the trextment the parents may have recaved or to an acquired racal
unmumnity
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CHAPTER 4
TRANSMISSION

IN Chapter 2 1t wax stated that the early writers on congenttal syphilu
thought the infection was conveyed to the offspnng dunng parturition o
possibly by the mother’s milk. When Paracelsus recogrured the diserse
n a newly born infant, 1t was obvious that infection could occur ix atero
Fermier (1553), 3t will be remembered stated that the virus could be
attached to the male or female germ—cell and also that post-conceptional
transmustion of the dsesse occurred and dunng the succeeding 300
yeurs little progress wes made towards the eluaidation of the problem of
the trarammsion of syphils from parent to offspnng  Most authontes
believed 1n the paternal origin of congerutal syphilis, which 13 quite under
standable sceng that so many mothers of these children show no obyectrre
ngns of dmease. This view prevaled nght into the present century
based as 1t necessarily was until that time, upon clinical and anamnestie
grounds. With the dmcovery of the parastte of syphilis and of the
Wassermann reaction, two important eids to a dearer understanding of this
much debated problem were placed in our hands In comsequence,
during the past 40 years the theory of paternal transmussion, winch was
almost exclumvely held by syphilologmts of the ni h and ey
twenueth centunes, has been replaced by the view that transmussion
from the mother and that 1t 1s nearly always transplacental. However
there are still a few dichards and tn 1946 Golay of Geneva made an
interesung  contribution to the subject m which he mantained that
paternal congenital syphilis and fts corollary conceptional syphilis were
possible and even probable and that the scquisitions to our knowledge
referred to above m no way conflicted with the views of the clasucal
suthonties on paternal transmssion.
Golsy ssks  What are the theoretically possible modes of wnfectson m
congenital syphiln?  and hs answers arc as follows

(1) Paternal transmuseton or infection of the ovum by the semina! flud
at the ume of fertilumtion.
(3) Maternal germ t of avular | syphils  (Golay)
due to pre-conceptional infectron of the ovum.
(3) Infection of the fertilzed ovum or foctus by the mother—maternal
0
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traunxmmmon, the mother having scquired her mnfection m one of
several ways

(a) before or after marnage and without pregnancy resulting
(3) at the thne of conception and
() dunng pregnancy that s, post-conceptional syphilis

(4) Pre-partuntiona] transmussion from mother to foetus.

(s) Parturttional infectrona.

(6) Infecton via the mother s milk.

Severu! of these paths of infection would grve fse to & form of so-called
congenttal  syphulis more nearly allied to sn scquired neonstal syphils,
mmilar to thst which an mfant might contract from an Infected wet nurse
or other source.  (See Chapter 13 )

Tt seerns likely that the vaned types of congenital syphilis met in practice
depend (1) upon the different modes of tranemmson, particulardy (3),
(4) and (5) above, and the dates of the crossing of the phrcental barmer by
the treponema (a) upen the age of infection in the father and (3) upon the
amount of treatment the parents, especrally the father had recerved. A
mother sdequately trested dunng pregnancy should grve birth to a healthy
infant but varying degrees of mngation of the mfection may rewult from
her madequate treatment.

It o of hoportance to emphasze two facta which are the outcame of
modern prectice that infantile congenstal syphilis 1 novw (1) more ddficult
to durgnose and (z) more lkely to be rendered Iatent or unrecognuzed than
was formerly the case.  Thus mmposes upon paedustricrane and genera!
practitioners the obligation ever to bear 1n mund the possibulity of a latent
or mute form of the disesse.

Let us conwider these vurious pomsibilities 1n greater detail.

(1) Paternal transmission

The 1 tury syphilologuts practically all believed in thes
mode of transtaieson and as the mothers not 1nfrequently showed mgns
ohyphﬂuaﬂnthzbmhoflhurm{cctcdiufmu,whm:thcyappnnd
perfectly well before pregrancy it was presumed thet the mothers had
become secondarily infected by the foetus 1x sdero transplacentally  The
process by wiuch thu e supposed to occur was called by Ricord  choc
en retour  Jonsthan Hutchinson strongly supported the doctrme of
paternal transrresion, of which he wrote that evidence on this point
seema to me overwhelming

A cxe!l which occurred In my gma expersence seemed to o thes view
It‘:lﬂmohcmp:nmuy father whoee firmt child of “ mares-
™ at & monthe the child hed symptomm of coogenital syphilis-rash,

! This cate b also referred t in Cheptar ¢ * Third-Generanon Syphilh
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marasmus and conulsions at § weeks and & powthve Wawsermann reaction  The
maothers W R was negative on severs! docasrons, even afier a provocstine
injection, and durlng the 17 years that she was under observaton she pever
showed any sign of syphibis and bad four subsetjuent pregnances,  The fust of
these, the third child, had no symptoms of congemtal syphila but had ¢

boesed head had o neguve blood tests st 2 and 7 months of xge, and died of
“bronchopneumanta” at 1o months. The next child dred 13 2 days of "con-
genutsl heart.  The st two children showed no signs ot symptoms of

%

is
up to the age of 11 and 7 years respectively and had several negatire et
'I%eﬁthcrhtdbﬁ:nglvmn id ﬂynmov.mtof which resujted
in his Wasscrmann reactron negative afier about 6 years, just before

the brth of the last two children. It may be coatended that the mother had
Iatent syphils, even m the absence of signs or symptoms of the dmsease (exorpt
for the ng of syphilitic children) and wrth persistently negatise serological
tests for 17 yaany nfortunstely contact with the family was lost during the
second wockd war

Onc has come acroas a few cases in which the mothers of babses with
symptoms of congenital syphilis and posstive serological tests have given
no hustocy of syphdis and have fested no mgns or symp of the
discase, including negative blood tests. Others bave recorded mmilar
experiences and the usual explanation 18 that the mothers have latent
syphiis  Such cases, adnuttedly rere though they be, seem to me to
wupport the posibality of patermal infectron, though rt m difficult ©
cxplajn why the mother fails to show any oftbcu;m]npuuu’ymplm"f
the disesse  Possibly 1f they could be followed to their logieal condlu
sion  and searching investigation cammied out post martern, puholmﬂl or
parasitological endence of inf mught be forth

(2) Maternat germ transmission

The shifting of the emphasis {rum paternal to maternal trammuosion
does not solve all our problems Tt 1 possible for the first nfected child
to be an matance of paternal tranamssion, end that the mother 13 infected
by that child (' cho¢ en retour ') Subsequent children would be the
offspring of two syphilitic parents, but would doubticss be examples of
maternal transmusason, for such & mother can give birth to 1 syphilitic
child by a healthy father It has already been mentioned and 1t 1 not
uncomman to find, that s mother with s posttive blood test may bear
healthy children 1n some cases even alternauing with syphiltic ones <
saw scvera] families n whech such sequences took place.

Some of the earlter mvesugators (Levadin and his collaborators
Mclntosh, Manoudlun, Ssurage and Hoffmann and Wolters) observed
and depicted the paraute wathin the Grasfian follicle and sctually m the
ovum itaelf Thu suggested a possibility of transmusion of eyphilst
which has, I think been too lightly brushed aude. Meclntosh wrote in
1909 Afladlcdmwwmnfd)cncponmﬂmdctbcmmd_‘d:e
congerutal infant it does not requIre great Jmagmation to concerve & sm’
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occurrence 1n an adult syphilized woman  The usual objection raued to
the possibility of an hereditary infection in the case of a woman with
scquired syphils or the vichm of congenrtal syphilis is that such an infec
hon must lesd to the destruction of the ovum. Infection of the ovum
does mot necesarily bead to it destruction.  Although, s McIntosh
2aid, infectron of the ovum may not lesd to 1ts destruction, 1t may possibly
result 1n faulty development. There ure several mstances in nature where
a paranitic mycro-organsm 1 heredrtasily transmutted via the ovum, such
= m the case of pébnme, the disesse of the mlkworm moth. The
micro-4pondrum may infect the ova of the moth, giving rue to infected
cterpillars which are smaller and weaker than pormal.  Sunilerdy in prro-
plaamoss of cattle and dogs, Infection w conveyed from the female tick to
the offspring (larvac) through the ovum also sprrochactes (Sp recurrentas)
infect the ova of the nck vector Ormthodorus the resulung larvee beng
also infective. In the case of hereditary infectron 1o ticks, the parzartes
do not seem to have any deleterious effect on the offgpning ! There
appeans to be no biological resson therefore, why an ovom mfected with
T palkdum could not develop normafly and grve e to an hereditary
form of congental syphilis, such as syphils of the third generahon (see
Chapter g) or develop sbnarmally = do the caterplars of the pébnoe-
infected moth mentioned above, and s0 gve ns¢ to vanous forms of
congenita] malformation. It d poemble, too that the genes of the germ
cells may be so affected by 2 resting or attenuated form of the parasite (or
by an alleged syphilotomn) that 2 true hereditary cffect upon the offspning
may result. Thm might take the form of s lbility to certmn diseascs,
especially early malignant disease, 1f an independent Life be reached, or 2
Lubility to malformations or monstrostties and congenital defects.  All
this 1 emvisaged 1n the important work of Varthnn, especally in hus 1916
article and hrs Hunterun Lecture (1918)

Levaditi with Bchoen and Sanchis Beyarn, Mearowaky and others
described developmental, evolutionary or muluplicaton forms of the
paraste which were often unrecognmable as being allied 1n sny way to
treponemats, and these forms have recently recerved coofirmation from
DeLamnater and lus Typial trep have only rarely
been found m the foetus before the fifth month of gestation but 1t m
possible that atyprcal or developmental forms may occur much earlrer

(3) M || ion of the infection to the fertilized ovum or
footus

Thes mode of transmisaion s undoubtedly the and that which
bas most adherents at the present day It postulstes the exmting infection

T'Ilnli:;dth(tdt?“[)r C A. Hoare, FR 8. oh}n\V:Ucm:r;tIAbornmuuf
ropscal Medicme bringing to notice these metancea of hered] trana
misedon of lnfection i ° id
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of the mother which, as was stated above, may have been acquired in one
of several ways

() She may have become infected before or after marnage by her
husband or other partner but without pregnancy supervening  In such
event she would almost certaznly show signs of xyphilm, probably a primary
lesson—which 1f present 1n the cervix uten might ensily be overlooked—
and almost certanly the usual secondary mamifestations  Failing treat
ment, a syphilitrc foetus or infant will 1n the majonty of such cases result
from a twikequent pregnancy unless thn occurs maxy years after an infec
tion, when 1t 18 possible that the child might escape.

(4) 1f the mother becomes infected by the treponema at or nesr the tune
of conception she may exhibit no ugn or symptom of syphils and may
enjoy a perfectly normal pregnancy yet her child may be barn syphilitre,
and her ovwn posttive serological tests will showr that she has latent syphila.
She 3 1n effect a Colles mother  This type of infection I have for mamy
years aalled  conceptiomal syphila.

(¢) If the mother becomes infected durmg the pertod of gestation, she
will almost certainly pass on the infection to the embryo or foctus £ 2

post-conceptional syphilis, unlcss infection has taken place so late in
the pregnancy possibly 6 to 8 wecks before delivery that there has not
been tine for the treponcmata to cross the placental barmners.

Why expectant mothers so frequently have a subclinical form of syphibs
w one of the unsolved problems of syphilology though several theones
Bave been advanced for 1tv explanation  Rictschel (1g12) suggested that
1t was due to the lodgement of the infected semen 1n the body of the
uterus where the epitheltum 13 columnar 1n type and where the effect o
different from that produced when the stratified epithelrum of skin of
vagina 1o invaded. In the farmer event no prmary or secondary lesont
are manifested and a much milder form of the dimesse 1 produerd
Rietschel based his hypothess upon the experimental work of Newset
who 1n monkeys, found that by different modes of inoculaton—sub-
cutancous, tntrapentoneal and mtravenous—very different resuita were
produced, from complete falure to infect by mtrapentoneal mfecton,
to generalized syphilis after mtravenous injection

Brown and Pearce, 1n an expenmental inquiry 1nto the rescuon of preg
nant and lactating rabbrts to moculation with T palfidum, found that if the
infection occurred practically mmultancowsly wath conceptian hittle or
no clmical sign of infection sppeared—reproductng the condrtion shown
chineally 1n a Colles mother Moore 1 his paper on  Studses on the
Influence of Pregnancy i Syphils stated that pregnancy masks e
symptoms of syphilu, 23 Brown and Pearce had shown r_'xpeﬂmm"'“y
10 rabbrts, the secondary or constrtutionsl symptosms not appesring unil
the end of lsctaon  So 1n pregnant women says Moore, the constr

tutonal gymptoms may be very mid and may be conuderably delayed.
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Lattle defimite 15 known of the protecting power of pregoancy  &ccording
10 Routh 1t w due to the sction of chononic ferments though thu viewr
tacks support to-dey 1n the sbeence of evidence of the cxatence of suck
ferments. Oestrogenic hormones may be one of the factors concemed in
the modification of the course of syphili in the preguant, and i sts milder
course in the non pregnant, female, though how they act i not yet evident.
This seerra to follow from the expenimentaf work of Framer and of hemp
and therr coworkers, who found that cestrogens modified the course of
syphits in nule snd fomale rsbbsts.  The prompt appesrance of these
hormones 1n the unne of pregoant women showe how early 1n pregnsncy
therr suggested moderating influence may be brought to bear upon the
development of the disease.  Chermeaf alteratsons 10 the blood and nssses
of the pregnant woman and the  lipesd concept  of Burke have also been
suggested a5 poasible factors.  Ob the other hand, some suthoritses (Four
ier {s898) Bertn Rlaften, Lot Pmng K ef ol are of the epinion thae

exerts a baleful effect on syphilm, rendening sts Jessony more
exteanve and deatructive than urual snd st times reactivating ® negauve
wrologwal reaction  Anwyl Dawes, 1 hn book on - Primary Syphil in
the Female,” mentiooed that menv authors have drswn sttention to the
barraful effects of pregnanty on syphila but thet thus did not scoord with
Ins expenience My ¢wn expenionce bas been that many of the roothers
of syphiliie 1nfants, especlly pramiparse have gone through thear perrod
of gevtation without the shghtest wgn of syphilis and have evinced grest
sarprie whent told that they as well s ther infanm, needed trestment
for therr  blood infection,

{4) Pro-pasturitions! transmission from mother to foctus

Alresdy 1n 1876 Robert Cory had made the suggestion, which recetved
the support of W 8 Greenfield, that an mfamt rmght scquire the infection
from sts mother shortly before birth, when—to quote b own worde—
at the time of the separenion of the placents, before the foetal arculstion
haa cessed, some of the mother’s blood may be smept into the foetal
arculsnon along the umitheal vein. I thiy be sa 1t will also explain
why the liver v %0 early snd senoosty sffected i infantile ayphils, Thus
vien 13 supported by the obeervatron that the meubation period 18 not far
from comtideng with, though x hitle shovter than, the ordinary incubstran
penod of sequired ayphils.  Rietachel 10 1912 sevived th
of Cory and at that tme thought 1t expluned the ehgim of many cases of
R syphilis.  Subsegs {1927} bt modified hn view and al
lboughhethmomndmdthnCory’lm@mmightlpp}ymm
octamonal ease of the ducsse, he thought infection was more frequently
brwghubmtdumgthucnmbmhpmmwhcnmpmcmmmhm

or small numbers, nere able to pres from the dueascd placenta to the
3
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foctal circulation contrbutory factors being mechanical pressure from
utermne contrsctions and slight damage to the locsl tissues. It is even
posuble, says Rietschel for an infant to have remamed uninfected 1s stern
and to be thus infected at birth.

(s5) Parturitional skin infection

In addtion to the foregomng pre partuntions] blood infection there o s
partuntional slon infection which s presumed to occur during the sctml
passage of the foetus from the uterus to the outside world  These cases
are rare, for certain condittons must be fulfilled for such infectrons to be
possible firstly the mother must have a contagious leson of the genftal
cansl and secondly the child must not be  syphilized or immunized.
These conditions are realired only when the burth takes place durmg the
first 10 to 12 days of the mother s chancre (Bonnet). In these cases the
child s chancre 13 usmally on the vertex oceastonally on the neck.

(6) Infection via the mother s milk

Although formerly this figured prominently among the possible modes
of mnfection of the offspring it needs hittle conmderation at the present
time.  Mother's milk plays a very munor part, if any 1n the transmssion
of the diseasc.

The tafectraty of wulk.  In the days when the utiltation of wet nurse
was common the question whether the milk of such nurses was inféttive,
should they themselves be suffering from syphilis wea one of consdersble
practical importance.  Lancereaux in s treatise on syphilis (of which an
Engluh translauon by Whitley was publahed in 1869) devotea two pages
to the subject. There were two schools of thought the larger including
many of the well known older syphilographers—Parscelsus Ambrose
Paré Astruc, Bertin, Robert and otbery, who belicved in the transmissh-
bility of syphilis via the milk others mmong whom may be
Hunter Swediur and Ricord, who detued that milk mught be a source of
infection  As Lanceresux ponts out, the milk stself may not be the cause
of infection, but it msy be the vehile by which contarunanon from
sccondary learons 1n the breasts or on the nipples of nurses or mothers ¥
conveyed to a child. Diday had foreshadowed thus view when be wrot®
1854 1t remans established that the contact of the mouth of 2 nursfing
with the bresst of a syphilitic nursc ought to bo carcfully avoded.” Ten
years later Lancereaux wrote  Hitherto the abeolute inocusty of the
milk of an mfected mother for & healthy child has not been cleardy proved:
Thus, it 18 nat prudent to allow s child to be suckled by e syphilrac e
1f we wish to Insure 1t against all danger

Ths indeciuive state of afurs continued until the discovery of the
spirochsete of syphilis and of its infectmity for the lawer animals w0
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made n the early years of thu centary  Since then a few observers (Lange,
Ublenhuth and Mulzer (1913)) bave demonstrated the infectivity of milk
by moculstron mto rabbits testicles, From the demonstravon that
mother’s milk may be infectrve though this 1 by no means alwrays the case,
1t does not nccessarily follow that nfective mulk can be secreted by the
mammary glind. The milk when secreted may be stecile and the tre
P added 5 from a lesion 1n the mamn duct or on the
arpple.  The subgect 18 of some practical importance fo-day when  milk
binks  are being established for the artrficsal feeding with human milk of
immature end other delicate infants, A syphilitic mother with a posttive
W.R. 1n her blood may furnuh a milk which likewise grves & pomitrve
reaction. Ths s of no mMmportance provided the treponema 13 not present
1n the milk, whych fortunately m not a frequent occurrence.  Furthermore,
the bringing of the milk to the bailing potnt would be sufficent to kill any
parantes present (including the M rubercxloss) and subsequent cold
storage would further eneure the death of the T' palkdum and the mnocu
ousncss of the milk. Whether from the point of niew of its chemtcal
milk from a syphilitic mother 1 & perfect or even & good
{ood for an mmature or ik child 1 perhaps open to question.  Lancer
caux states that Vernow and Becquerel during the course of researches
1nto the compositton of the milk of mothers 1n health and discase, found
that the milk of syphilitic mothers wrs grossly deficent m fat, contuned
s undue propertion of salts and the specific gravity sttmned an  extrs-
ordinary height. I do not know if these findmga have been confirmed,
In several familses which have been under my care an apparently healthy
child with & negative seralogical resction has been suckled with mpunity
for pertods varying from 3 to 6 monthw by = mother with a posttive
Wamermann resction. My view is that 1f the mother’s mfecton @ com
paratrvely recent, up to 2 yean old, for exsmple, the infant o almost certan
to be syphuitic should the mother not have recerved trestment d
pregoancy so thers would be no addional rsk 1n her suckling her child
Should the mather s infection be of the late latent type, tt is unltkely that
she will be secreting treponemata in the milk.

Familial Infection

It 18 probebly correct to asume that in the majonty of instances syphils
u introduced into o farnlly by the father who has usually contracted the
disexse before marrfage. In one s own hospital practice 1t was often diffi
calt to persuade the father to attend the climc because of loss of tme from
work ad the cost of Ting, one found ways of
overcoming these difficulnes. Tt i mpostant to interview the father m
exses of ayphils in children in order to obtwin a hutory from lum to take
x blood test and to form an opimion s to hs credibiirty should he deny
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any knowledge of having had the dusorder  In that event, sdmisnon of
an eardier gonotrhoes or of premantal intercourse will make required
syphilis a posibility or even a probability During &nd after the fost
world war one came across men with syphils some of them apperently
credible persoms who did not admit sexusl intercourse of promescuity
One came to tho concluston that under the conditions of stauc trench war
fare, with the troops often infested with lice and other vermun, an mnocent
infection with gyphilis pught poasibly have been conveyed to healthy
men from 2 patient who was suffening from a syphilitic  treponaemnu, !
Tattooing may I think, also be 1 means by which an Innocent syphilitc
nfection may be acquired us was probable mn af least one of my cases.
Syphilis if acquired in cither of these ways mught fail to show primary
and even secondary manifestations, so that the man would resemble 2
Colles mother m being entirely ignotunt of the fact that he wes 2 victm
of the disesse. Or on the other hand there mught be mild pnmary
and secondary lessions which under wartime condiiens could well be
overloocked  Another relevant question 1s the father s occupation though
this 1s probably not so applicable to-dxy sa 1t vas, sxy 40 or 50 yeirs sgo.
At that time 1f 8 man had been 1 sailor or soldier and partsculsrly if he had
been 1n Indsa or the Far East, he would almost certainly have contracted
syphulis whether he admrtted itor not,  In those days we had no serological
resctions to help us $0 service in the Army or Navy always connoted
venereal dsesse—doubtless an exeggeratron but a useful working rule?

1f & father at the interview s unco-operative and refuscs to have a blood
test taken even though 1t s potnted out to him that the investigation will
almost certnly be of benefit to his chuld, one may reasonably assume, in
the lerge majontty of cases correctly he has concealed somethung and that
1n all probabality he has knowingly suffered from venereal disease  Ttrmust
be admitted however that the fathers of syphiltic children often grve
negative serofogrcal resctions and quite honestly have no knowledge of
their having 2 syphiliic infectron.  To all 1ntents and purposes they se
carners of the treponema.  Jeans and Cooke (op af p 67) found thet
more than 40 per cent of the fathers 1n thetr serres of cases were serologc
ally negatve, frequently even with an admutted syphilitic hestory  Of 187
fathers tested 1n my clinfc 62 per cent were negative. Three possible
explanations for this result suggest themselvea. A small proportion bad
been thoroughly treated 1n the past and were cured  Of the rest 10 some
the infection mught have died cat others might still be harbouning the
treponema and apparently hiving in harmless symbiosis with it. Yet

lmwmmum-uwmmmw-#ﬁ:
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1n eather of these two last eventualrties, the refentless slow degenerative or
mflsmmatory resction of their timues to the treponema will ultimately
sirfke down some of these men w-rthgrmﬂmeury'nmp‘mm otber cardrovescular
catsstrophe or with tabey dorsals or [yaas.

‘With the mothers the findings are very different.  Tablc 6 shows the
dufference 1n the W R. of the mothers according to the ages of the children
whether belaw or above 3 yours of age  One explanation of these findings

Tamx 6
Bhowing the T.R. of Mothen sccording o the Ages of the Chukdren

Mothers of chllairen ’ A gthers of claldren
of AL apes ke 3 Veart

1 that presumably the mfection u of the longest standing e the father

more recent in the mothers of children under 2 than m those of children

over 2, and that the serological reactions tend to weaken and ultmately
becomes

to ditappesr a2 the infe
Most of the motlers seem nDever to have any manrfestations of actrve
ayphils (other than the begetting of syphilitic children), yet ultinately o
number #3 many &8 30 per cent according to same authonties, develop
genenal pantyns, tabes dorsalts, ancurysms or gummatots tertiary lesions.
In tkmg the history of a syphiline family 1t 1 moportant to include
an mnquury into the welfare or fate of the grandp and therr child
the patient s uncles and aunts—for by so downg ane can not infrequently
mcertain that one or other parent of the syphilrtic child under investiganon
n a congerutal syphilwe. Tho will be more fully conmudered under
Thuird-Genenatian Syphils  (p 382)

Duratien of the infoctivity of parents

Tt is generully held that a man whose mfecion  of more than 5 years
duration 8 unlikely to infect hus femnale partner whether or not be had
recerved treatment for the dsease  Thu m not invanably the asse how
ever for I have scen imtances where a husband had infected h wnfe yo
or more years after he had contrected syphila.  On the other hand once
3 woman bas become infected she can grve brrth to a syphilitic child durmng
the whale of her child-bearing penod, even 20 years after har infection, ss
mn & case quoted by Boas and Gammeltoft. My beliet i that +f a con-
gerutally syphilioe woman w ghven no antpecific treatment she may go
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on beanng syphilitic children to a hexlthy man dunng the whole of her
reproductive period

How does 1t come sbout that @ man with quiescent latent syphilis infects
his mfe? Suspicion naturally falls upon the semunal flusd and the esrher
investigators turned thesr sttention to this secretion but at first without
success.  Treponemata could not be demonstrated in the semen end
Newser and Hoffmann failed to infect apes with semen obtsined from
syphilitic patients  Other investigators, however (Pinard and Hoch and
others) were able to demonstrate the syphilitic virus 1n the semen, and
Finger and Landstaner and Uhlenhuth and Mulzer infected anrmab
with semen denived from syphilitic patients  Under natural conditrons
of infection the treponemats may come not only from the secretion of the
testis but also from the prostate and the seminal vemcles, and mantal
infection of the partner 1 much more likely to occur in the natural course
of events than are treponemata to be found 1n an molated expenmental
mvestigation of the semmal flurd.  Matrenauer drew sttentron to the
smilartty between syphilis of the placenta and syphulis of the testls, in that
if the epithelium of either organ 15 damaged the treponemats can pass,
1n the one case from the mother to the foetus and in the other case nto the
seminal flud (Reetschel, in Jadassohn op at p 23 footnote) In the
carly duys of expenmenta] syphilis Netsser had shown the predilection of
the treponems for the testis, and the p king I hes of
VWarthin demonstrated syphilitic lesions in the testis in 31 out of 36
autopaies although only 16 of the patients were known syphilitrcs, end sl
of them had been treated.

Two imstructive cases may be quoted from our series 10 which unusually
long periods of infectivity were exhibited by the father 1n one case and
by the mother m another

Famly 65 The father was mfected with syphilis at about 20 yrars of sge, and
Mwnmcduhhmmymdmddm’ylpmgmdn He marned in the
year 1900 13 years after the Infection yet he wis able to infect his wife, for g
daughter born the following year was treated in Infancy far congemtal
and wes Iater menually deficiént.  When scen by us at the age of 26 years ber
W R was negane but the Kahn test strongly positive. The mother had §
sabscquent premature brrths (at 7§ months) at mtervals of sbout 3 years, e
infants all dying st periods varying from 6 hours to 17 days after berth.  Even-
tually & hving boy was born, 18 years after marrisge snd 31 yeurs after the father s
mfection }ﬂm hihtle and hus » grven er “Liver (p- 169%
amee he first sttended the V D clituc from Dr Cockayne s ouspatents’ depsrt
ment suffering from cuthcma of the liver How father wes then still alrve ed
yquxtencllntbelgeofﬁsyun,anufwndhkwk.lnﬁm
poMLITE (4441 ) 45 yours after the onset of his syphilis. The motber # blood
was powmntbena(;xym:ﬂm.ﬁnmdngc whea pre-
sumably she was wfected by her husband
In Family 744 the mother wes taice marnied In 19710 and 191 She beemenc
mfected by her first husband after the birth of & healthy chitd m 1911 Sbe




old the mother s W.R. was found to bo negxtive, but the Eahn
Cbﬂdmmxgiympcdumﬂm Fﬂnlynttha.chﬂ she bore a tweelfth child whose
Wlmnq-trvemdvbodnndmmﬁd]eqmpmo{ryphxhﬂ.

The k 1 mode of infect]

cavity the treponeamats may lodge and multply 1 the pelvic lymphenc
tussuc and glands, which werve as reservoun for them. From here they
may be liberated from time to tme arded doubtless by the hyperaemu
of these parts and displecement of the viscern which take place during
pregnancy  In the early months of pregnancy the placents amd foctal
membranes form an cffective barricr agrmst the paseage of treponcrnata
to the foetms. Thus protective property of the placenta during the early
monthe of pregnancy i no doubt due m part, ff not entirely to the layer
of Langhan s cells, which is intact until about the fourth month of gesta~
tion, after which 1t begina to strophy  From the fifth month onwards,
with the barner no longer funcrwoning, the treponemata are enabled to
trnverse the placenta and 0 infect the foctus.  Thus leads to the death of
the foetus 10 many cases and expluna the much higher merdence of still
Yrrtha in syphilite than in pon-syphilitic women.  The desth of the foetus
may be brought about by the direct actron of the treponema or 1t may be
due to failure of nutrition resulting from syphilitic disesse of the placental
vetsels. Thus may posaibly affect the nutntion of the embryo or foctus 1n
the early monthe of pregoancy and thus compess the death and early
expulcon of the foetus, as some authonties mamtun (Mulun McCord,
Golsy). Hoffmann (¢ arf., p 11) says that ealy abortions shonld make
oae think of syphilis # a possible cause whrch statement I endorse.
A ding to Rictachel, the 1nf of the foctus with T pallufwm may
take place m t%0 wars
(1) An mfected embolus may reach the foctus through the umbslwcal
vap which would sccoumt for the frequency and seventy of the
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pathological changes found in the liver 1n congenrtally-syphilmc
foctuses and children

(2) By a gradual progression of the motile treponemsta in the fymph
spaces of the umbilical cord towards the foetus,

The first 13 the usual and more likely route, but Rictschel s of the opimon
that the second rrode of infectton 13 not only posmble but of frequent
occurrence.  Infection by both paths may occur concomitantly

The actual tme of transmission of the treponema from mother to foetus
ts one of the unsolved problems of syphilology and doubtless vanes m
different pauents and in successive pregnancies in the same mother Mot
modern authonties hold the view that the foctus 1s not infected before the
fifth month of pregnancy smee pa )| ! and pathological evidence
ofl:onguumlrvphﬂuhnwt.mthnreuccpnom been demonstrated 10
the foetus before that date but, a3 was mentioned carlrer 1n thu chapter
there #re 2till a few diehards who do not agree entirely with the modern
views.

It 1 also worthy of note that the treponema could also travel by the
haematogencus route (the umbilical arteries) from an infected foetus toits
mother

Lastly 1t may be mentioned that Uhlenhuth and Mulrer were able to
demomstrate experimentally for the first ime the transplacental mfecton
of rabbuts with syphilitic material.

The syphiltic placenta and cord
The syphilmc placenta 13 unnlly described as being pale, bulky and
greasy looking F ] Browne hsa pointed out, however that these
appearances are found only in the placentas of macerated foetuses, and
that 1f the foetus reaches matunty and 1 born alive albat syphulite, the
placents may sppear to be healthy both to the naked eye and microscopic
ally In the mvestigatron ancat this subject carmied out by Eardley Hol-
tand for the Mmustry of Health, he found, 1n sgreement with Browne that
incressed wresght of placents or ncressed ratio to the body weght of the
foctus was not a mgn of much value, for heavy placentas were found smong
the non-syphilitic foctuscs and ighter placentas among definrtely syphilnie
foetuses  The ruked-eye sppearances of the placenta and the cut surfact
he found to reveal nothing of note and certanly nothing chamctersstre of
syphil.  Voluminous cotyledons, deep suler pale placental tissue grey
ard gressy maternal surface fibrous areas unusual softness and frabshty
all erroncously supposed to denote syphilts, may at mm. be found to
occur singly or 1n dufe 1o syphilitec p but they
are as commonly found in other conditions.  The white Infarcts which
have been described as being common 1n syphilrs are in fact rare (only 2 out
of 70 placentas) and they are commoner in cases of nephntis  (Holland)
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The histological tion of the pl is often of great value,
and Holland found thet fn botrt 65 per cent of the cases of foetal syphulis
the placerrta showed changes which are highly suiggestrve and almost diag
oostic.  The villi are uniformly mereased 1n sze, with correspondingly
dimjnshed mtervillous spaces, owing to an ipcresse in the smount and
deastty of the stroma, of the collagen fibrils and of the villous cells  The
vasculartty of the vills 18 greatly diminmhed, s the vessels may gradually
become oblrtersted by fibross, the result of subacute inflammation
(Browne). Other cbeervers state that the verschs of the villt are obliterated
by endarterits.  Holland never observed this and states that what vessels
there are ocour a3 small arcalar collechons of endothelal cells.  Three
types of placenta were recogmzed (1) typseal, 1n which all the villi were
wffected »e regards increase in size, denaity of the stroma, xvesculanty and
close packing (2) suspictous, 1n which the change was patchy there
were groups of enlarged svascubr villl, but the groups were netther so
targe nor so numervus nor were the vills so avascular as 1n the standard
typical sectron (3) the normal or negatrve  placent.  Holland found
that of the placentss of 26 syphilitic foetuses only 16 or 61 per cent were
typical 6 or 23 per cent, were  suspicious,  while 4, or 15 per cent,
were negative.  On the other band, the placentss of g1 xpparently non-
syphilitic foctuses were  typieal in §and  suspicions 1n 10
The American enidence upon this subject, which has been mmmanized
by Whipple snd Dunham 1n their review is rather at vamance with the
Brtsh views quoted above The ratio of placental to body weight 1
looked upon a3 mgnsficant.  Whitndge Willmms (1g20) believed thet the
placental changes formed a baals for the dugnosn of congemtal syphills
m 80 to go per cent of mfants,  Later Investigators were less dogmatic m
their staternents (Jeans and Cocke, op af p a1 McCord, 1ga8 snd 1934
and Kahler 1934) and more nearly apprommate to the views
of Holland and Browne.
"Treponemata have been found by many observers in syphilitac placen
taa, bat they are usmally eparse, and much time and patience are needed
to demonatrate them 1n stuned sections.  Most authorrtes say that the
Pparztes are more numerous m the foetal than 1n the maternal part of the
placents, which Is regarded by them as an sndicstion that the foetal
tissucs are a better  culture medium for the treponema than arc the
maternal tissues.  On the other hand, Jeans and Cooke and other obeer
vers state that the treponema s more readily demonstrated on the maternal
than on the foctal mde, while F ] Browne makes the statement that the
treponema o practically never found in the syphilitic placents and he adds
The resson for thn is not known  The treponema can be found with
much grexter exsc and cerfainty 1n many of the foetal organs.
The smbilicel cord may furnsh defintte endence of syphilitse infection.
Elﬂvuhen‘cn(ﬂmyd:Tbomcm)dau{bed,nthzcndJolthemd
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signs of subscute inflsmmation with lencocytes, amall round cells or
plasma cells in and around the walls of the umbilical vesscls, These
changes were seen more frequently at the foetal than the maternal end of
the cord and by appropnate stuining (Levadit: s method) T pallsdwm may
be found 1n conmderable purnbers 1n the tunrca intima of the umbilial
vein  Scrapings taken from thrs area will frequently show the presence of
the treponems by dark ground illumination, sometimes even when the
placenta is anatomically negative for syphilis,

Ingratam (19335) re-empk { the value of thrs procedure m the early
disgnosss of congenital syphilis, but m actual practice 1ts pplication would
be limuted to climies or imstitutiors where the requute pathelogical
facilittes were zvailable. The finding of treponemats 1n the wall of the
umbilical vein 1 almost to a dug of congenrtal syphilus,
but scveral observers have noted that failure to demonstrate them in the
vein does not exclude syphils 1n the infant.

Syphilis, fertility and sterility
Opinions ddfer as to the potaible relation of syphibis to sterility  In the
1t must be r bered that syphilis may have been moctated
with gonorrhoea, to which the subsequent sterility wea really due  Recent
imvestigations oto the causes of sterility have shown that non-syphilitic
men and women may be sub-fertile, and it 1s not unlikely that if such
individuals contracted syphilia some of them nmught become absolutely
sterile.  The Solomons (0p @t pp 116 and 120) give a table sbowng
figures abstracted from the Iterature of the subject, varylng from 4 to
75 per cent for the incidence of sterility occurring in syphilitic femilies,
and from their own observations of the families of late neurosyphilitics,
wncluding parctics, they conclude that syphilis plays a large part in the
production of stenility and childlessness.  From the nature of one s cvm
materul, which has nearly alorays started with # congenimlly syphilinc
child, 1t 15 1oposuble to say if syphilis Is a cause of sterility though 1t
may well be so how often one cannot say In a fen famuies 1n my
sentes pregnancy did not occur for as long s 8 years after marnage but
subsequently several children were usually born.

Diminishing severity of tr itted infect]

A not uncommon cbstetric history of a syphilmc mother s that she
may be marned 3 or 4 years before becormng pregrant, and heve one o
more miscarrisges at 3 4 or § months, to be succeeded by a premature
syphilitic child at 7 or 8 months, then pomsibly a syphilitc stullburth at
term or & syphilitic infant dying shortly after buth. ~ [he next child msv
be born healthy but sicken st the age of 3 to 6 weeks or even later  Thst
sttenustion of syphils by efflux of tme was noted by Didsy (1853) Jons
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than Hutchinson m 1865 and by Kasowits 1n 1876 hamowitz  law
states that the older tha infection 1 10 the parents the lcs scrious are the
effects on the children, though 1t 13 uncertain whether this diminution an
the Intenaity of the infection m to be attributed to the father to the mother
oz to both parents.  Hosrever 1t will have been mferred from observations
made earlier m thus chapter that most authorities would regard the benefi
cent effect of repested pregnancies upoa the mother s bang the most
likely factor

TWhile the compl q of ob d ated may have been
usual in the past, it certamly has not accorded with my own experience
10 which the patient seen at the clinic has often been the resalt of the
mother's firet pregnancy  Admuttedly aome of the older mothers did gave
a hustory of having had one or more stillbirths and nconatal deaths before
the birth of the lvmg syphiliuc chuld.

Increasing ssverity of transmitted Infection

One has encountered several familics 1n which as the result of a certan
amount of trestment of the parcnts a healthy child has been born but
subsequent children have been infected to an incressmg degree.  This
sequence of events does not kppear to have been emphasrzed by syphilolo-
gsts.  The explanation sppears to be that the parents had not been grven
wnfficlent treatment to effect a cure, and 1n the cases 1 have come scross
they had not undergone a spinal fluid test. In comsequence, owing to the
gradual wamng of the effects of treatment whereby a relapse or recrudes-
cence of the dnesse occurred 1n one ot both perents the tater children
suffered a gradmlly increasmg seventy of the dsease.  In an iltustrative
family m my series, after the barth of a healthy child shortly after the treat
ment of the parents, the second xnd third children had slrght symptoms
the third child more than the second, sufficrently suggestive of
syphias to justify treatment. This waa given at a genera! hospital and
took the form of hydr cum cret., upon which the child got well  No
blood tests were taken. The next child had frank congenital syphitm, for
which 1t wes brought tv Grest Ommond Strect. A careful famulal
myestgation revesled that all these children had posttive serologacal
reactions 1 thewr blood and cerebrospunal fisd and that the pareots
blood had relapsed, having previously been reported negatrve,

As regards fertifity ayphiliic mothers, once they have successfully
overcome the mitral sterihity stage, appear to have more pregruncies than
healthy mothers.  The reason doubtlees 13 the fact that so many of the
syphilitic pregmancies end in disester before term. Harman s figures
given in Chapter 3 show thi, and Jeams and Cooke (op art., p g7) state
t}mmz;awhﬂmfuuﬂ:ammgeoissprtgnnndamcdu
against 49 per family in 350 bealthy familica, The 8olomom on the
other hand, found (p 126) that the aversge number of pregnancies per
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famuly 1n their group of 555 syphilitic families was 2 58 a figure much
lower than thst given 1n the studies referred to above. It m mportant
to bear in mind the observation of Jeans and Cooke, the Solomons and
others that the discrepant figures for fertility date and for the numbers of
infected and healthy children in syphilinic families reported by different
authonties are dependent upon-the different methods employed for detect

ing a syphilitic farmly—whether by & syphilitic father an nfected mother
or & congemtally-syphilitic patent.

Profetas law 1t 15 often stated that Profeta s law rserty that the
healthy child of a syphilrtic mother 18 immune to syphils. This mports
1nto Profeta s obscrvations conmderably more than was orgimlly there.
Profeta said that  the healthy child of & syphiliic mother could be suckied
by her or by a syphilitic narse with impunity (ated by Ogilvic). Later
writers commenting upon Profets s dictom enlarged 1ts scope, so 15 o
emphssuze the analogy of the Colles mother who was [ikewse
to be immune to syphilis. Since the discovery of the Wassermmn
resction we know that the so-calied immunity of the Colles mother
18 mply the expresson of the resistance of an infected person to & super
or re infecuon. Smularly the apparently healthy child of a syphilioc
mother who cannot be mfected by her or by 2 syphilitrc wrt nume #
Profets stated, we now know to be a latent syphilitic with a postuive serunt
resction A child who appeared to be an exception to Profeta s law would
doubtless be one who was before its postnatal mfection, the Aelthy
child of rts syphilitic mother It mught be ddfficult, bowever a lirtle latef
1n life, to dstingunh such an infantle mfection from a late antenztal
tnfectton

Twins in syphilitic families

A Fournier (1891) stated that 1n b.ucxpencnu:thcffeq“md"m
births 1n syphilitic families confirmed similar statements made i
litersture. In his opmuon the assocation was too frequent to be purely
comadenna!  He wntes  Syphils certunly gives nsc to twms, bt !
do not know why or how  Other French writers have confirmed Four
nier s dictum, but v Zumbusch (m Jadassohn, op af p 273)@”&:&
View a2 an exsggerttion of as he says, those who hold that syphills fayou?
twin pregnancies put the case too strongly My own inquines the
hustortes of more than 400 families have resulted m the finding of 23 pr
of twins and 2z sets of triplets in about 2,000 pregnancies.  The nu
of twins 15 not abnormal but the triplets arc abave expectation, though
with only 2 sets ther occurrence may be acadental and unconnected with
syphilis It » noteworthy that 1n our senes no mother had bome Mo
than onc pair of twins

Transmuston to fras When twins are born to 2 syphilinc mother the
dusease may sffect one or both infants.  With uniovuler twins both ar¢
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probably always affected for as Jeans and Cooke sty (bc af p 71), 1t
would apparently be impassible for onc twin of the unvovular type  to
acape the disease 1f the other rere infected s wiere smoe thar bloods
commmygle. Clnical observations have copfirmed the contmgency that
such twine wiweys share the ame fate. On the other hand Erich
Hoffann (foc et p 11) states that  twine may be uncqually affected
by syphilss to the total exclonon of the disease 1n one of them, cven if they
be untovular  He refers to such a case which he regards as betng due to
1 focal syphilrtsc inflammation of the placents and umbilical cord.  Pen
rose, who reparted an instapce of identical twins with dusimilar serodogical
™, explsmed 1t by suggesting that I condrions 1x
utero were more fxvoursble to one foctus than to the other Wolk hes
also reported a case of 1dentical twns aged 1g both of whom had un-
doubted congenrtal syphilia, but 1n one of them the W R, had become
negative.  Several authoritjes (Harnson, Wile and Welton, Dennse and
Paknla and others) bave reported that of twins one may be posiire and
Oot negrnve.
The magority of the twros 1o my syphilitic families escaped the infection
Five of the twi were aefinutely syphiltse, The first par were almost
certanly sdentical twins  both were infected but only one showed 2 sypht
Itic lesion (Clutton, nght knee) They respanded serologreally to treat
@ent m an identical manner Tho sccond pair wrere pomsibly 1dentrcal
twin boys, for the medical officer of the hospital at wiuch they were born
Teported on mquiry that there was only one placents one wnfant wes
Infected und died at the ge of 4 montha, the ather was healthy when lest
seen (st 3} years, when he defaulted) Tho other 3 paire of twina were all
the 3 male children were all infected, 3 survrved the third ded
of w h st 1 year Two of the 3 tom guh were infected.
Oﬂtdlmdvboapm&coughuxyurmdthumh:rdmdfmm
imvalvement of the central nervous system,
Of 18 other syphiltic families in which twins occurred the chief ports
of raterest were (1) several of the twms were stillborn or died very young
%0 that they could only be graded probably or possibly syphilmic
(3) 1n 4 of the familtes the mothers were themselves congenital syphibitics.
The deter of lar or ygotic twins 13 very ddfficult
d i many ceses wellnigh mmpomible as may be inferred from the
formudable It of requistes to be fulfilled given by Wile and Welton 1n
thert paper referred to
Of the 2 sem of trplets 1n my syphiline familica, there was only one
wurvivor and he was infected The 2 siblings died at birth s0d m 6 days
Tespechively  As regards mfection they should be clamsed 23 probably
yphilive (5). The auravor wes thought to be euffering from scterus
Eevis and hns case was described as such by Hawkaley and Lighrwood
The cther sct of trplets were all stillborn at the soxth month  They




68 CONGENITAL SYPHILIS

resulted from the first pregnancy by the mother s second hushand und

were born about. 4 yexrs after the birth of her previous child who was a

congenital syphiliic. The toplets ahould probably be pleced among the
possibly syphilitic (¢)

The pr of tra ission by tr of the parents

It 13 almost axiomatic that parents, whilst they are atill in the mfectrve
stage of syphils, should not beget children, though 1t 18 difficult to fix a
definite date for their freedom from mfection. It vanes from patient to
patient, with the age of the infectiorf 1 the parents and with the nature
and duntion of the treatment they have recerved. In the pre pensillin
era it was conndered safe, from the offspring s pount of view if the parents
had recerved st least s full course of neo-arsphenamine and bamuth or
mercury treatment a3 detmled later (Chapter 12) and hed negative sero-
logrcal reactions 1n the blood and cercbrospinal fluid. If pregnancy
supervened shortly after the cessation of treatment the blood should be
tested st monthly intervals, and at the first mgn of a serological relapec 1
fresh course of treatment should be begun and 2 repent blood test taken
s month after the end of the course  Further treatment dunng the peeg-
nancy would depend upon the result of the blood tests.

Folloming the finding of 2 pomtive blood test 1n an expectant mother
on confirmation of the result, antisyphilrtic treatment should be instituted
13 300 3 poasible. At the present time 1t 13 the custom to give pemcillin
1n essocatron with arsenic and bumuth, a3 1 done in thrs country (Mac
farlane 1950) or penscillin alone, as 18 done 1z Amenica (Goodwan and
Moore, 1946).! Farmerly the ordinary treatment with neo-arsphenamme
2nd mercury or bismuth was given i the usual dosage, for 1t was found
that expectant mothers were more tolerant of arseruc than were polt
pregnant women. My own practice has been to allow a monthly interal
between the courses a3 1o the treatment of an ordinary case of syphils,
though some authonttes gave us treatment throughout preg
with alternate courses of arsenicals and biamuth, in either case conl
the treatment 3 long as possible unal term.  Altbough 1t 13 destrable 10
imitiate trestment as curly as possible 1n the pregnancy to sccure the
burth of a healthy infant no matter how far advanced i pregnancy *
woman may be when her blood 1 found to be positive appropmatt
treatment should be grven. A healthy child may be born after eveft
1 few injections, but such a fortunate result does not necesarily prove
that 1t 11 due to the treatment given, for 1t 18 common knosrledge thet
even without antuyphiliic treatment, a healthy infant may be bomn
to & mother whose blood test 13 postive.  Most authorties recommend

| Also several other authorines mentioned in the Tremssctions of the Hetshold
Symposhmm, 1950 PP 2688 referred to on p 417
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that a mother who is known to have had syphilis or a powtive blood test
should be treated 1n every subsequent pregrancy even if her blood then
be negatrve (Coke #f af 1936) wheress Goodwn and Farber care to the
conclusion that provided & mother had previously been adequately treated
and her blood wes serologically negative or only slightly positire, it was
probahly safe to allow her to go through a subsequent pregnancy without
further treatment.  (See Chapter 12)

Third-generation syphilis
Syphilologts have Jong been mterested 1 third-genenation syphits
The subject m dealt wth fully in Chapter 5.
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CHAPTER 5
PATHOLOGY

The causal crganism

Ty o no longer any doubt in the minds of most authonties that all
stages and types of syphilm are due to the Trepomema pallidum (syn.
Spamh-u palhda). Morphologscally 1n the dncharge from syphilitic
lenom cosmined fresh under dark-ground illumination the treponema
resembles » tightly—coiled spring from 4 to 14 s long wth from 8 to 12 or
more regular tight colls which become rather shallower and more opened
out towards the ends. The parsmte grsdually thins as the ends are
approached and Schaudinn figured the ends prolonged into a fine thread
like a flagellum. Tts movements are complex (1) & to-and fro movement
with etther end foremost (2) a rotatory or boring moverent round 1t long
s and (3) an sctive bending on itsedf to form a V or even a arcle.
Notwithetanding its local actrvity 1ts rate of translstion o relatively slow
o0 that 1t 18 not difficult to emtch an individual paramte for a considerable
ume upder the mcroscope,
Mod.cmmecbodao(mmﬂgiﬂun.th:duk-mumdmdelmunmmm—
y d by the ult and p trext p
lnwmulcd-m—octurecommanmdlmelplmdn:tnhnbﬂmmm—
1ed, and sccording to Bradfield and Cater found 1n no other organusms,
winch scrves to place the spirochactes in a distinet group besed upon their
uruque structure.  ‘Thes consuss of (1) a protoplesmic core, (2) & spinlly
wound bundle of fibrils, and (3) a cell membrane, which may have the
bundle of fibrils erther withm itself or wound round tt extermally By
muld tryptic digestion Bradfield and Cater wero able to recognize the three
compopents 1n T duttom of Affican tick fever T recsyremtzs of relapung
fever and the cultured, pethogeme Nichol stramn of ' pelidiw Schaudinn
depicted a paramte with two flagella st one end which he thought suggestive
of fimsion. In Chapter 4 it ha been stated that Levadin
Metrowsky and others have described vaned forma, some of them probably
evohrtion forms, others possibly degeneration productl. MeDonagh s
dcvdopmcnul forms of Lewcocytosoon syphibidus ek conhrmation but
AL sky s findings of branching snd budding farms were confirmed by
Dehmﬁerlndhummiclbymumufphne-cmtrmmjawoopy
\\efrtqumdyfuundthnzhencpovmmuldnotbcdunonnrncdpw
7
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mortem in the organs and tissues of our patients this we sttnbuted in pant
to the treponemictdal effect of the drugs used 1n treatment and 1n part
to sutolysts or breaking down of the parssites :nto unrecognfzable and
possibly ultra microscopic forms

In the ehsence of facthties for dark ground fllumimnation the trepoaema
can be demonstrated by muxing fluid expressed from an sctrve leslon such
s 2 pnmary chancre or 1n & case of congenital syphils, a condylom,
with Indian 1nk, spreading on s alide like a blood film and allowing the
filmtodry The background i greyuh-black or brown, and the parmites
appear ;s white corkscrew like spirals.  Stawning of the parasttes may be
done with Gremaa or by Leshman, which stains them a pale reddush
mauve. Silver methods (Levaditt Dertarells and Volpino, Whartn
Btarry Jahne btetner) can also be employed for showing the treponemats
1n secretions or twucs, but as these methods give nse to a deposit of ulver
on the parusites, these appear rather coarser than when examined aither
by the dark-ground or ssmpler stiuning methods,

When hunting the parsute care must be taken that the matenal examined
w free from adventrtious particles.  The surface of the lesion should be
sirabbed mith methylated ether which quickly evaporates, then Iightly
scraped with a stenle scalpel until a hittle fluid exudes,  Thus flud espea
ally that from a condyloma 1 found to contain many treponcmats, which
can be demonstrated by any of the methods grven above. Owmg to the
infectious nature of such lesions rubber gloves should he worn dunng these
manipulstions.

The T palhdium 18 not a very hardy organism, s 1t dies 1n a few hours
on infected linen or clothing 1t s also easily killed by weak antiseptics
and by soap and water It can remst extreme cold but is rapidly killed
by a moderate heat (40 ~50 C).

Infectivaty of syphilitic infants and children

The older writers reported numerous instances of tho mfection of coe-
tacts by syphiltic infants (see Chapter 4).  Instances arc also on record of
wret nurses being infected on the mipple by suckling syphilmc infants.
In view of the fact that the organs and tusues of such infants may be
teerung writh parasites, 1t 13 remarkablo how seldom the disesse sppears
to be conveyed to contacts. and 1 my own experience I have not come
scross 2 ungle case where, for exampie, & nurse has contracted the disesse
by contact wath & pavent. It is certam, however that the ducharges from
syphilitic lessons coatan lving and virulent parasites so that ourees
should wear rubber gloves when handling syphilie infants before end
durmg the first 7 to 10 days of treatment. After a certam amount o
treatment! has been given to these nfants, and in the case of older

1 mein adaquate treatment not bomeopathsc doses of drugs, 8 ¥*
soroc s the pactcs e i porpial
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chikdren, the rk of 1nfection = practically negligible unless there are sores
m the mouth or condylomuta on the surface of the body "The mother of
1 ryphilitc mfant runs practically no risk of infechon—she m alresdy
mfcctedmtbzl.rgcmpﬂtycfmm—buthahhyu'b’mnld:ﬁrﬂtcmk
if they nuree, fondle or feed the mfunt. It is on record thst pathologmts
performimg autopaes on syphilitic infants have become nfected as Jong as
48 bours sfter the death of such infants (Harrison)

The tissue respoose

Thpnﬂﬂogm:ldnnguwhmbnnyou:urmthcorg:mmdmuof
s syphilie mfant will be described under the ndindusl orguns con
cerned but u brief aceount of the reaction of the body to imvesion by the T
palldum mey be grven here.  From 1t the reader will be able to apprecute
the fact that 1n the coogemtal, as m the acqmired, form wyphilis 1 ssill the
grest mrmic of gther diseases. The early stages of mvamon n the two
types of the disesse acquired and congenutal, differ until the treponema
reaches the blood stream, and from that trme onwards the reactions are
umiler  In acquured syphilss the paresite, having gemned scoess through
an sbragion in the epithelium or mucoes membrane, irvades the depths
of the tues, boring s way between the cells, for which rts corkscrew
like shape sppears to have been specully designed  Dunng this process it
multiplies and travels by way of the lymph spaces and lymph channels to
the regional lymph-podes How speedily this msy be effected will be
realized from the finding of the parastte 1n the nearest lymph nodes of
rabiuts wrthin half an hour of inoculstion (Kolle and Evers, 1926) T
palhdwm fuvoun the parrvascolar fymphatica and 1t scon enters the blood
stream, with the result that long before the prmary lemon (chancre) mane-
fests 1tself the whole body has become infected by the parsate.  In con
genrtal syphilis thus state of affurs may arse at any time dunng the st
few months of pregrancy or at about the ime of burth directly by way of the
umbilreal vemns and wathont the intervention of a pnmary leson.  Chiford
Allbutt introduced the term  hympharterts  with st implication that the
resction to the treponema starts 1n the lymphatics of the advenntia of the
artenies. The term  lympharternitis  has not been adopted by patholo-

msts, which m my opinion 1 unfortunate, mnce 1t 13 a very descriptive
term.

The local reaction to the trep n the d ton of lymph
cytes and playma cefls-—the characteristic cell of ayphilis—to the peri-
vocular bmphaties and bence to the small blood vessels themselves.
Beng m snacrobe the parmsite 1 not happy 1n the oxygen-contmming
blood xnd therefore leaves the arculstion as soom 23 possible to find &
more congenul medium i the endo- and perithelit of the blood vessels
and lymph spaces, and 1n the wally of the blood vesecls, often around ther
twa tasonon 4t tmes the lumma of the affected blood vessels may be
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partially or cven enturely occluded  Later on fibroblasts gune rusc to
mncressed collagen fibrls and fibrosis 15 o marked feature of the late stages
of the syphilitic reaction.  The tertiary lesions in additron to being fibratic
are often gummatous in nature, the gumma bemng a granuloma consuting
of lymphocytes, plasma cells, epitheloid and grant colls. In structure
& gummg r bles s milry tubercle or tubereulous granul but the
giant cells are smaller und less numerous than in & tuberculow fesron,
and of course no tubercle bacilli are to be found 1n a pure gumma.  Sypht
lomats or gummata of lymph nodes are sometimes mistaken far tubertu
fous adenitus (see p 268). Gummats frequently undergo necrosts and if
superficial they may give nse to charactenstic sloughing ulcers with ser
pignous outhne.  They are hardly if at all infectrve, 1n contrast to the
pnmary (chancre) and secondary lestons (rashes, mucous plaques, condy
lomats) which are highly infective.

It waa 1 above that cong 1 (i 1) syphils differs from
acquired syphtlis 1a chat the congenital patient hus no pomary feston
‘There are two other important differences fist, the foctus appeans to
afford a favourable so1l for the multiplication of the treponems, since moat
of the foctal tissues and organs usually awarm with parasttes and secondly
the foetal organs and tusues being 1mmature when they are smrtten by
the infection are often retarded in thewr development or they may become
dystrophic and never attun thetr full normal development. Hutchn
sonmn teeth and mental and phymecal mfantilism are examples of du-
ordered or retarded development.  These effects may be due to the direct
action of the treponema (or s toxin) upon the growing tissues and the
resulting muld but chronic inflammatory reaction going on to an mexorable
fibroms.  Crreulatory disturbances consequent upon endarteriti, and grv
ing mse to serious interference with the nutribon of organs, eapecally the
brain heart, liver and endocnine glanda, may also play & part.  Finally sf
a3 has been suggested m Chapter 4, a true mhentance occurs as m syphils
of the third generation 1t m further posmble for the developing ovum to
be #0 adversely affected by the ed trep or an { g
phase, that & congenital malformation or even x monstroarry may ensuc

Diagnoss of congenital syphilis after death
(a) In the foetus In the past 1t was genenally held that a macerated
foetus was ncarly alerays syphilitic. It 1 now knovwn that 1n severe forms
of erythroblastosis foetals (sce p 243) a macerated foetus may also be
expelled from the uterus and m practice it may be ddficult to decde
which of these causes has been operstive. A relatrvely large placents m
often relred upon to diagnose syphilss but 1t 13 stated by Eardley Holland
F ] Browne and others to be unrcluble for the disgnosis of syphils m
case. 'I‘hevmwsomcrmtmabywh»chhwumnj

m cular
2 [{Ilpc‘tnmtl could be dugnosed s syphilitte such as hyperplastic vills

\
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dimunnhed vescularity pallor of the placental timue, large cotyledons,
fibrosss and the presence of infarction, Hollend refuses to accept a3
endence of syphilm. Henderson 1n a paper on  Erythroblestoss  grves
vanous cnterna by which the condition may be disgnosed from syphiles but
in sctual practice drferentuation ia difficult.  Treponemsta disintegrate
quite early 1n macerated foctuses (Mclntesh) therefore thar recognition
in the placents or 1n the foctal tissues cannot be relied upon  The liver
may be enlarged and show Jlular fibross 1n both disceses. The
splcen may show diffuse fibross 1n congenital syphilis, but only rarely
doas 80 in erythroblastons foctalis. Even the changes In the long bones
the deepenung of the zone of provmonal aslafication, cannot be relied
upon to defferentiste the two disceses, sa Caffey Gilmour and others have
shown. Unless, thercfore, the Iong bones show unequivocal mgns of
syphilis, such a8 cat bite  lesions of the tibume (scc p 201), saw twoth
metaphyses, epiphyseal separation and so forth, evidence of syphils must
be sought in the parents or sibs (ansmness, blood test)

(%) In ixfants who hare surcsoed Btk Recognition of congemital
ryphilia 1 an infant who hes surnved birth may be confirmed 1n one or
more of the follownng ways

(1) Examunstron of the skin for evidence of pemphugus or other syphilitic

eraption and 1f such be found, exsmuinanon for the treponema m
;-mngnbyon:m’momu{thnmthodjmmoncduﬂ{umthu

prer

(2) X ray examination of the limbs for the presence of unequivocal
evldence of syphilitic osteochondnites

(3) Exsmination of the internal organs and viscera (a) in smears for the
treponerna, (5) 1n sectrons by Bertarelli and Volpino e or by Leva
diti 8 method, and (c) secttons of Liver lung pancress and tests for
interatitial fibroam.

(4) Removal and examination of & longrtudinal sechion of a tibia and or
lower end of a femur for the presence of the typical cat-bite
lexion at the upper and nner mapect of the tibix (sce p 1203) and/or
the charscteruc uregular yellownh or grey cprphyscal line at the
lower end of the femur

Foe the exarmmation of bones Turnbull gives the following instructrons
For mucroscopical exsminstion, except when 1t 11 desred to stun spiro-
chactes, the of decalesfication compatble with sectson ahould be
employed recogmition of the distnbution of the provmsiona! claficstion
n the eprphryeus i3 #s 1mportant in microscopscal examination 2a 1n the
Toscroscopscal,  Foetal bones fixed in 4 per cent formaldehyde and em
bedded in paraffin ot cellsdim can be cut on the microtome without decal
afication It fa fmportant to remernber that the calaum i bone 1 not
stzined by heematoxy hin unless the bone hs been fined dor at lexs 8 week
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in formaldehyde solution or tn Maller s fwd. If the spirochsetes have

not been destroyed a certsin disgnosis can be made with great raprdsty by

examinatton mith dark ground illumination of scrapings from the mets-

physes of suspected bones which have not been placed in any fixstive.
Finally it may be mentioned that post mortem Waseermann tests are

unrehuble, snee the blood serum » frequently anti-complementary and
false negatives and  false pomtrres  gre hable to occur

Serological Resctions

The serological reactions for syphiln include the Wessermann resction,
with 1ts various mmor modificatrans, and the many flocculation tests—the
Kahn Klne Sigma, Mcmicke and othen, the technical details of which
cannot be discutsed here,

Although the W R hes been utilized in the dugnesis of syphils for
nearly 50 yean, the biological bass upon which it rests 1s still uncertatn.
Developed as it was from the owmionty resctian of Bordet and Gengon, the
aotigen used onginally was prepared from syphiltbe orgens and the
reaction was consequently conudered to be a sperfic one.  When how
ever 1t was found that extracts of heslthy orguns, notably ax heart, could
furnsh an antrgen as good s or even better than onc made from syphiline
Irvers (Mane and Levadity, 1907), the speaific nature of the resction had
to be modified but the W R remauned, and still 1s, & valuable aid 1n the
diagnosts of syphis. The reactron must, however be properly camed
out  Harmson s article on - Syphilis ” m the Medical Research Council s

Systemn of Bacteriology  gives some i1dea of the amount of resesrch that
bas been devoted to the complement fixaton and flocculation tests, and
the research n still going on 20 years nince Harrson wrote the article, yet
many pathologusts who profess to carry out the test aften do ¢o 1n 2 some-
what perfunctory marmer A reluable report on the W R. 5 of so much
1mportance to the patent, to his fammly and to the State that it behoves all
who perticipate 1n the performance of the test—from the taking end
labelhng of the pstient s blood or spinal fluid, performing the technroel
procedures to the final typmg—out of the report—to do ther uumost 1o
.ccure.a:uicymd)epcrfnnmnceoftharp-mwllrmmrﬂmummlbc
test. Apoﬂurereponwbmbumcnﬂcctunymclnmucbmmulmgmsh
to the pstient often leading to domestic unbappiness, and necesssrily
gives e to much trestment, trouble and expense.  All thrs can be avoided
by sdopting the practrce, before reporting a poutive result, of repesting
the W R. upon another specumen of the patients blood  On the other
hmd,mmmrrcctnegluvcrepongrmlhcpmaulmdhudocmrnﬁhc
semse of sccunty and so leads to the Joas of valusble time m trestment
Should the patient show signa or symptoms suggestrve of syphiks, 1he
blood test should be repeated dunng the course of the next 3 of 3 weeks
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and even if aguin reported negative, chinicians need to be reminded that a
negatrve W R maay be retumed from a case which 1s undoubtedly syphilitic
and that & therapeutic test may be helpful m estblishing the dugnons
The pathologut performing the test must ensure that hus techmque s not
00 seamtrve wo that non-syphiliuc bloods are reported as postuve, and
that hi method 1 not t00 insenmtive 30 that syphiline bloods wre 1n
correctly d a1 neg A strilng ple of unrehable Wasser
mann reports o grven in Chapter 3 (p 47) where the antenatal testing of

mothers by laborstories under the segie of the wmme public
suthorty fs stated to have yielded pomtive results rangng froca o2y to
2779 pert cent over & peniod of ¢ of Jo yeary, the patients belonging to an
abmost Identical socral statua,

The system of controf and supervison of the Vrasasermann and Aocenls
ton techniques which was suggested by Hamson snd introduced i this
country between the two world wars has unfortunately doubtess for
remsons of ecanomy  been suspended.  Thus s greatly to be regretied and,
i the Trterests of the mmany who may be concerned it u 1o be hoped that
m@tmo{c&mmlmdwp«vmonwﬂlbcmmmdtmedn&mm

The sctual techmques of the complement fixanon (Wamsermann) and
frocoulston, tests cannot be described here snd should be sacertsaned from
spetul wrmhings upon the wubject, aod the Englab reader 13 referved 10
Orpwood Prrce » sccount of these toats, arsee he 1 pow the Director of the
Venereal Dusesses Reference Laboratory of the Miautry of Health, s
weil 83 being pathologist to s large London VD cimic.  From one s own
Spraience one would sxy that the only way to kearn the technique of these
tents s to watch them being properly done snd then to practme them under

¢¥es of an capert until all details have been mexiered, snd finally to
perform the tess permonally on the ssme bloods 1 the expest unti the results
eventually egree.

Colloction of the blood for serofogical texting

Te callect blood from a child any well fisting sll-glass synnge w prefer
lhkmnrmdrynngcm:hm:uipmoﬂ,mmth:hmlhepuwnh
e work stdfly  The theee picce all-glam (Agh) syringes formedy
supphed by VMesars. Butroughs, Wellcome and Co were tmed 1o the
wthar s el for many yean and were Sound entirely sxo¥irctory both
for the taking of blood for testing and for the sdmmmtnon of mirk
miscular sod mtravenow injections 5 m wyringes ave the most con-
venlent mze, but for specal purposer—amall or large imectna—3  and
10-mL, yringes may be found usetul  Duning the 32 years that | directed
the Clinic at Grest Ormond Strect the xyninges were atwaye stertlued by
boiling them in dutilled water  Atter busling fir  or 3 sinutes they were
femoved from the senbizer with  tenibe foscepa and placed o0 4 stenle
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towel.  The needles,! with stylets removed, having first been tested to
ensure that the points were not turned over erther forwards or backwards,
were immersed in the boiling water for 10 to 20 secands only 30 as not to
blunt the point, after which they were removed from the stesilrer and Laid
beude the syninges on the sterile towel. When the synnge had cooled
down 1t was cmptied of water the needle attached and the syringe filled
with sterile saline from a fisk. The needle being firmly held by focceps,
the aalme vas foreed out through the needle and dcarded.  The syninge
and necdle were then ready for the taking of the blood.

N.B The synnge shonld sever be washed out with alcohol, ether or any
other antrseptic, for ths would apoil the blood for the W R, nor
should 1t contun any water which would eause hsemolysis of the
blood snd likewise spoil 1t for the tests.

The same synnges were used for taking blood for testing and for giving
injections of arsphenamines and bisecxcyl and, so far as I am swre, no
harm was ever occanoned in any of our patents by this method of sterilis
ng the synnges. The Medtcal Research Council bas however recom
mended that all syrninges should be sterilived by dry heat at 160 C for ane
bour or auteclaved at 120 C. for 20 minutes to gvord the mak of any vinms
wnfection being conveyed by them.

The blood may usually be obtmned from a vean at the bend of the dbow
but this may occasionally be defficult to carry out.  Other vexns which
may be used sre the exrernal or 1nternal jugular or a scalp vein.  Fallowing
German uthonties who state that, after the mutal diffidence bas been
overcame, obtaming blood from the superior longitudinal minus from
infants 1n whom the antenor fontanelle 13 still open (usually up to 15
months) 15 quite easy 1 used the method for many years 1n my clue
without mishap 2

Method of obtaining blood from the superior longitudinal sivus
Unless the scalp 1 very hury no prelimmary shaving ss necessary  The
infent, wrapped 1n a blanket so that the arms sre ncluded 15 placed scrom
a narrow cot or table (preferubly the latter as it mil pot  grve %), with the
crown of the hed facing the operstor and the wfant ¢ noec directed
vertically upwards (Fig 19). The skm over and around the fontanelle
having been cleansed wth todme or other antiseptic, the nurse bolds the
head firmly 1n posstron with ber hands on ether eide of the fscz.  The hesd
1 B W and Co a N “Agh " hypodermic needle and foc
m“t}:d lin\n.‘nah:othumbc‘hL NWIE:E
be bgﬁnbmx«(wgn‘n;gzh)wwsgm,mammdw
blsde o830 mm. (21
Britiah authorres Dot to take blood froem the nzpenor loogitudinal

w;:h:‘nd.nﬂu;mmhmsﬂw 1953 Carrod, Bstren and
Thunsfield 2 ** Dusenses of Children ” p 1904
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sboukd not be fAexed or ded but the i tle should face the
operatar squarely The syninge with the needle sttached is beld (a the
gkt hand posnted strayght st the pasterior angle of the fontanefle and gently
pressed through the gk the synnge and needle beng steadied by the
forefinger of the Jof? hand by gentle pressure postertor to the fortanelle to
prerent the necdle penctrating too deeply  As a sule the crung of the
miant s srfficzent to catse the blood to flow into the syringe, but should
the puton not wack es smoothly as is desirable 1t may be carefully mth-

drewn by rotating with the night heod in the barrel which 8 eecusely
beld tn poutlon with the left band. When the requsnte 5 ml of blood
bat been obstumed the syrmge and needle are withdraom and the nurse
“‘m‘ﬂﬁﬂthukuth:l:hﬂdmhcrnmumnurun,-:t]mnmenmcnpp}y
g 8 small 5ad of stenle cottomwood to the fontanelle.  The wfant cesses
19 €7y 28 8000 &3 Jt 14 nursed, and & small dreesing of wool and collodion
tumpletes the

ore transferring the blood to & stenile tube of screw-capped 25 ml
bottle, the needhe 1s removed from the syringe o chat there 1s 1o risk of
hacmaolyas, 23 mrght occur from rupture of the red corpusiles if the hiood
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were forced into the tube through the needle.  After standing for an hour
(or longer) to clot, the scrum 13 pipetted off

Cord blood

Tt T ded that umbilical cord or retropl | blood
should be used for serological testing  Ths 1 valueless from the poent
of view of dragnosing syphilis in the foctus or infant, for Vehelvey and
‘Turner and others have shown that a positive result on the cord blood 1s

not diagnastic of congenital syphulis, nesther does a negative test exclude it

Reporting on the Wassermann Reaction

The W R. having been performed by an approved techmque (sec
Harrson-Wyler technique and O Price s method), the results may be
expressed & “strong pomtive,  pomtrve,  doubtfull or negatve”
(The author s method of reporting on &« W R. 23 used throughoat hs
observattons and also mn this book will be recorded later )

Compl fixation versus fl Iation tests
Following Harrison s lead we tn thus country prefer complement fixs-
tion methods (propesly carmed out) to any of the flocculanion tests.  The
latter are easter and quicker to perform ence a reluble antigen has been
prepared, but require more experrence 1n the final reading of them. Our
experience has been that the kahn test1s more senstive than the Wasser
mann test, o that it remains positrve longer on a treated patient than does
the W R A specul technique 18 required for flocculatron tests on

spunal fluids and we have no expenience of ther use with these fluids.

Personal methods employed in carrying out the Wassermann test

and reporting the results

The method ongmally used wes demonstrated to me by Prof H R
Dean, who was then working at the Lister Institute (he having learnt the
technique from \Wassermann himself) 10 which the dilution of patents
serum 1n the first stage of the test was 110 15 and 3 umits of complement
were added.  Subsequently from 1919 onwards, the No 4 method sug-
gested 1n the Mintry of Health M R.C Memorandum was followed.
Tn thes method the standard dilutton of serum was 1 1n 15 3 umts of coa-
plement and & cholestennuzed antigen were employed  For treated crses
the test was made quantitative by using higher dilutions of serum, 1m 30
and 1 1n 60 and 2 amounts of complement 3 and 5 unrtx.  In ths w2y
4or6mba-mmedfofd1e;cmmafpunenuundcrpingﬂﬂm
with serum 1 m 15 110 Jo and 1 1n 60 dilunon e;chwhh;mdsmg
of complement  The final volume of flsd after the addrtion of 1 ml
senmtrzed corpuscles, wws 2 5 ml and those tubes nhose contents were
completely haemolyted after bemng in the water bath at 37 C. for hall s




SEROLOGITAL REACTIONY 8t

hour were recorded ms negauve (o) The remauning tubes were kept in
the refngerator overnight or if an immedute reading was required were
contrifuged st 2,000 rees, for § minutes,  1f the supernatant fnd showed
20 laemalyns, with the fued colouriess sod &/ the corpuscles submided the
tube was cailed » 4 if half the corpuscles had subtded the tube was cafled
2 and the numbers 3 and 1 were given to tubes on ether side of the
Y2 10 winch there s rather less and mther more haemalysis respectively
tanmtubez Yo ths wey the figures 4 3 2 1 o7 0 were sllotted to each
tube, 2, 4 or mare 1 number sccording to the dilunons of serum em
ployed, each mith 3 and 5 uoats of complement. 18 all 4 tubes n s tent
failed to grve haemolyms 1 wny tube, the result would resd 4444
{abbreriated a3 4 x 4) snd would be called o stromg pantree of there were
complete haernalyms mall 4 bes co oo (abbrevimied o x 0) the reading
would be guite mepated 4431 3210 and 2100 would be mter
medute readings and would be called posstive mod wesk posstive (or
weardsng to officral potation).  The tubes reading from left
2 rght woald contan 1 10 15 serom dilution and § units complement, 1
15 serum ard 3 units complement, 5 1n 30 acrum and 5 umts complement
110 30 serum and 3 unsts comoplement  or with higher dilutions of sermm
11860 110120 and #0 an each with 5 and 3 umo of complernent
Although i the lster yesrs the Herron Wyler method was employed,
T continued to wse the old notation for reading the reaults, partly to
tam the contimuty of the records, bart munly because 1t conveyed to me
more mfc than the recogaed  positve,  doubtful or  nege
tve would have done.  Poasibly my prediecton for the anigmal nomen
elature erose from the fact that from the first § did the VWassermann tests
myaelf and also ww snd wrexted slf the patrents personally  thongh later
when both these duties were undertaken by colleagues scting woder my
Lrecton more mformxtion setined to be smparted by & numencal
Bathen, apecially 1n patients undergoing treatment (Nabarro 1927}

The interpeotation of the W.R. in children
When iiterpreung the results of the W R. in chuldren two groups of
Gacs must be conmdered, infants and older chitdren  First st raus be
“oploreed that & % R, whether 1t be pomnte or niegative 13 warehable o
infants under the age of 3 mowths A posstsve result at that sge may be due
10 the maternal anubody which has reached the chid tramsplacenally 1
wlhich cane 1t will be gradually ehminated by the child unless the nfant
becomung syphiline later elaborures 1ts awn reagin  “unce i 13 of grest
impartance to the wnfant s furure well besng that treatment be vturted s
%000 a3 posxible should the child be ~phibte a postne W R nan sntant
thould be confirmed s follow  Lhe mother W R hould be tesced t
hat not already been done | he sntant s hised hould be se teated by
A quntitatne techmque (Faber and Bk, sgat (hnn o agy8y A
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stavonary or nang trire would pownt to the probable ayphilitic status of
the infant, whereas 1n the absentce of chinical mgns of syphilu end 2 falling
trtre of the W R, treatment can safely be withheld pending developments,
At the szme time & confirmatory flocenlation test ahould be performed on
the blood. Radiclogrcal investygation of the limbs should be made for
stgns of syphiliic bone changes (Nabarro 1929)
A negative blood 1n # newborn infant or neonate n mumiterly inconclusive

evidence of the sbaence of syphils dunng the fist 3 months of lfe. On
P 199 1 given the case of an infant whose W R, was negatrve st 5§ weeks
and positive at 14 weeks with the onset of dinreal epiphymts.  In mfants
over the age of 3 or 4 months the W R. will be posttive m cases of chinwcal
syphils 1n more than g5 per cent of the caset. One does, however
come across from time to tme an mfant whose mother has & posrtrve
W R, which itself has signs of congenrtal syphilis, yet whose WR. 13
consuntly negative.  They are difficult to explain, but adults with acquired
syphils may sometimes behsve similarly It 1 conceivable thas » child
may have had a positive blood reaction for a short trume only and that when
tested the reaction had become negative.  There by no doubt that older
children from 3 or 4 years upwards may sometimes grve a weakly positrve
( doubtful ) W R. when examtned rowtixely (as I have found on several
occasions) or becsuse of a suggestive syphiline mamfesmtion It 1s my
opmton that no matter what the sge of the patrent may be a weak pontire
reactron showld akwavs be further wpated the W R. repested after x
provocative injection, and a careful inqury made mto the personal and
family bestory It ms advisable to examine the cerebrosprnal flurd of these
patents.  Doubtful W assermann reactions may be returned by patrents
wuffering from interstitial keratitis, chronic renal cescs, patients who came
late under abservation with periostitts, Clutton e jounts, ulceration of naso-
pharynx or other manifestation of late congemital syphilis. The explans-
tion m, I believe, that the infe 18 weakening eitber &7 ly oc
as the result of some—but irregular or insuffcent—treatment of the
patient  The family whose tragre history 1s recorded on p o affords an
illummating example of weak serological resctions 1n mother and children
beng overlooked of not going sufficently deeply 1nto the famuly hetory
s0 that the discase which had strrcken the farmuly was not discovered before
1t kad wrought all the muschref 1t did snd of an unfortunate Iack of co-
operation between the vanous hosprtals and other institutrons concerme
t which the different members of the family attended.  In my expent
ence of this dsesse such a lack of co-operation was by no means #
molated instance.

Alternating positive and negstive reactioas
As sometimes occurs m scquired syphilis in 2dults, 30 also 1n congerdtd
syphilis 1n children onc comes across casea in which g positive and negd
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tive reaction allernate.  Many years zgo Dr Golla then of the Maudley
Menta] Hospital, London, wiote to me saymg that 1n exarmuning the blood
of mentelty-defectrve children he frequently came acroes cases i which
the WR, fluctimted 1n patients apparently free from the suspicion of a
ryphilitic tamt  Among older children and adult defectrves such cases,
be sud, did not occur  Could 1 suggest any explanatron to him or were
such apparently forturtous varrations of the W R at all commen 1n quite
young children? We were obviously not dealing here with false
posttrve  reactions (to be deacribed shortly) but with alternating reactions,
and my cxpenence was that they were most likely to occur 1n children in
whom one or other parent had & positive W R. or a syphilinc hustory and
thet the patrent s mental defect vas probably due in such 2 case to x syphalt
tc agenens or maldevelopment of the bram  In several instances of
n igemg infection m a family cspecully m the father we came across
patleats with alternating W R.s.  Anomalous blood serological resctions
were sametimes grven by children whose mother was herself a congenttal
eyphilite, and 11 one case by the daughter of 2 man with congemtal
tabes dorsalis, though the girl had no syphilric symptoma.

Reversal of the Berum Tests

A3 2 rule it ia found that the younger o patient comes under treatment
the sooner will the serum teats become negatrve.  In a fow mfants one has
e a negutive W R. follow a niagle course of sulpharsphenamipe, though
o0c wa not usually content with such a mummal smount of treatment.
It'im}dtm’txm}yh:vnbemfo]]mdby-naologulmd/ord;mml
Telspae after u shotter or longer interval. Busmuth wss found equally
Weful n trestment, for we had scveral infants whose blood and spimal
ﬁ‘ﬂdmwmm!yponm(4x4),butbeumencgluve(oxo)
™ both blood and spinal flurd after one course of buaxyl mjections.

In older patients, those with interstitial keratitis, perfosttts perforation
of the palste or other leson of late congemital syphils, the W R. might
1ot show mgns of ultimate reversal until after scveral yaan treatment, and
ﬂmtbaathcbluodmighthken,xﬁwqmmthltnbeocmcﬁml}ynq
tive. Moreover some of theas patients had  unstahle negutrves  which re
I"P'Cdl&'lil’\,lﬂ)anunpunrﬂy some years later  (See also Beerman, 1936 )

Belapas of serological reactlons
We found, particularly m the carber years of running the cmc that
relapacs occasonally occurred.  These were somettmes accom-
Im"kdbyd.\malrchpoc We found that relapses occurred in cases 1in
which trestment had been irregular or insufficent When the blood
rolopy 1 found to have relapeed, it is wise to examine the cerchrospinal
fund, because sometimes one finds the fluid posttrve, which would require
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the appropnate treat penicillin - tryy de, pyretotherapy—as
described under neurosyphilm,
Tests of cure

It » a2 counsel of perfection, to r d that all congenral

syphilitic patients, before being finally declared cured should heve been
free from symptoms and have had negative serologreal tests for at lesst
5 years and, a3 « final test of cure, should be given a provocative mectron
of peo-amsphenamine one week before a lumbar puncture 18 performed
and Wassermann tests of the blood and spinal flnd are carried out.

‘False-positive reactions

Bys talse pomtive resctor is mesnt an individual other than s syphils-
infected person i whom a posttrve serological reaction s obtmoed (Loncet,
Annotn. 1952).  Duning the past 20 years relatvely large masses of people
have been subgected to scrologrcal tests, blood-donary, expectant mothers,
and, addrtionally 1 Amertca, the armed forces and 1 certain btates, cands-
dates for marnage. A certan proportion of these have been found with
pomtrre W R and or flocculstion test, and the question has areen # to
the mesning of these reactors Some are treated syphilitics, others brtent

gerutal or acquired syphil 23 may be ascertaned by careful inginry
whereas others may be non-syphiibc or  beological  false posttive resctocs.
\erous wrrters collectrvely give o long lut of discases w which  fabse-
positive reactions have been obtuned.  Apart from yaws, bejel and other
treponematoses and relapming fever (a spirochactosts) upper respimtory
tract infections, virus pneumonta, vaccination against small pox, and vanous
dermatoees have all been credited with being the ceuse of false postives.
It 13 ymportant to bear 1n mind the fact that certmin skin condrtions such 8
psonasts, pitvriasts rosca, scteroderms and erythems ins may grve partial
posive  (vo-called doubtful) reactions. Should the techmque em
ployed be too senattrve 1t u poasble far 1 strong positive  Fezction to be
returned, o I once saw in 2 case about which my opinron w#
Gargoylsm 1 another condition 1 which a wesk or even F
postive W R may be returned, as I have scen on three o ¢
probabiity that the disease 1 due to duorder of liposd metab
explums the false posttive reaction obtuned in f e
p 351k Generally spcaking a false posttive
2 fewr veeks or months, but it may be chronie
be hoped that the  treponema immobilizati
by Nelson and his collexgues and confirme
(1953) will enable mvestigators to separate
the non-syphtiic.

Finally snce the following points cannot

or too aften repeated
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{1} The impartance to the rng g of downg sdeq {
testing of alf expectsnt motherr—and here st 1 smportant to refer
1o mothers attended by some general practstioners and by midwives
who may escape the net of antenataf testing

{2} The importance of teating «ff the members of & farruly m which one
metaber hits been found poutive and of treating such gn tindividual
o will under or ut ¢ child besnng age.!

{3} The unpotiance of exumsning the pertaer #nd children of ol adults
suffering from gehersl paratyms, taber doraalis aneturysm and other
forms of cardigvesculsr and termary wvphils

The E nation of the Ceret inal Fluid

The cyto-dugnons of pethological flusds (pleural, memingeat etc ) was
acrd on & firm basa m 1900 by Widsl and Ravaut and was applied by
them to syphilis 1n 1goz  The of the cerebrospral flud
ﬂm}dbelnmtegrﬂpanathcm\uugmma(lpfaumedm of con
georiad ayphilss of equal umportance to the exampanon of the serum
Tamermann sesction,  Tbe fluid for evamimation should be clesr and if
the firm few dropa be blood-stamed the flurd should be stlowed to flon
17 oo tube untd 1t clear and the remander collected 1 8 seeomd
werile tube, 5 10 10 mL. of flud 15 needed for & complete snvestigation,
bt 1t ot always possible to obtain this smount expectlly from a small
wfint. Slight presmure on the jugular vena with the hand foand the
front of the neck—the Queckenstedt phenomenon —walt ususily hasten
the flow of the flud. The estimation ¢ the presaure in a crying child s
ot of such help 30 we never used 4 manometer hut 2 note was made of
the rate ot which the flmd evcaped from the needle 4 fine needle was
Aays used foc the lumbar pusciurs Bince this wis len hkely to ove e
10 post-puncture lakage and headsche  The tusbe with flund wes remoree
before the ncedle was withdrawn from the spine leat a drop of blood wiag
eccasonally escrpes with the wathdranal 1 the needle should ORI m g0,
the dear fuid m the tube 3 fuid which W obviously blooduspes
iselew for exrmumation wnd 1 wetk vhovld be aliorred 1o dlapae bef 0,

puncture u repeated  The macroscopre tq:punncce{tﬁ»f;du
desorded 1 the chapter on neurosyphilis (p a~5)
T Cell count 11 s recommended to do the cell count kel
it e diluting the flud 1o umes with £

Cobured, it et ssolet | Fhe cell count thould be by 2
the fud 18 withdrawn and sfter shekmg the tobe g gy M7 47
Svenly  The countmg n usually dove by umng s Fugt, o .o

ber " The normal numbes s sanowsh gven b},c.r__:’;f:{ :"'

ey

fandsrw sriscie m Lawcet 330y
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fromoto joperc. mm  In common with many observers I have regarded
5 cells per c. mm = the upper limut of normality

My method of doing the ccll count, though probably not so sccurste as
a direct count, was tested on several occamons sgaunat the pipette method
and found to be tn close sgreement with it so that the time saved was 2
worthwhile conmderation. A measured volume of the cerebrospimal
fluid (§ to 1o ml sccording to the amount avulable) was centnfuged at
3000 r pm, for § minutes and a» much of the flurd poured off a3 would
come by mnverting the centnfugal tube. The residual fluid left in the tube
was'then thoroughly mixed vwith a standard platinum loop and 3 loopfuls
of the sediment and 3 loopfuls of druent (scetic acid 1 5 per cent coloured
wth methyl violet) thoroughly mmed on an ordinary ahide and covered
with an ordwnary coverslp  The number of cells counted 1n 10 ficlds,
using a }-1n. objective and a No 2 eyeplece, gave the number of cells
present in 1 ml of flurd. If less than 10 ml of Auid was exxmmed the
requimte adjustment was made.

In neurosyphilis the cells are nearly always small lymphocytes, with &
small admuxture of large mononuclesr endotheltal and plesma cells. In
the more acute cases some polymorphonuclears may be present—rarely m
our expenence exceeding 20 per cent of the tota] cell coumt.  The varrous
tables of spinal fluids (see pp 277-279) show the number of cells present
1n our ceses and we found that, on the whale, the cells were fewer 1n
nurmber than 1o adult ceses, particularly adult paretics

2 Total proters The normal protein in the cerebrospinal fud yanes
from 10 to 30 mg per 100 ml of flusd. Ve usually estrmated the total
protemn by the Aufrecht albuminometer i which  modified Esbach
reagent was added to the flud (esch 1n a fived quantity marked on the
tube), the tube inverted a few umes and centnfuged at 2 000 revolutions
for 2-3 minutes. The tube was graduated m percentages of protem, but
we found the results obtamed by ths metbod rather below thoes yrelded
by the duaphanometnc method of Mextrezat.  As 2 rule the tota! protein
waa rarely above o 1 per cent, though oceastonslly = figure sy high s o4
per cent wras b d. Datmner r ds an electro-ph
apparatus, miphosghicylic sad being used as the preapiating sgent.  He
tnsusts that it 1s very mmportant that the cell count and the protein estim#-
tion be carefully done.

For the globulin estumstion we always used the Noane-Apelt metbod
(NA.), which conzuts of the slow sddityon down the aide of the teat rube
of 1t ml of s d solution of iphate toan equal volure
the cerebrospmal flurd  After standing for & minute or two a precipitatics
«t the line of contact indcates incresss of globulin the numbers 1 10§

indreating the degrees of preciprtation due to cressed amounts of globtt
lin present. The tube may later be lightly shaken when the yernng
turbidity will also indrcate the amount of globulin present
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3 The collovdal pold reaction (Lange)  Thus reaction 1 dependent upon
the precipitstion by the globulins 1n the spmal fluid of the gold sal, even
in the presence of albumins which tend to protect the sol.  The prepara
ton of the collordal gald solution was always difficult, for one could never
be certun that the sol was of just the nght sensitmty until 1t was tested
with & powstrve and negatve control.  Once this had been ascertained, the
sctmal test was easy of application and the change m colour of the spinal
flind plus reagent from the normal pale red through the reddmh blue,
parple, pale blue to colourkess represented different degrees of preaipitation
of the gold in the sol. These were formerly and throughout mry obecrva
tons, represented by the numerals o to 5 the colourless completely pre-
ciprtated tube beng called 5 pale blue 4, purple 3 redduh blue 2 and
pue red-blue 1 Ten tubes were used with gradually duminsbing
volumes of fluxd, and the numbers representing the colour of the contenta,
for eample 555 554,3210 would be called « Lange curve  With the five
tubes (rated at § each) at the head of thus curve, we have the
puretic type of curve.  Other spinal flinds may show o Inetic  curve
with bugher fignres in the muddle of the curve and rarely a 5 for example
1123421000 othern, only the figures o 1 and 2. Owing to the difficulty
mentioned m prepanng gold solutions which were dependable from onc
batch to another other collowdal substances such a3 benzoun and masne
were prepared. ' We tried both these substances for a time together with
the gold sol, but they were not found satufsctory Lange and Harns
(1943) reported upon # really dependable gold eal and suggested a different
nomentlature from the Lange curve formerly used,  Complete discolors-
Bon of the contents of a tube receaves 18 to 20 points, so that & paretic
ﬁmdﬂ”wmg-cvmorughtdamlod::dmbumﬂdmmnﬁmlﬁo
pomts for those tubes plus perhaps 20 or more pomnts for the last two
tubes  Tho highest score possible 1 180 to 200 pouts, and the gradual
LmPvatmcmmunl}yobmrvcdmtheﬁmduLhermﬂtufu-uimcntmﬂd
be reflected in the reduction in the total number of points scared.
At one time 1 thought, as other obscrvers had done, that tho  paretic

figures in the Lange curve occursed 1n patients who subsequently showed
g of severs involvement of the central nervous system, often with
Tarked cerebral d Hon q upon lar syphilis,
On the other hand one has at times met with Lange curves showing
only the low figures of 1 or 2, but in the sbeence of other evidence of
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neurosyphibs such as incressed cells andlor protein thec ko figure
curves have been duscounted.

4. The complement fixatiom test 1l amermann resctiow Thuw w by
most authonities regarded as the final arbiter of the presence of neuro-
syphils. The three previous tests of the cerebrospinal! fluid may be
posttrve mn a nent syphiliuc case, but 2 pestive W R. in addrtion to one
or more pomtrve results mith the other teats, 13 conclumve evidence of
neurosyphiln, except possibly 1n the rare event of an scute bacternl
memngitis occurnog in a syphilitic child 1n whom there may be a leakage
of the blood reagin into the inflammatory spunal fluid,

The reagin in the cerebrospinal fluid 1s often considerably smafler in
gmount than in the blood so correspondingly larger volumes of flud
should be used for the teat, The amounts of flud we usually employed
1n carrymg out the test were o1 02, 0 5 and 08 ml. and a fluid was never
reported &8 grving a negative W R unfess one had used o8 ml., a choles-
terinuzed antigen and 3 umits of complement.  As 1 the case of blood
serum, the amount of haemolysts produced mn the test tubes may be
represented by the figures 4, 3 2 1 and o and 2 flurd giving a reading of
4444 (4 x 4) wth 2ll the tubes (o1 02 o5 and -8 m! of fluid) would
be called very strongly pemtuve. A fliud which was improving as the
result of treatment would be reported for example s progressively
4421 3210 and fintlly 00,00 (or 0 xo0)

It has been said that a posrtive serological resction 1n the apinal fluid
may be found in assocanon wath a negative W R, 1n the blood, & phenorme-
non which w by no means uncommon 1 acquired tabes dorsals.  Durng
the whole of our experience with congemtal syphills, however we bave
only once come scross thes combination mn an untreated patient (scc
p 277)

According to most authorities (Jeans and Cooke and many others), 2
fluid should not be regarded as coming from a case of neuroayphils unles
the W R was poutrve others such as Ralr Friedman Schenker and
Fuscher (1946) are of the opion that s moderstely strong W R 1m the
cercbrospnal flusd of mewbors syphibitic infasts 12 the absence of any
confirmatory evidence, such as increase of cells or of proten should not
be regarded as proof of ncurosyphuls they conmder such & rosult may be
due to permeation or pamive transfer of reagin from the blood into the
spinal flud.  We are unable to cxprese an opsnion upon this point, goce
we had little opportunty to examine the spinal fluid of neonstes, but in
our conmderable cxperience of spinal fluid investigatrons of ratber older
infants—from 2 months upwards—we did not encounter 2 nngle case im

which & Type 1 fluid in which the W R was negative (sc¢ p. 274).‘:23'r
sequently became & Type 2 or 3 fled with # posttive W R Onlbu:d.l
hand, we had at least 8 patients, among the 640 whose apinal f hm"
cxamuined 1 whom the fluids relapsed (W R cells, etc) after hamng
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become pegatrie.  There waa usually & synchronous relapse of the blood
W Rosnthese canes 1o the end we wese neasdy alays ehle to render the
spimm] fimd negative, but owing to our mabihty 1o follow up our caxes 1
the resatt of the war and the dstanding of the Veneres! Diseasey Clinse at
Grest Ormond Street we are unfortunately unawsre of the after hustosy
of these patients
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CHAPTER 6

THE CLINICAL FICTURE

I the past most suthotthes grouped the symptoms of congenital syphills
under two headings, early and late.  Findlay 1t 18 true, talked of ter
mediate symptoms m which were imcluded  eczema oris  and copdyloma,
but expressed doubt as to the justification for #o doing  Jeans and Cooke
describe the types of early skin lemons and mention that lete secondary
lesons of the skon and mucous membranes may occur during the latter
part of the first or the early part of the second year—the so-called late
wcondaties of recurrepces,  From my experience at Great Ormond Street
dunng the course of thw study based on records of nearly goo syphiltic
famulies, T ventured to suggest the clasriation of the offspning of these
frmilics grven m Chapter 1 The meomatal and early infantile types of
congenstal syphils were the most siriking st the begmning of the preseunt
century and duning the first world war and 1t 1 those types which will be
deseribed here, though 1t must be emphasized that st the present day
they are dutinctly rare 1n this country A notable dummution 1n inadence
T accompenied the decline 1n the intensity of the discase,
The older writers were very concerned about the date of appearance of
the symptoma m makmg the digoosis of congental syphils and particu
larly a3 to when & mother who wihed to act as & wet nurse could be
free from syphilis.  Still states that his expenence, like that of
others, was that the appearance of eymptoms m a syphilitic child was
“seldom delayed bevond the end of the second month and that 1t was rare
for the firet enidence t0 occur later than the end of the third month.”
Now that we have the Wassermann reaction and the X ray appesrances of
the mfnt s Lmba to belp in making the cuagnoms, the date of app
of the symptoms 1 rather of acaderic mterest than of prectical importance,

The gradial evolution of the niews of Dntnh dinicans end pathologiets can
be lewnt from four uhichuvebmﬁﬁidh:iimdmnmmtm
Tpon the sub; ¢ first, m 1876, was at Socaety of
London, at the discusson wes opencd by Sir Jonathun Hutchinsoa and

clinrclhang of Dunny the diecusnon
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that the secood sympostum was held, In 1908 at the Soclety for the
WMLDC?IMWMIM{ Clﬂncntlxmgoshlt}nflm' Many
of the disciiseed the yanous kenons and clinical man

feststroms of 1nfantle con, hills and therr contributons to the du-
cussron are duly recorded 1n the Brtitk Yournal of Childrex's Dysesser. The
third sympossum was held at the Royal Socrety of Medicine 1o 1912, uben the
Soaety for the Study of Discase in Childhood had been merged with the
Children s Bection of the Royal Socsety of Medlane. Sir Henry Morms pre-

sdded.  Yarlous aspects of syphilis were discussed and among the wn
congmg:.l and fts

scquired syphilis had markedly increased, again st the Royal of Medscane,
S Humphry Ralleston presided SirFredenckMrmle e and mamy
diatrl and others d 1n syphil pec (cyes, teeth, etc)

Ithbym:dw:?dx of these sympoeix that one is able to kearn what
were the niews o mmnmmumxcmcbmdlptm!mmm
should be drawn to the changes which taken place 1n the vanous aspecty
of congenstal syphils—symp logy mode of acd, abose all,
the prevention and treatment of the discsse—alnce the date of the Fourth

Britiah Symposium m 1g20.

Before describing in detml the indimdual symptosms, 1t will be convenrent
to give & general account of the diseasc as 1t appeared to the practitroncrs
of 1 generztion ago  Still s admirable résumé forms the baszs of the
sccount which follows. The syphilitic infant usually presents a healthy
apperrance at birth and for some weeks afterwards.  Then its bresthing
becomes snuffling gwing to rhimitts and st sbout the same ume & rah
eppears in the ano-gemtal region and on the face, more rarcly on the
trunk and limbe. The cry 1 pecultarly hoarse, # if the child were suffeniag
from some form of laryngis  The spleen 1 usually somewhat enlarged,
the liver and lymphatic glands less frequently so and the testicles occasion-
ally 5o The limbs may become tender on handling owing to syphilitc
oateochondrrtis and from the same cause there may be a dminciinaton of
an actual mnability to move one or more of the imbs—the so-cafled Parrot s
pseudo-parslysis.  The infant soon shows the toxic effects of the nfectron
—loes of sresght dryness and earthy discoloration of the skin, with some-
times marked wasting #o that the infant comes to scquire the  old man
look, 80 aptly described by Doublet s la minuture de It déerémtude.
Other symptom observable durmg the first tnmester include nephntis,
sxcate from perttonitss, eye lesons (choroido-retimtis and intis), dactyhtis

sod mfammation of the nails
en bere. A female infact, moaths

Two interesting case hestorres may be g
okd, w sent to miOrmntvdfl‘cree«by?nfdc;nn; whme-:‘nw;f-€mu

" baby has s it 8 mey
:amlmlouxny? It s stesdily mcressing The child was breast-fed for ™o
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ws a0 the child prased good: The ketier contimued
Sbe mesmage enemes and liqued peraffin for aceka but
therr » no t  On cxamnmation st the hospital sbe wae descibed
n & bealthy child, whase abdomen v durended o that the hver
lﬂdl&umﬂdmbcfdt The sbdomen was very ngid, in the

chy 8he 4 d ¢ the ward wrder the cure of Dr
{lrter Sis) Robert Hutchuon. child bad # coerve verteal n bt

e o m"‘"‘g“"“’ St et gt
» LY ¢
bﬁ.duﬁmmﬁfﬁum«ﬁ.’@ d.mm ?::v\:dcptﬂcﬂ. At
wbout 2 monthm of age the shdomen was tect
mum{wﬁng m}n{ecdvnm:doanmx}drm(z{ﬁG)g G‘thc
m:mfsﬂmL of rratet 3 ¥ g UM & for 3 Wi

m&m-n ) 3 :“wmhd!grm‘j the abdomen
B

utended omng 1o mdath!tmhgcnmlulk\ﬁmdtpkaum
1mﬂnx!mkibcdzmm There wia bleeding from the gums.  The

*

?a

child died &t about 3 monthe and post mostem many characterstie of
ongenrat were presenst, also hypertrophy and ulceration of the rectal
VO lTn (gcp;(u).

Towacds the end of the first yeas 1n the sbaence of efficent trestment
Umpihmtm:ycthbnnmngdegrmcfmnu Pacrot ¢ nodes myy be

wen and felt 23 boavy th of the bonex ding the anterior
fontenelle onhetkunbmmr, show endence of necroas or of crame~
tabex.  Hyd: md other fi of cerebro~

wpinl smvolvement are opt to be present ot this stage  Ax & result of the
mufiles there may be varying degrees of depreamon of the bndge of the
rose and ax pometimes happens n the soquired disesse there may be
Tors of hair 1n aome cases of congemtal myphilis though in others the hasr
may be unduly thick.

The decrdusua teeth mey be markedly hypoplartc and exhibit @ prone
neit 10 early decay  The permanent teeth 1 a conuderable number of
cmex thow the charscterstic festures of the Hutchumonus mosors—
bypoplas, peg-shape and usth 4 central notch in the nerrowed cutung
edge—und the dome shaped ar the mulberry Dpes of b year-old molars
(‘\!rxmnmehn)

If the drscase has not been recogruzed or hae been spsufficiently trexted
m nfancy and early childhood the symptoms of late congenual syphilis
My mandent themsels e &t anv e after the thaed year—even 2a iate .
the fourth or fifth decade ot ite  [be commonest lemen of Iate congenital
syphiln u snterststial keratitis whch mav be sssocated with nerve-deaf
ncse and Hutchinsonian teeth the three mansfestations constitutmg the

Hutchinsoman tnad The tibiae may be characterntically affected by
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2 duffuse and chronic penioshitis  gummata may occur i the aldn, liver or
the bones and particularly m the bones of the nose and palate. Chromc
synovits with effusion jnto the knee joints may occur and more rarddy
cases of osteo-arthnts with gross changes in the srtrcular surfaces.
Menngovascular changes 1n & considerable number of imperfectly-treated
cases of congenstal syphiis lesd to meningo-encephalo-myelitrs and
eventuslly to juvenile general paralyns and juvenile tabes. Haemoglo-
binuriz lymph-node enlsrgement and certam endocrine duturbances may
occur at this stage.

The mere recital of the posaibl jtal syphilis 1s
sufficient toshuwwhatlgwdmﬂurorufothcrdmxm-pnbdogralm
dittons the disessc can be, but st roust not be assumed that patients suffer
from 2ll or even many of the symptoms mentioned, Often there 1 oaly
one symptom of active disesse, for cample, keratits or perrosuts, but
on 1nvestigation severa! other stigmatn, such s old Ints or choroldo-
reunity rhagades or Hutchinsaman teeth may be found  The rendency
for certain tussues ar orgams of the members of 2 famly to be vulnerable
to the treponema of syphilis scems to be a noticeable festure of the discase
to which several observers have drawn attention. Fuller consideratron
of thrs aspect of the disease 18 given Iater (Chapter ro), and after tbh
genenul preamble 1t remains to describe m detail how the yanous organs
and tissucs may react to the syphilitic virus.
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CHAPTER 7

SYMPTOMATOLOGY

CUTANEOQUS MANIFESTATIONS

It rare for syphilioe infants to be born alive and with ecth e wgns and
fyoptoms of the disease upon them, When thrs does eccur the mfants
e wasted and wizened, often resembling & monkey rather than a human
bemg. The ekin 1s hersh and vninkled all over the body with varying
types of eruption in different mtustons.  Frequently this early eruptron
1 bullem 10 ch ryphils bagus (Fig 3o)—which m mild

pomg

Fio 20 Syphilitic pemphagus in & cluld of 4 weeks
{Comrtucy of Fref Emged }

€a3e3 presents bullae on the limbs and posaibly on the face, but in severe
%3 alo on the body  Ballantyne expluns this frequent memifestation
of foetal and neonstal syphulis 10 the loose attachment of the epidermss
to the underiymg sk at this penod of Life, and in the resulung tendency
to desquamation.” The contents of the bullas may be dear or blood
stamed snd leter become turbid or even purulent. Many treponemats
may be present in this flu"d A pemplugus present at birth 1 always
syphilinc, but one arising a few days after burth may be a pemphirus xeo-
aatorem due to pyogenic cocar which can be demonstrated in the contents
o8
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of the blebs. Another dusgnostic feature s that syphiline pemphigus b
always present on the palms and soles, whereas pemphigus neonatorum,
should 1t sttack the hands and feet, does »o at a late stage.  Furthermore,
n syphilitc cases other types of rash—erythematous, macular papular—
may be present, especnally around the mouth and in the ano-genutal regron.,
The infant 18 usually pot bellied which 19 due to the presence of an
enlarged Iner and spleen, accompanied not infrequently by free flud m
the sbdomunal cavity The charactermtic snuffies and peculiar hoaree

F1¢ 21 Typraal lesions around the mmouth of &
syphibine infint 3 months old whowe father
died of congenrtal gencrul paralyais

the result of rhinihs and laryngites, with heemorrhages from the
fi?eply-cxccmtcd Ispa, nose and anal region will probably aiso bcr’f“:‘:d
These infants are overwhelmed by the intensity of thar m&mous;mh
practically all die within a few days, certainly within a few neeks
severe nfections sre pracocally never scen m thncol-\nu’ynmbdd':
though they were pot uncomman after the first world war and dou -
are to be scen to-day among under-developed peoples tn 2l localitich
example, Indonesua (Prof Rosenherm) Malaya (Dr Elune Freld) (persome!

comermcations)
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As stated sbove 1n the great majortty of cases an infant who subsequenthy
shows endence of congenttal syphilis looks quite healthy at birth and may
frequenttly be described s 2 bonny baby with a birth-weight of 7 or even
more pounds.  After & vanable time, it may be only 2 or 3 weeks or 1t may
1n rare cases be &3 lonig a8 10 to 12 weeks, the Infant fals to thrive and the
charactenistic manifestations of the disense become apparent.  The two
commonest symptoms are rash and rhimtlh which eceur in from 70 to
95 per cent of the cases.  The rhrtis produces snuffing respiration or
mufles,” the symptom most Iy dw 1 sypht

ls. It often difficult to ehat from th: mother which appeared first, the

Fia 22, Severe facla! Jemors 1n Flo. 23 A maculo-pepular eruption of
2 4-monthe-old mfant congenital syphilis m & 2-months-old
(Cwarsory of Prof Empel) mfunt (Comroery of Prof Empel )

mhwdnm\xﬁlu,beumthemtmlbctwtcndpeduuafdmr-ppnr
ce may be a matter of & fewr days only and in any event the order of
*ppearance i of scademic fnterest only ~ Of more importnce 18 the fact
that both the reah and snuffles may be so mikl in degree and of such short
durtion that the diserse 1 not suspected at the tume and 1t may remain
hatent for yeara, to reappear in the form of s congemta tarda.

The commonest type of skm leson seen 10 these very young children
b 2 mecul lar or lo-papular eruptron which closely rescrables
the ruh seen 1n the sccondary stage of the scquired disease (Figs. 21-33)
It # vaned 1n ot hibating eryth macular and
*aly lesions which may be co-cxmtent m different regions of the body
The first parts to be affected sre the lower portion aof the trunk and flexor
surisces of the lega. Bhortly afterwards the rash appean on the face and,
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a3 was pomnted out by Still, its distribution here 1 pecular of the facc be
conmdered as dmvided into thirds by vertical drvisions, the middle third b
the part specully affected by the syphilitic rash. A raah limrted abmost
entirely to the chin the upper lp the 1nner ends of the rpra-ochaal
ndges and just above the bridge of the nose, i strongly suggestree of
ayphils,  In mtustions where the skin o constantly meut, such m the
buttocks and genitala the eruption becomes almost confluent and ecrema-
tord 10 character and presents a somewhat charucterstic glared spperr
ance. Around the onfices the mouth, nostrils and anus, the teoes i
often infiltrated and the lesom
become  exconated od 1
frequently deeply fissured and
haemorrhagic, so that whe
healed they gve me to rd-

rhagades

that to be dugpostic of Pk
the scars should be Tivear o
rndmmaupmrdamdm"d’
from the side of the wpps &7
and downwards in the ae of
the lower lip. Thus o well showd
in Fig 24 The uregaler o

syphihitic mother  This iy an impor be mustaken for the o
congenutal syphilss. Thc“ﬁ
has & chaructenstic redduh brown or  raw ham colmrlﬂd}'mn‘
on a coppery hue. Pngmmuuonmsypﬂ'mnforwmeumelﬁﬂd"
has cleared. The palma and soles may be Indursted and present *
red and shiny appearance, but the most charactermtic featir md‘::’
:m.nltmrul.lthepcclmgwinchullmostpa\‘.hognoll)ﬂ‘n““‘.ﬁm

15)
(Fﬁmbebomemmmdmnmem;rgu&ommlwn::
teem with treponcmata and every precaution nhuuldbeukﬂ‘wab,
mdm_ba-:ngum;cqmnngmmfecﬂmfmd)ﬂeb‘b"‘
should be worn by nurses when handlmg them. xhibas £

Be the rah alight or severe the skin of these mfanta often
ulluworctnhytmtwbmhhnbcenlikenedbyth:l?nmhm



CUTANEOUS MANTFESTATIONS 99

L —the krench varcty with plenty of milk. At timses there 1 delints
e, % huch will be conssdered 1n detail later

The bart and the mils sre sometrmes affected 1 severe cases.  The hawr
"!bﬂxmiclndsamybmmﬁnﬁlcdopcun,w}udzhubccnmrdcd
*20 mp sf of congenrtal syphils, mav certmnly be seen
@ oher conditions 1t was pawnted out by Sir Thomas Barlow thet
d"‘mﬁ!dﬂhtcytbmw;bydopcnzmmmfmtu\crymggmnrcf
copensaf svphiln,  The opp d a0 sbundus crop of dack
h’hw‘nnx:dtvphﬂmc wig or mop b erroneously been

Fi0 21 Peelmg ahuy fect in an infant of 23 days. A
The maculsr erupton scen on the lef
E;wnmmﬂnmp-ndtbcbodv
andﬂmdm 1t may occur m mfants who are free
o sny sospicion of syphulis.
The naila are more often affected than  the hair but omyckia and perron
tha, s the inflmmation of and eround the matrx of the narls 1 called are
POt cummon manifestations of the duesse and occur only m severe casen,
B“Fﬂlorllluftheﬁ.ngﬁnﬂgmdoccumﬂaﬂvnlmlhzmemxh may
sffected,  The inflammation usually atarts a3 a parom chu with redden-
ing and deffuse mltratian of the finger tips, and lster spreads to the matei
ofthe nall (onycher)  As & result the nails become narroeed and strophic
and may be shed ance or cven oftencr  Ocemyionally defurmuty of the nmls
Iy persmt
Relapses or securrences of akin lesions which may ocour 1n untrested or
ety treated miants nearly alwevs weume & form different from
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the onginal eruption.  One form 1 the syphiltic furuncle of Barlow
“fuchnntmadtooocurmwconnnou}yontheuppcrmdwtcfpm
of the thighs & decp purphsh nodules about the stre of half a harel nat.
Coutts states they are rare before the ninth month and probably most
common at the age of 2 to 3 year. Carpenter whose cases were largely
drawn from & slum dmstnct of London found thst nearly 20 per cent of
those showiog skin eruptions in congenrtal syphils had  cutancous
gummats  In hu expenence they wete found dhuefly 1n the first year
and more than half the number were seen in the first 6 monthe of life.
They were usually the size of a pea but mght be a1 large as a chestnut or
walnut.  Possibly the greater incidence and sxxe of the lexions 1n Carpen
ter 3 expenience, as compared with that of Coutts, may be assocuted wnth
the poorer and more neglected condition of the children who sttended
Carpenter s hoapital chinre.  Whatever the cause muy have been, there s
no doubt that the condition has for many ycars been on the dedine, for
Still writing 1n 1908 stated that 1 his experience such Jesions had been
very rare, and duning the years 1917 to 1939 at Great Ormond Street ne
saw m 2l fewer than half 2 dozen cutaneous gummata 10 the goo patients
with congenital syphils who attended the clinic.

We sax no cese 10 children under 1 year of age, the youngest of our patients
bduglboywhonLhz-geofx}ynndmbped-nuccnndadnnghtqe
which proved mtractable He had been attendmg the general

chmc(xq:s)fornf:wmmdub:i]um-bbodm‘-n:km. ﬁubtrz]v:dtobc
posstrve, but after a course of salpharsphengmme and mercury tl cer con
trued to spresd. ThcpudmtruthenmbyDr(man)Ardﬂﬂnld{uwemir;yn

started

scveral courses of “sulfarsenol  inpections, hydrasg 2. cret. and sunbight et
mtth:lwonhculcd-ftrudunbonaflymmdlomnndu.la\mgnlur
scar  The scar remained sound for 3 years, the 1§ R. and hahn bang negatre
all the time, and the child defaulted at the age of 5} yoars. The nature of the

keston was obscure and rts refractoriness to an hxdu-e;:;cmnnnpmﬂ
agamst 1ts being x gummz. On the other it & gumind,
nfecton wrth ¢ coca mrght have been respoasible far its intractability

to treatment nfortunstely 1t way not fessible to meke dignostic
1mcuhnmufmmh:rwph’l{:urmhﬂde. The case cxermphifies the dufficulty
that be encountered 10 actusl practrce
An?t‘}{rrmtaumgcucofﬁ]n-mnut}utdlpduhomtd
Dr Frew s clinte in 1923 at the 2ge of 3 monthe -nhmpm:olﬁarﬁiﬁ
genrtal syphils (rash, snuffics and splenomegaly). ‘nuntvdm
muryihyd:uta.m-ndnnghyzug)cm;mnomﬂmﬁmm e
W.R. bccnnqmwnnmn7md9mdn,mdumtdﬂducm€d;ﬂ
.hewnnﬂuw:dmcutmcndmgmdwnnm'}yobc:ﬂeduzml}:b;lg
’m;hgmmdcdtbcbmptmlml?m well ex
nkernmmdtbemus.ofu}uchnnfmunndympbotogrrph\unkm.bm
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the koon was dewcribed ws bong gummdtous 0 sppeatasce The W R
st hecome rongly potntive #ed the CS F was el positne  The femon wan
sbysundr a skin-recurrence but for 2 yerrs mercury s wtill preseribed and the
peoent ¢ attendance at hoeprial most unsstafactory  Eventually neo-ecsphens

moe were started ot 47/ a3 the mevcury v oot mfluenciag
the % B though the uloer hadt The 1V R of the C F beaame

tve st the age of 53 yerrn, bust the blood W R. was not tive until the chi
1 3] old and tad been gven bisouth trestient b and later

ey Th gave ¢ 1o warked gugrts with sace destruction of the
g and & w eflparked bomuth me  With & hydrogen peroude mouthwash
nd comrtion of il tremtment, the child made & good recovery sad there wa no
recurrence of the skin or other fesion when she vwas last seem at 11 vears of age

Condyloma Intam
Ak leson of the late nfantile form of the dusexse u the condivoms
latem which w to be regarded as & recurrence rather than as 2 primary

euption,  Condylomata wrnlly occur around the enus snd on adjosnming
perts of the genrtaln in the form of flat, mowt greyssh plaques which appear

F10 26 Nuw of condylomata veen at theage of Bmontha  Thes
hed armen sbout 3 monthe carfer  \any tepooermuts wer
present  The lenons  Jeared m mwonth w th rulphostsb
mpecthorm  mercusy wxdede by snowh, and 3 alomed dusting

powmder (M hee Lk & penent)

0 stuck to the surface of the sin (Fige 36 27} They ase cedematous

hue papules of wart Tke pature  Thev slen ocour wm groups
Compamed of elements of 4 anving »xe and & tunes that susface 1 sctually
wicczated.  Vore rareh they mey be found st the angle of the mouth
o the hpw and evehids of fictween the toes  gedozd -
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moisture and warmth coexst.  In scveral of our cases where the condy
lomata were around the anal onfice, the mother complatned that the child
was suffenng from  piles, or that the disease had started a2 thrush
in the mouthand  passed through  the chuld to appear as a rash sbout the
amun  The age for iyl to appear 1 about the end
of the first and duning the second year  The youngest case I personally
have seen was u child 4 months old who wes under the care of my col
league, Dr Sheldon  Btill recorded a case as young s3 14 days and Find
lay came scross the condition in a patient 6 weeks old.  Of the 31 Instances
of condyloma recorded 10 our Great Ormond Street patients, 3 were under
6 months of age, 5 between 7 and 12 months, 19 between 1 and 3 yean,
2 between 2 end 3 years, and 1 easch at 7 and 8 yearn. It 18 of interest to

Fic 17 ‘Mam of condylomata about the anua of a child aged 1%/;; years.
These were “missed  for 6 monthe

note that the incidence of the condition appeared to be waning for durng
Lhe7yan1917to1923weuwz§axl.mdon}yﬁcnadunng!hz
succeeding 12 years to 1935 and no case from 1935 to 1939 The redueed
mnadence 18 no doubt due 1 great messure to the better trextment of
infantile congenttal syphilm, coupled posably with the trestment of the
mother dunng pregnancy  As condylomata are of the nature of recur
rences thewr presence in comparatively young infants, as recorded by
severa] observers, may be explamned by the asumption that the enginl
akin lenon occurred m sfero as Mrakek had shown was sometimes the
mmdhtu&uwmmﬂyam;dmdtbuémmna::ﬁi
nt mother the eruption cleared up before the infan
pregnt the carly eruptronc red up o

¥ are 4pp ) Py
gcnm]syphﬂunndun}cndnpombﬂnyo{thedmubomc mnd
therr troe nature may be overlooked. One of our cases wes not recog
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mzed for & months by 3 hospital and & private practitioner  another case
wrs mussed for 5 roonths.  Disgnoss 15 really quite wmple provded the
possitility of congerutsl eyphils s bome 10 mind 1f the surface be Ightly
wnped and some serum cxpressed, many treponceroats can be found in
the expressed flurd esther by dsrk-ground illurmnation dr after staning by
Gwemss or Leuhman or by the wse of Indian k.  Amongst assocated
Jouoms we have seen ulceraton of the tongue at 1 yesr aleeration of the
Eps and guros alw st 1 year hy drocephalus, nystagmus and natform skull
& 13 months. In several instances the infanty had been treated with
merenre for earlv symptoms and after defaultng had bad » chnseal
relipee m the form of condvlomate, Our cases responded well to the
ovdmary trestment then m vogue, anerce with mereury 1wdide or bumuth

ettony, and the local appl of & powder of equal paris
of pulv eovrh ac bor., zmel axds and calomel.

Late skin lesions

Even when the latc fo of ! ayphilu

v&e commonier than they have been 1n recent tunes they were alveys
2ach less frequent than waa the early raeh of gyphilitic mfants.  Findlay
md Wetson described an ecxematous lewon about the mouth of syphilitic
wdatng towards the cheek. It was red in colowr
df!'bdniybutocmxﬂymoutmdmﬂ The mucow mem-
brane 104 tawwues of the hp mught also be affected.  The suthars regarded
the condition as & climieal emtaity  to whach they gave the name eczema
ou typhiliizenm.  Qur experience does not besr out thet of Findlay and
Watson among severs! hundred syphiline petvents, sdthough we encoun
red wveral canes of dry cozema of the mouth and face which Like 20
TN cxaes of eczema were rather of an intrectable nature snd apt to
relapae, we could hardly regard the lenon as bang sufficiently character
BUC 10 merrt 2 apectfic neme  Findlav states that ths u one of the fater
wanifenaions of congenstal syphis, occurmng wsmily afier the fourth
Yeur of Ife, but it may be met with dunng the first and second vean, when
@i more extenarve and severe than when it occuns Ister  We have en-
tousiered only few panents nho p d Iate
AL, botn 1 1914, snuiBed 2t § »ecks but had no trestment 1o mfancy  Had
Poetssl fucnd palyy since diphthera, 1 eak on the fep ami * mentally-defecine
wben frutacen st 4 yeurs Aage  [he blood tost of prucat, as 2o of ber ractbey
¥ Hrer was Iy postrie. Patint was trested danag and
mmedistely after the fisst world war with meroury  Arsenical mjecton were
Extied w1920, when the biood trst was practially negative. At 7 yeary of age
the had en icerating kemon on the tngh which nas thought to be probably &
Sulineons gumra by Dr (oo Sir \n—.hzha.l«d)(-zrymxvm.hs:xmim;m:({sx
that the blood test was pegetive. S rooaths later what wae sumed to be &
oondylorm appoered on the vulvi, which clewred sfier one infection of sulfar
*ﬁadnampommm}dbcfmmdmmcmw The ¢hild war wrall
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nﬂ]-p;;umdt:}beimuﬂy-dcfccuumdh:d};mmntm Tn March
1924, 2 ter the previous devetoped snother one on the
vulvt an hwcwofbti:fmt}nt!hc\ R. bad been pegative for ¢ years, that no
treponermate could fmmdmmfrlng-mdlhnﬂmemmpwmad.tbe
dmgnous wn from dy fatum 1o dyk or
Jecquet s erythema 28). There was no recurrence of the keson during
the emsuing 7 years,

Jacquet s erythema or condyloma acuminatum

Scveral patients with the vulval Jestons of Jacquet s erythema aso-
cizted with enurests and an ammoniscal urine were seen at our clinic, who
had been sent as beng congenutal syphilitle, Fig 28 shows such « cve

RN

T
e ﬂu’-"/

F1o 38 Csse of Jecquet s srytherma sent to the
clinic es u case of syphilitic condyloma.  The
W R was negathve and thare was no evidence

of syplube.  (Age 5 years)

in which there was no evidence of syphilts and the W R was negative.
On treating the uninary condrtion the lesions clear up satisfactonty
Another pattent who after having suffered from stight mu;ﬂ]iu, :‘piPhrm.Dd

marxsmus 1n mfancy presented s & case of latent 1]
clly in

latent
blood and cerebrospinal flu -ftu—-mumofunhxumd.}:mrﬂaumnf

ummdémﬁth:htcr-ctmcnpoumtbenghtleg,anofw}dchnndmlhr
and almost “punched out. * A cutancous -ud-cmmcmldn!nﬂ;
but Dr Gr-{mmgxutrdth:tdweumdx mxghtbcpddldb‘h:x-

toox test « Dick test ve, but reactan
o o preared’ my laboratory wss veTY

streptococcal endotaxin, prepared by Dr Collis
:n:ng}’pmum On orul stovarso! tresiment the condition clewred

syphilitic at the age of o developed a pecalur conditon
uf‘tﬁe“;:l};r bﬁth?ﬂnd'.“hfﬂ!-mﬁufoimumdmypnmfuLT‘m

in 3 montbe.
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dermutidogmt at the bospital she was attending diugnosed tho lesion xs Ayper
keretwzs pelmee but he found the cundnlm. ntractable to trestroent until
Llntlbennncmgminl'yrhﬂmc. he treated her with

ltpmelhewnubnmnlylcongcmula;p;hﬂxﬁc,mthlhnmfyufcyemdknm
trouble ot whout 18 of age, and shovwed typial scarw and rhagoedes
romnd the mouth ctin (see Fig 24).

Phaged 1 of the face r bling lupus has been described

Bequeira (1914) occurmng usmally between the ages of 8 and 15 years
We bave had only one smilar case, 1n which a boy of 10 suffered extensve
destruction of the skun of the scrotum and grom which ressted  ordinary

dremng the conditton was much improved after 4 weeks,

Mucoue plaques or patches are a_rare festatron of the late infantil
form or the early phase of late congenital syphilm.  As these Jesions nearly
ﬂﬂpwcnrmthemoutlxthcywﬂlbecom{dcredvmhﬂw-limmury
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THE RESPIRATORY S STEM

Srmﬂimg breathing— snuffles ﬂmofdmurmm:ymptmm and
of ! syplulis 1t must not, however
bertgl_rd.ndnpﬂ_hogncmomcofthedm 8dll found jt present m
70 per cent of his cases, Findlay m 86 per cent, Jeans and Cooke found
nc&vgrmmmmﬁspgccmmdlhmofyuftbecondmonmgspcrcmn
giving a total of 71 5 per cent.  Hochmnger encountered 1t in 260 out of
:ﬁsmmdmo(tbeupmmthumemrynwhchnpnmcd}y
always present in congemtal syphils was sssociated with the peculiar




100 COMGENTTAL SYPILILIS

anxtomy and physiclogy of this part of the respiratory tract at burth and
during the neonstal period.  Syphiliic rhunltis may be indistinguishable

Fic 29 A woman showing the characteristic facies of congenstal syphiln the
broad  bossed forebead the mmken bridge to the nose ind the
haxiness of the cornese the result of old interstital keratin  (Panent of
Dr Donald Paterson)

at the outset from rhimits duc to other causes for there may be lttle
smocusted coryma.  Soon however there s 2 clar mucord discharge,

Fic 30 (&) Well-marked saddl-nose m & boy sged 7 yearw
'f‘hebndgeofd;.nc-e}-dbtmmpktdyﬂutrmdm
months of sge
J(b)ancumnlcomofmbyEanDldGIlrl
(age 16} year)

With
huch quickly becomes thicker and muco-purulent in character

;.elppc{-umcedlhcmhmlhcfmmdmconcmmmtuudnc,dcm
fiasuring and excomatron around the mouth and nestrils accur 0 that the
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discharpe often becomes blood-stned and the parts crusted.  This may
e nse to considerable interference with repimtion and the negative
pressure thereby induced in the masal canities leads to a sucking m of the
nanl bones, which may be obvious before the mfant 13 a year old.  Even
before this occurs, varying degrees of arrested development of the nasal
structures may have led to nasal deformities in very young children
The blockage of the anterior nares may also Interfere senously with the
child s feeding, which 18 #0 important a factor in the paedutric care of
these patients.

‘The rhunrtm, whach starts 2 an inflammation of the nasal mucess may
later ulcerate and by downward extension lead to necrosus of the under
Inng cartilage or bone and even to «
perfocation of the septum.  The ultimate
resultis the saddle-nosc 1n nts sevenal
varitties, which formed so marked 2
fature of congerutal syphilis patents
untll 25 yrars ago  Figs. 29 and 30
show seventl types of syphilitc nasat
deformity the more marked beng the
result of the destruction of the nasal
bones  Charscterutic foctor ozoena,
may accompany the ulcerstion of the
mucons membrane and necross of bone
ad cartilage.  The mothers and friends

of the patients complan of this symptom ~ Fio n facres

more than do the patients themselves. with overunging = Olym.

By extension of the inflammatory and Eimye:;"h’i-"i;ht:eﬂﬂ::

o process andjor by retention grnﬂysfirdmbk";ﬂmﬁ
discharge there 1 not infrequently oon o have

m otitis media with resultmg temporary mmd:ryz-n sl

may spread along the duct up to the lachrymal sac, gving rise to epiphona,
of which we sor several instances amonyg our clime patients. A rare sequel
to entenor rhinitls, of which we had four examples among our patients,
»23 complete or partial occlusion by scar tweue of one or both nostrils.

pecubiar aphonie or hoarse oy of the syphuliuc infant 1 doubticss
due to un sweociated lryngros 1n which the vocal cords are involved  As
happens in the case of rhimits, the inflammation of the mucoes membrane
may lead to its ulceration and eventually to necrosss of the cartilage.

An interesting 1f not unique, observation i recorded by Semon of two bro-
thers, aged §3 and 3} vewrs respectrvely children of « Loowan
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cords and cute oedema which had given mee to the fatal dyspooes. In the
boy who died m spito of a crico-tracheotomy in howprtal 1t was “the
middle part of the laryax which was chiefly occluded, owing to sarte ocdens of

aryterord folds.” Shallow ulceration was abo present. Semon remurked
upon the rarmty of deep lesans of the lirynx in mal syphidis. A few wedoy
tater Barlow (1880) reported another case, to which he added the comment that
congenital ayphilstrc disessc of the Larynx was not 3o rare as the scanty references
mnmecrm:mmnﬂghchanlcdmctum He wes refernng to
observatrons made by an Amencan phymcran, Mackenre, who m the
L:dl&% Lshed an 1mportant nn“(iﬂrﬂﬁlﬁyphﬂnohh:ﬁm
oa the study of 150 cases. ¢ cans ded petients seen by himaelf

at the throxt and childrens hospitals of London ecramples and spechmens
examined by the invitatson of medioal fricnds, and all casey formd 10 the geattered
Iterature. From b 1nvestigatk Mackenxk juded that laryngesl
discese nas by no rmeans rare in congemtal syphilis, and that cescs were often
in mfimcy owing to the difficulty in wmg the and

through pat examining the farynx carefully at sutopsy At a later age the con~
driton was often clled toberculo. In the same year Ewart exhibated o
spectmen of “old syphilitic scars in the larynx, traches snd bronchi and stncture
afthebrmthxludlnﬁlwnhmmdmnmnlunz 10 g contgenhtally-syphibitc
wommof 38. Akloin 1880 8 reported the caso of a boy zryumvbo
had been cured™ of his infuntile symptorms by mercury but at the
age of one year kost his vorce for s ime.  From he b s1d to have “recovercd
completely ”  Sux moaths Iater he sgam lost his voice and then developed diff-
culty i bresthuieg  When apparently nn}rm:riz under rencsed mercury
rubbings, he was ¢ bt by a violent gust of M wind »hich scemed to take
avwsy ho bresth :?bcdrcd-hmnnmonhnw:ym}upml Post
mwlan,(baewumuchocdmuuftbetpigiormmdkﬁuy.—:grxmcfdd

geal
on and off for « long tme.  The cry wes not loud and nowy et
\'oalcmdt.but:n‘dmmn dysphomc. Tb;’p-uandxcimdﬁlq;;
mortemn the epiglotty xry-epiglotuc folds were much sw
mwtdlmulccntcd liken bse tho ventncular banda.” Innnmfmt-,::;
cquumrtcd]yhmncmdnhodmdnthcngcof4mﬂrnb.5€ﬂ(l9"3)f
:hgbtdnck:nmgnmimu;hnmofdxmumumalbe.mmdmﬁh;c&
Intheluthurncxpenmccdwmad:nceo{hryngalmdchrwlypbﬂ;
his definttely dimimshed mnce 1916 doubtless because of the ficacy
the trestment of the disease i infants and young children.

cond: barded, 50 ps
brane of the larynx underwent resolution.

cases of laryngeal spasm, croup or  crowing 23 the mothers called 1t
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One patient, born 1n 1914, was brought to hoapital at the age of 3 years on
sceount of difficulty with breationg  She was operated upon for what was
thought to be a pepilloma of the larynx. She improved for a ttme, but
relapecd about 2 years aftervards, when she nearly died from laryngeal
obstruction.  On bronchoscopy growths were seen 1n the region of the
voctl cords and after intubation the condition improved temporanly A
blood test was strongly pomtive for syphilis and two small injections of
anphenamine were green.  After the second injection, possibly a3 the
result of « Herxhermer reection (sec p 429), she had a sudden attack of
dyspoea, for which she was mtubated Threo days later during an
wtempt to re mtubate her the patient died end unfortunately no post
:;:nmdmmdmmvangmmoftheintmuru{thehrynxm

Crowing {s not necemarily duc to laryngesl dmesse but may be
meoclated with syphilrtic discase of the ceatral nervous system, s the case
of Peter L. ahows (see p. 281).

Four children attending our chnue, at ages ranging from g to 10} years,
Ind hoarse vorces unsccompansed by any vimble ulceration or other leson
of the palste or fosopharynr.  No exsmunation of the larynx wes made on
these children. Twenty other patients, whose hoarsencss was smocuated
with disexse of the palate, tontl and adpscent parts will be conmdered
under the Alimentary System, (1) The Mouth and Pharynx (psge 136)

Tbolung:lnca-n(enlultyphﬂh
In the syphilitic foetus and stillborn infant the lunge are alvways atfected,
showing endence both of retarded and/or sbnormal development and of
reachon to the eauml treponema.  The dyspl affects the brooch: a
‘dllllhelmrgpurcnchymx. There u comiderable overgrowth of
bmﬂdmldcm:ntl. particularty of the mucous membrane, which becomes
folded on staelf m the 1ntenor of dilxtions or cyst Bke formations.  The
parenchyron of the lung fs reduced to a vanable number of embryonte
alveol and 1 permeated by the arborusxtions of the bronchual tree with rta
prolferated mucoes, so that the picture presented may be one of an
'da‘mof.ruwm,d)chneron.coountnfthehrgenmnberofmimd
¢clls present. The reaction to the treponema takes the form of en inter
strtal proliferation and of syphilc vescular lesons (lympharterit,
Clffoed Allbartt) which eventustes 1n varymg degrees of fibrosis of the
threoli and the interstrual nasue (interstitial preumonutss, Fig 338)  The
spaces are filled with desquamated epithelium the cells of which
l""mﬂyrzﬁlucdv.burfomlmbmduhlpe. These cells undergo
and granular degeneration, while the alveolar walls are greatly
thickened by a cellular fibrllated connective tmsue 10 which mumerous
blood vessels, muscutar and clestic fibres mxy be seen (Hunnel 1g26)
The lungs are increesed 1n volume and consstency and the affected arcas
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have a greyish white, soltd appearance, on sccount of which Virchaw
named the conditron patewmonra alba (Ribbert). Treponemats are to be
found 1n sbundance in the aiveolar walls and spaces, m the smallet bronchs,
and 10 the walls of the biood vessels. When large arcas of both lungs are
affected the condition is sncompatible with extra utenne life. In infants
who have surrived birth for some bours or even days the affected parts of
the lung are quite airless, which doubtless accounts for some cases of
unrecognized congenital syphilis betng certified a3 having died from
atelectana,

Bronchiectasis and congenital syphilis

Hutinel &1 early 8 1905 had wntten sbout bronchiectashs in children
and his further studies of the subject—clmical and amatomscal—led him
to believe 1n the frequency of a syphilitic origin of the conditon (1911}
This concept, he says, was supported by observatrons carned out by hs
own pupils and shortly aftermards Castex and hu pupils, on clinzcal
pethological and snatomucal grounds, described successvely the pul-
monary bronchul and pleura! Jesions of congerutal syphilm. At first
Hutine! thought only of the part played by congenital syphils 1n the
causation of fibros and bronchtectass 1n infants and young children, but
subsequently be concluded that the disease might produce smmilar results
1n older patrents, Fibrost is common 1n congenitally-syphilitic pstents
and 18 20 closely assocuated mth dilstion of bronchi that Marfan consrdered
the two proccases as formung & mngle chinrcal snd anatomical entity
Hutinel estimates that congenital syphilis 1s the causative agent in 50 per
cent of cases of bronchiectssis.  The lesions may be often linuted to one
lung or even to only part of a lung partscularly the postero-infenor part.
Theconstrruuomltymptoauufmewndmoumnotmmdcdor
chartctenstic, and are manifested manly during scute or subscute attacks.
On the other hand local festations are more ch utic s0 also
are thareae deformities with diminushed expansion of the chest wall end
Itmrted draphragmatic excurmoms,  These, Huninel states, are occanientd
by the pulmonary fibrosts rather than by the bronchsectas, The
physical sgm may be suggestive of pleurdsy emphyscma and even of
cantaton and the commonest error 1n diagnoes, according to Hutinel
18 that of & tuberculous cavity Ffbron!oft.belungumtncenmmflnfy’
or early childhood, but much later—n adolescence or adult Ife. Sdll
(1908) expressed much the same view when he suggested that chronic
bronchiectaws end fibroid disesse of the lung in children rught be 2
sequel to an early syphilitrc lesion which the patrent had surmved he
emphanzed, 1 did Hutinel, that only one fung of even a part of one lung
rmght be affected by the fibrosia,

l\g\'hilc the Continental view of the mpaortance of congenrtal syphils in
dw“ﬁdugydhmmhmlndpulmryﬁbraumlvbclnﬁw
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ton, the Engluh and Amenican tesching 1n two recent text books on
discascs of the lungs, which make no mention of congenital syphilis
atber condrtion, appears to me to err m the opposite direction.

The folloming hestories of patients one hss treated are of mterest in ths
connection

LF., born In 1934, bad ch istlc symptoma of congenrtal with
warked uleeration of the He ded well to th ulphostsb
myechons de pills and withun 2 year his syrptome had cleared

and
Smdhn reactions
Hyan bhe sttacks of vomiting and on exarmmation 1t wes found that
chest waw markedly defornged the

W
pulmonery fhrosts. The child deed daring the war of H
Hefferi menungita and 0o gutopey recoed was vallable.

WTubemmMu\:hlgm):-dnoinhnﬁk of but at 7
age developed interstital kertros of cyes, this he wes
{::t:d ot an mmb{lu:nm
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pul ry cond was syphilitic and, In the abaence of any chest deformu
that 1t was not localered 10 one wide of the chet. (S¢o p. 331) g

The next case was that of & girl, I P., born in Feb 1912, Ag she came to
the Children s Hosprtal, Great Ormond Street, st the sge of 8 yeara,

g

of abdomenal symptome and ber liver and spleen were found to be con-
siderably enlarged, aaly her chest condition will be referred to here, the other
symptoms and signs and other detalls of her case belng glven en p. 171 On
-dmmmmdwwdundut}nmofSanbenHuﬁm
and showed datinct stigmam of congenral ayphils, rhagades around the

mouth nose and clun #ad Hutchnsoouan teeth. A few hymph-nodes
could be felt on both sides neck and in the grotns.  The lirer and spleen
were both conmderably and there were some verna over the
abdominal and chest vralls, was marked pulsation over the 3rd to the

an

the
be seen mternal to the mpple hine  The left ade of the chest moved
the nght on respirstion and the left ribs
there w8 a0 area of wooden dull

almost to the mud-lne. The heart sounds were forclble, were best heard
over the dull sres and particulary well m the anlhs.  There were no murmars.
The bresth sounds were much diminished In intenslty over the dull sree. No
flusd was obtained on needlmg this ares.  After treatment with

to tho aral treatment with fodide, caatious traatment by
mjectons of peo-arsphensmine was trred, wih the spplicstion of
mercusy omtment 1o the sbdomen, Four courses (a7 Infections =775 € )} of
neoarsphenamines were gmven, but they were not s the prment

The chest condition gave e to some
The father an old soldser of the regular army the first workd war
from phtiuns for 5 yean, from which he died in rgas  For miay yearf prent
oualy he had suffered from tabes dormalm, No sgn of sctive tuberculanss cmild
be found 1n the daughter’s hungs and st 13 years of age the tubercle complement
fxation teat, which the late Dr Sévi was inrestigating 1n my depertment t that
time, wes segative with tho human and boyine bacill,.  The lung condrtion wms
conmdered to be fibrotic and almost of syphilitic setiology  three yeany
later at the age of 16, there was & small haemoptysis, but oo sgn of scrre
tubercle.
Guumua!tbelunglmnmbutcuuhncbmm‘dcdbyﬂlrbv
(1880), 8tall (1608) and others, T have come across two cascs of pulmonsry
gummmta 1n infants who died at the age of 4 and 6 weeks respectrvely
whom evidence of white pneumonis  was also present.  Figs 3a3and 33
how the macroscepic and mrcroscopic appearsnces exhibited by con-
~syphilitic lungs, whrchmxghtbemuukmfofmbcrwlmukm::
Gunt cells are present but they are not charsctenishcally mber‘:\-ﬂom.md
trepopemata, without tubercle bacilli  srere found in suitably st
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secrons. There o marked fibross of the blood vesmels. It should be
borme m mund that congenrtal syphilis and congenstal tuberculons may
nmdy co-crst m the same patient, but more usually the tuberculous
Gosense 1 the doubly nfected patent 1 xocquired after bith.  In a thurd
panent with pulmonary syphilis, who died at the age of 8 weeks, there
w2 marked bronchor bat no g were seen. The alveols
were filled with cxudate, therr walls were congested and numerous hustio-
cyies were present.  Another syphilite infant, who died at the age of 4

*ecks, showed gencral pulmonary coneclidation with hsemorchage sreas,
Microscopically many macrophages were scen and there was slight fibrosts
there was no detinite atelectass and no gummata were visible.

Infantile syphilis predsposes to other mfections and 1t was a well
Utested oheervation that many syphilitic infants from 3 to 12 months of
e, particularly if untreated or oaly inadequately treated, succumbed to
eaccogenic bronchopneuments.

Bomewhst older children may dee of syphiltic chronke  interstitral
pocumonw, as Greenfiekd (1876) and Carpenter (1901) reported in
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children abowst 1 year old, In Greenficld s case the lungs were  firm
rod tough, yellowuh-white an section and intersected by bends of fibrous
tmeie. Microscoptcally there was extreme fibrows with much fibro-
nndarpmlﬁ‘:mwnmdm’qmmdmﬂnaithcdmlu In the fess
mﬁ:dmuwhhhmnivc,theﬁbmmxyapradtaxhep‘cummg
meton dry or wet pleurisy and sleo to the medustimum m the
form of medustinitis (potyserositis} (Hutined),

Syphihis mnd Tuberculosis

”Thummnmmkapmgmpmymﬂxthcmbﬁde
bealie” 8o wrote Clifford Alfbutt 1n 1921 He, Hutnel and many
Mxnh:woh-crvudt}utlnlungdmutyphﬂunuybcamuxmth
tubercalogs, In our seres of patients showt 26 suffered from the double
infection, hm}yn(ewoﬂhoemthe]ung:ﬁ»entzo(thcmbﬁculm:
Mmdnwmwwdwmmlmmm
m«ﬂlmmnyﬁbmconhnt}xbbodvuadslhawedthedm
e syphiliic thickening of theyr walls,

Judgmg by the prucity of records of congemtal syphilitic disesse of the
"&ﬂndpnlnmxryﬁhmu,lnmnfdxccplmunthttbcfmqumcvuf
m » dersbly und ed but one reatizes that fn
many o 5ot n mowt, cases it may be umpossible to be certam that a fibroyd
h"?s?muyphﬂmc-:x}o!ogycmxxfmep.mmnwR.ufmmdpomngv
$0¢ Tt 1 very unlikely that recognmable treponemats would be found m
sections of such a Jung
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CARDIOVASCULAK INVOLY EMENT IN CONGENITAI
SYPHILIS

There Is considerable drvermty of opinton among chinicuans patholognts
and radiologuts a8 1o the part played by congenstal syphilis m the pro-
duction of cardiovascular lesons.  According to some suthorttses 1ts role
13 of corslderable importance, while others roamtan that 1t » practrcally
neglgible. The literature of the subject 15 fairly extermrve and & crriscal
review of 157 relevant papers was publihed by Josephine Hinrichsen in
1943 In 1t she points out that the publications revicwed fall into the
following mun groups

(1) Post mortem findings of (a) myocarditis erther gross and micro-
scopic ot solely the latter (&) aortiti, usually wthout but sometimes
assocuated with aneurysm and () other vascular lesions,

(2) Clintcal records of cardiovascular tnvolvement,

(3) \ ray mveshgations of the heart and sorta.

(4) Studies on the asoctation of maternal or congemtal syphils end
congenttal maorbus cordus, and their possible causal relationship.

Before considermg thess findings in detail 1t may be pertinent to make
some general observations upon the subgect which may help to explam
the discordant results and the diveruty of opinsons recorded by differant
observers.  Some of the lepons sre so mdespresd that they are dmost
wncompatible with 4 poat partum exmtence and are tn consequence found
only 1n syphilttic foetuses or m 1nfants who survive birth only 1 few hours
or deys. Heavily-infected infants are 00 1l that 2 drsessed heart may be
unsuspected dunog life and even at autopsy there may be no groms cidence
of cardisc syphilx. Warthin (1g11) and others have shown that the
pathological changes to be described later sre not localized to any opc ared
of the heart and that they may be diffuse or so scanty that several preces of
tussue may have to be examined before o dmessed area » found. To
confirm the nature of the lesson sectrons must be stained by » specet
method for the d of the trep which may be prescat in
enormous numbers or on the other hand may be very spane. Wanbm
stated that treponemara mught be localized 10 the beart when they could
not be found elsewhere in the body also that the best results were
swhen tierues were teken within n hour or two of death and immedutely
fixed 1n xoperccn!fon-no”orntleut1mdprdmb1y3d‘“bdmm
starned for parawtes.

’I'}utatqdvd:yphﬂnuapormtuuxafcnrdmmuludwﬂ

ly adnutted to be the case, butpmbawaftmnmcaftfr;“:‘d
colved problems of syphilis. McCulloch (1930) states that '“‘;;‘ o
cascs # CONSETvRtive estimate 15 abott 25 per cent, lower 1n ®e res
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s, One rught therefore cxpect many congenrmally syphilitic children
to show sgns of heart dicase, but #s m scquired syphilis the interval
between the date of infectson and the onset of symptomatic cardiovascular
dmetse ts from 15 to 25 years (Carey Coombs 1930 1932) the symptoms
2d dgm of cardiovascular involvement would not as a rule be manifested
mtil late childhood or adolescence. Cascs have been reported in the
Inersturo to which reference will shortly be made, but their number falls
far abort of the 25 per cent of all cases of infection given by McCulloch.

The ressona for the app ly lower incld 1 congenital #3 con
trmted with scquired, syphils may be one or mare of the following (1)
Many congerutal syphilitics fail to reach the age of 15 to a5 yesrs and
() many of those that do survive will have been efficrently treated.
(@) Denmic end Pakuls (1940) make the suggestion that the vascular
systemn of the child may be more resstant to the syphilitic infection than
:ﬂmoﬁheldul( alsa that even if the norta 1s damaged by the treponema,
the reperative mdex and resiliency of the vescular twues in children are
Grester than they are in the adult.  (iv) Some of tho cases of cardio-
¢ dimesse 1n young adults ascribed to rheumatism or to sequired
#7phils may really huve been due to congenital sypbils, any stigmata such
= Hutchunsan o teeth which may onginally have been present having du-
fppexred.  On the other hand some patients may never exhibrt stigmata,
Tet 8 careful Inquiry 1nto the family history may eliat & spectfic background
“ﬂﬂ!nthnfnmuldnmﬁumgm:nlpuﬂymormmnylm,wcvidenc:
“‘m&lryphﬂnmchnoldmtammlkmmmlbmh:rormcr
The petsent’s serum reaction mmght still be poxmtive, which would help
m'hedlm(thoughnmbemcmomgcmulmdlulumdqphﬂn)
T 1t may have become negatrve by efflux of trme.  The sceptres will main-
tam that the lesiona are due to an scquired and not to the original congent
&l eyphiba. While sdmitting the possibility of reinfection in & congenital
specific patient, 1t w of rare occurrence (Hahn 1941 Allson 1943 Good
‘;:mdMoore 194b) and to my knowledge I have not come across such a

After ths digresason, we may conmder the details of congental cardio-
Ymculat syphilis s cutlined above.

(1) Post mortem findings

(8) Myocarditis. Since von Rosen 1n 1863 first described & lesson
the beart muscle of a newborn syphilimc infant, many subsequent ob-
werven, and Virchow! (1866), Wendt (1866) Morgen (1868)
Cauphnd(,g#,), Shattock (1881) and many others have described lesions
Wycxl]ed myoma and gumma, in the wall of the heart ina
condrtion of interstitial myocarditis.  With the discovery of the treponema

1 \any of thers references will be found m Hinmchsen  review
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by Schaudmn snd Hoffmann in 1gos a great mmpetus was gven to the
study of ail syphilitic lestons, and Hinnchsen tells us that in the foltow
g year 5 authors reported the finding of T palhdim in the hears of
syphilitic infants, the reaction to the presence of the parasite varying from
case to case.

Warthin (1911) publuhed the first of his series of papers dealing mth
the pathology and symptomatology of congenital and scquired syphilis.
This paper was based on 12 cases of congenrtal syphils ¢ tn mfants and
young children, and 3 1n adolescents, all of which showed cardrc involve
ment. Hu conclusons were a3 follows (1) There exists # special form
of interstitial myocarditie localized or diffuse, due to the T pallidum and
resulting from congemutal infection, It may be sssociated with other
lesons of congenital syphlls or if may be the omly demonstrable pathologicsl
comdstion due to congenttal syphilis  (2) It 19 an important cause of saphyxta
neonatorum and unexpluncd sudden death 1n carly Iife 1 and some of the
caes prove that 1t may cause cardiec weakness in childhood and youth,
formung an anlage upon whuch subsequent infections (particularly strepto-
coceal) produce valvular lesions  (3) Further the condmion may be
assoctated wath infantilam, hypoplastrc constitutron or lesa severe grades
of under-development. (4) Finally 1t may lead to the production later
1 Ufe of fibrotd heart end coronary sclerosts with the comphestions and
sequelse incident to these condiions.” Of the g eary cascs only one
had been dugnosed us congenrtal syphilis the others were all mvestigated
to ascertun the cause of uncxplamed desth.  In the case which bad been
dugnesed as syphilire, no effection of the heart was suspected although
post mortemn 1t showed the mast severe mtemtrusl myocarditis with more
T pallsdem than any of the other cases. The 3 older panents, sged
respectively 15 18 and 22 years, all had a hstory of heart duscese and were
consderably under-developed the gird of 18 showng murked mfaptiloo.
The woman of 23 wes & blue baby  from burth  Death was due to
streptococeal endocardites grafted on an old interstitial myocardits.  The
patrents father was in the late stages of tabes dorsalis,

In the majortty of the early cases the heart was enhirged and dilated,
the muscle beng uniformly pale or showing highter arces 1n the other
caees 1o groms changes were vistble and the dsersed condinon was d-
cavered only on microscopreal exsmination  All the older cases
rortral endocardrtis with insufficency compensatory hypertrophy sad
dilatstion, none of which suggested the syphiline myocardrtis which wa
seen under the microscope.  This conarsted in few ar many light-smming
mupﬂr‘ﬂngorrcphcmgtbcmmdcﬁbmmdmpﬂcd&ﬁhm'
blastic or myxomitous tissue which contuned numerous lymphocyie.
plasma cells and eprtheloid cells.  Levaditt o stain revealed the treponerd

1 Winogradow siated that sudden deach i eyphuftic mfants mght be due %
chamges In the carduec gengha (Hochsnger loe cr p 143}
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1n thes Aibroblastic tissue, often 1n incredible numbess.  The mterstitad
procems tendls to follow the smalier arterioles and capillanes and 18 shundant
tlso about the mediumemzed vemsels lem 50 sbout the larger ones The
sraller vesaels show an epntheliond prolderation of thelr walls snd Warthin
ues that oblsterstive endartenta wes not the commeon or the most charse
terntsc fexture of these congenmal cases thus differing from the common
vancty of cardiac ayphila seen fn adults.  Mlarked degenerstive changes

desgnated by suthors myxoms, myoms, ¢tc., i proved by the prescnce of
™y treponemats an them.,  Guant cells and true gummstous formation
were not found 1n any of these cuses and Warthun remarks that the process
&ffers from the gummatous myocardins seen 1o late soquired syphiln In
wmns of the newborn the heart muscle showed vacoolated fibres and marked
fatty degeneration, the latter contributing to the pele colour and grester
translucency of the heart wall,  Feor parmattes were found m these aress
dﬁﬁydegmum,whxch\\mhmmrmncdmnmduecﬂydmwme
toue action of the treponerna but were the result of locslized arculstory

In 1911 Vearthun wrote, ‘The relstion of syphills to hesrt
diserses has chunged conmderably from the view held untl compuratively
recently kod now we resd that st lesnt one tenth up to one third or more of
all canen of heart dssesse are due to syphils.  But m thus change of new
congemtal ayphilis hay not been mchuded and the ofd tesching sulf pre
vails. It my opmion that modern tesching lrys too ittle stress upon
the frequency and umportance of cardiee wnvolvement in congensaal
typhilis.

In iater papers Viarthin (1913 1914, 1916} records many sddinonal
ces mostly g0 gy phibitic nfunts, i which the lestons resernbled thoss
already described  candiovascular svphiis was also recarded m chuldren
12ed 14 1nd 18 months and i & congerutally svphiiue man of 25 The
fatt-numed came of s defirutely syphimic stock though he humself had
emoyed fur health untd ho fatal sewmure After workmg hard on s bot
day be developed mgns of cardisc fulure, dvspnocs, cranoms and pul
rocaary oederns end succumbed in 3 davs The heart was much enlarged
and dilated and there was an aneurvamul ddamecon of the snterier wall of
the venincle  Pale srews were present 1 the heart muscle, which micro-

shoned scute svphibtic myocrditis of the whole of the heart

wall, with the presenice of treponernata  Anderson (3915} reposted the

ropture of the ventncubar wall i w5 year-old gird resultng from syphilitie

There wan definste increase of fibrous trrue, atenoats of the

orifices of hoth coronary asteries snd scanty treponemmis were present i
9
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the heart muscle.  Dlacklock and M Cluskie (19a8) reported the case of
10 infant aged 6 weeks, whose only manifestations of syphihs were i the
beart muscle and at the ends of the long bones  There was  solution

of the cardisc muscle fibres and milury gummata (syphilomatz) 1n pen

vacular spaces and many treponemata in and around the lenons were
demonstrated by Jahnels stain. Stobre (1921) McCulloch (1g30) #ad
others mentioned 1n Hinrchsen s review (and more recently Pratt

Thomas (1943)) have reported sumilar cases of syphiliic myocardites,

(b) Aortitis and aneurysm. Thury (18¢8) described lesions 1n the
heart and sorts of a gird aged 13 who had died of juvenile genenl paralysty,
since when many observers have recorded cases of aortitis in syphilitic
infants and clder children Melchror (19a4) in 3 infants aged ¢ days (2)
20d 5 months  Wiesner (1905) 1n g out of 10 cases of congenrtal syphils
found changes in the aorta and 1ts main branches and 1n the pulmonary
artery  Later Rech and Bruhns extended and confirmed Wiesner s i
vestigations, whose results were, however hotly contested by Scharpff
(1908) Hinrichsen gives the names of several later observers who have
confirmed the presence of gortrtus 1o syphilitre Infants, azd st would sppar
that the lesons are more likely to be found 1n stillborn infants and those
who die within a few days than 1n older children.

When we come to the conmderation of sortitis and ancurysm in older
cluldren and sdults we note stmilar differences of opiuon. Mot author-
ties stute that sortins 1 rarc among congerutal syphiliics, yet a number of
cases are on record. Turnbull (1915) reported two one concerned 8
girl of 17 who suffered from dyspooes and had a double sortic and a2
occasional apical presystolic murmur  She died suddenty and at sutopey
the Icft ventncle was dilated and much hypertroplued with sortizs,
sortic incompetence and chronic endocarditrs. There was a crested
pitted zone 1n about the first mch of the sorta and the coronary osta were
oarrowed  Microscopically the lessons were typical of syphilrtie aortitis.
The girl s father had died of beart failure at the age of 65 and autopsy
revealed aortitn and wortre 1ncompetence. Turnbulls second cxe
occurred 1n a girl of 7 1n whom the sscending and descending sorte pre
sented & number of wrinkled and nodular areas.  These show ed charscter
tstic eyphilitic appearsnces mmilar to those scen m the firit case but in
addrtion the intma wes thickened by an increzse 1n its connective tissue.
Warthm (1917) states that should patients survive the less severe maot
festations of syphilitic aartitua, the lesions may later heal and give rse to 8
conditron mdntinguishable from athero-scleross due to any other camc.
Rlotz (1go8) had suggested that these healed Jesions of congenital W:ﬂ“
mught give rise to an erroncous of acquired syphiliic m‘df:
the sdult.  Clefford Allbutt (1921), in an address grven in opening £

cusston on Visceral Syphilis refers to a rare case of congenital ‘!’Phnfj
artertis 1in & girl of 160 which the lesson was confined to the abdom
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wrir. Largy Coomba {1470) refers to two cases of syphilitc toriitis w
young nomen of 20 and 35 years of sge, both obvicusly congenite] fuetscs,
The former patient also had an shdomumal sncurysm snd s refarred to
sgunlater (p 123) the latter hud cerebral symptocs snd post mortem was
found to have s gurmanatous filtration at the base of the bram end & typrcal
nyphilue socuts. MeDonald (193.) reported a case of syphlibe sortms
m 4 boy of g who had died from the toxw effects of rpbenamune topee
toos. In rdditran to the groes and microscopic evidence of wyphiliic
mnn,mmth:h{zvmmc{e thowed cloudy swelling snd oedems of 12
o

Fm-wrv:yofthcmmmrutmnpthmn}d,Lhnn-by
o Teans rare for speofic lenons to be found . the sorts of congemnally
wpbilste bfants Microscopreally they show the appearances charscter
muc of acquired messortrtes 10 amoctstion with T palisfiow et scvera
ebeevers have dened ther spenfiaty and sate that rhezmane mfection
of the sorta can munulate the lewons of syphulis It 1 poswsble that the
Semons of foetal or zacky infeatde eyphulitec sortrte fenl peprdiy s most ceses
nd lexve o obvons traces behund, thus resembling tuberculoms bt
where there 1 allergy and rewstance i low the disesse may [m an scute
course.  The bearing of syphiliuc allergy on the problem of sartits 1
coegeniial syphilis mermts carcful conndenation and study ssys MeDoaxld.

Fonag had hus mterews 1o congennal syplubine sorous Kindled by the
cerurrence of the case recorded sbove and by hus survey of the Iiterature,
MeDonald looked for sumiliee casen m the current practice and past records
of the Rovel Infirmary Newenstle upon Tyve, with the revult tha i
1934 bo way able 10 repoct 11 further casen of mvplulitic xortite w patsents
tader g0 years of age. Four of them, males of 21 and 32 snd two fomales
of 19 were undoubtedly congeoral syphalites, whereas thres mules of
Y, 2 end 3o snd two females of 26 and 30 were prodadle congemtal
ophilitses. Tyo others & man of 28 and » woman of 20, may have been
oongenrtal gyphukinos, but both gave o hustory of the wequired doesse. It
1 of intereat to hote tha of the g undoubted or probable congencally
fyvhilitic patients, no fener than 6 were observed i the years 193333
when & specut look-out was being kept for thss tvpe of cese  Thas steougly
siggesty that of onhy cardrologsts would beas m mund the pomibility of
it of cardio-anrtic disease 0 voung adults beng of congemtally

ongn and muede ddeq ¢ many
mote such cases would be revealed I\uwdlknmdutquuxrcd
yphila cardio-sortc teston may be actompanted by psthologies! con
ditirs of the centrsl aenvous sintemn —tabes donalis ubo-paress oc
renersl paretvns. S0 1n the conpenital form of the diseaes the dxsocntron
of card Lar and cerebrosprnal fevions has been reported but what
hdmnxrmlmutmfﬂtmwmmmmy
44 tay first becorme crfen i the £ unth decada of ife—1 have seen them
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start sl 35 years of age—so0 it 1 presumably cqually posible for o
congemital cardio-aortic diexse to manifest iteelf after the age of 30, when
1t would be regarded by most observers as being due to acquired syphilts.

An analyss of McDonald o cases brings out the difficulties of dragnoes,
In 2 cases a dragnosts of lues tarda was made 10 2 others there was a family
hutary of syphiis 1n a further 2 there was a hustory of scquired syphiles
and in the remaming s there was no clinical suspicion of syphils  In
only 2 of the caves was a dusgnoss of an aortic valvular lesion made, not
withstanding the fact that 1n the majonty of the cases there were gross
lesions 10 the first part of the sorta.  In these 2 cases there was definite
apatomical evidence of chronic sartic endocardiis. No cimcal dats
were availsble of 3 cases that were  brought 1n desd.  Some degree of
coronary occlusion was present in practically sll the cascs, whreh makes 1t
seem likely says McDonald, that orthodisgraphy and el pl
msy be of particular value in establshing 2 duagnoss.  MeDonald formu
lstes two conclusions from hrs cbservations (1) to exclude syphihtre
sortitis before making a clinseal diagnoss of rheumatic heart disease 10 1
young sdult and (a) to proceed ly in the tr of congenital
syphils onth aryentcals, even where there are no obvious indscatrons
sortic disease. 1t may provoke & Herxhermer reaction, even a frtal one
where coronary occluston exsts (Doumer).

Norrs (1935), Ward and Sulman (1945) and cthers have also reported
cases of congenmal syphilitic gortic discase, but Ward and Sulman sate
that while such cases undoubtedly occur they are not very common.
It 13 generally admutted that sortitts 13 commeon tn acqured syphilis then
why ahould 1t not oceur in congenital syphils they sk, Instead, the
sceptics immedrately begin to confusc the meue by dectanng that the case
13 due to scquired syphilis possibly extragenrtal, or that 1t 1 due to rhew
matic infection.  True, it o sometrmes difficult to distingussh between
theae three actiological factars—acquured syphilis, congenutal syphilis end
rheumatic infectron The age inaidence would be rather higher i the
syphiltic than m the rheumatic variety  The serological resctions miy
not be helpful for many cases of syphilirc cardiovascular duesse give
negative complement fixation and flocculatran tests, and 1n the sctrve
stage of rheumatic infections the ¥ R. muay be positive (hoons and hassne
1040). The rheumstre beart often, though not invarubly shoss invalve-
ment of the mutral valve along with the sornc  dilatation of the aorts favours
 syphilitic actsology  Lastly 1t must be borne m mind that theumatism
and congenital syphils may coexist in the same patrent.

Ag;:ck“ (z&) n:po‘rt’l the 1nteresting case of « gir of 19 whose
mother had 1regular treatment dunng her pregnancy so tr;:tihe patrenit,
although apparently congenitally-syphilitic, had & negetive
out life, She had no serous dlinesses unti] at the age of 19 she developed
moderate dyspnoea on evertion, lster palpitations but no cerdise pun
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abe complarned slse of lows of appetste and hautude.  After a dance she
developed scute portic moompetence and died m sbout & weeks. Post
mortem there was marked syphiliic sortrtw of the ascending sorts wath
the characternic rmeroecopse vascular changes and wdvanced faty
& andd d ve tisue m the myocardium,  The
Litent pensod betwren the ume of mfechon and the onset of sorihs was
the uaual one of about 20 years.

Even as recently as 1946 Vvanberg and Bemuager reposted & case of
syphihoe gummmatous asrtts sy & ceuse of coronsry ostea! stenons snd
myockrdad infaschion in & wiute woman of 28 10 wheeh the post mortem
ippeaninces were confirmatory of syphils but treponcmats could not be
demonstrsted.  [n ther comment upem the case they remark thae most
athors emphasize the reletively early sge at which syphiline coronary
stenoms may be found, but they make no mention of the pont which ene
s been st puins to miress namely that many of these cyaes of syphilu wre
probably cougenstal rather than acqured  Undoabtedly many suthonties
are mill unconvinced that congental syphilis s & cxuse of sortits in chil
dren and sdolescents, snd would sgree with Hinnchsen that the statement
made by Suliond m 1970 bolds good to this day even in view of the cases
that e been seported mnce.  Btolkind wrote 50 far nons of the cases
described x congenstal syphilme soentis 1n ofder chuldren, sdolescents and
tdults has been proved  but sithough no case had been proved many
such cases may e In the face of the powstne svidence of 3o many
relable suthonties, this viewpoat s 1n my opinion, wdefenatble.

Awesrysws are rannes in congemta} syphils,  In addition to the fow
Cawex refesred to in Hisnichaen » review the follovnng may be meationed
8 roptured ebdomunal ancurysm sn & grl of 20 and & thoreac aneuryam i
2 worman of 48 both bang regarded sy congenstal syphilstics, reported by
Coomby (1930} x pon pulsaule medmsussl tumour n & congetutaily
syphilie guel of 18 winch at explomatory operation was opened with fatal
senddt (Dennte and Pakule). Gne of McDonald s cases, & woman aged
3o Ind wn mneurysm of the sortic srch whuch on account of aemoptyws
and pulmonary I ras clinseafly thought to be a csse of pulmanary
twberculosis At autopsv marked avphditic sortms was present, which
had evermuated m anesrvam of the sortic arch with rupture into  bronchus
Hounel (1g26) states that Calvin succeeded 1w collecting ahout 1o cases of
Socurysm m aongenttal syphifines

{e) Vascolar lemons  Whatever view may be held a3 10 the occur
Tenee of sortsn 0 congenutal syphelm patients, there can be no difference
of opinion as to frequent occurrence of spemific srtents in the medium
fzed and emaller artenas of e of these patients  (he arteries at the
bese of the brausn ere those moat commanly aflected and there are many
such caaes on record  Sir | homas Barlow (1877) repocted the cass of &
female chuld who dsed at the age of 1o manths after having suffered from
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snufiies since early infancy and convulsons up to the sge of 4 months
chorotdrtis was also present.  In spite of treatment by mercury inunctions
the childs condiron steaddy deterorated Post mortem there was
endarterrtis of the menngeal vessels with consequent cerebral changes
The same year Barlow recorded the case of & male infant, aged 15 months,
wmith gummata of several cranial nerves amocated mith extensive syphilruc
disesse of the vessels of the arcle of Wills. These were white, opaque
and of almoat cartilaginous consistency the lumen was narrowed by thick
enng of the 1otuna, and cellular infiltration of the muscutar and advent-
tious coats was present.  Smmilar cases have been put on record by Suther
land and Valker and by Chiarl 1n wnfants aged respectrvely 16 and 15
months.  Carpenter found the arteries in the kudney thickened, chuefly in
the media, 1 a 5 month-old mnfant who hed suffered from syphditic
nephritis.  Our own records at Grest Ormond Street contmn severs
examples of fibrosis and peri and endarteritis in the vessch of one or
more of the viscera as well a3 1nstances of marked duesse of the cerebral
artenies a3 described by Barlow and others, The changes in the visceral
arteries were usually found mn infants who died st from 2 to 6 months
those with cerebral artenal dmcsse upiaily died rather later st from g to
15 months, with evidence of neurosyphulis (see Chapter 8)

Congy ! syphiles 18 undoubtedly one of the causcs of heemorrhage
the memborn but 1t 18 not of sufficient frequency to justify the designstion
syphalts haemorrhagica neomatorum which has been given to the condition.
Wilson, 1n Phuadelphis, emong 45 cases of hremorrhage 1n the newborn
found 10 of them syphiliics and of these 6 bled from the umbilic,
Hochainger 13 of the opinion that umbilical hsemorrhage 1n syphilitic
infants 1s much more frequently due to discese of the walls of the blood
vessch which prevents therr cfficient contraction, than 1t v to scphic
infection.  Another posaible causc of hacmorrhege 1 congenmita! syphits
1 the reduction of prothromb mn the blood owng to lrver disease
(Sneliing)

Nurnerous suthors have reported the assoctation of Reynaud » pheporme-
non with congerital syphilis and Hinnchsen mentions 10 her review that
teports of this ersociation were much more numerous from about 1834 to
1go7 than they have been since. I did not encounter & marked cwe of
Raynaud s phenomenon among my clmic patents, but some of them
suffered from pallor or cysnoats of the fingers and toes after exposure to
cold, these attacks bemng associted with paroxysmal haemoglobmurd
Onp 397 the occurrence 13 recorded of Raynaud s phenomenon m sisterd
who were possibly occult  congenital syphilitcy (1 e having neguue
W R) their mother having undoubted congenital lues -

It 1 possible that cases of juvenile generalzed arterto-scleroen, e
described by Fremont Smith 1 a 1z vear-old boy ongmate it ::-d
changes described by Rach and Wiesner and others in the sdvenuts
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medu of the medrum mred arteries  Exlarged scalp rewns are not m
frequently s¢en in psuents suffering from congemital syphilis, The
Fourmers regarded them wa bang syphilitic in origin, but Hochsinger
dmagrees and étates that dilated vens result from hydrocephalic condi
tons 1nde the skull  Dennie and Pakufa think that the thickening and
enlargement of these veins are probably due to speetfic inflammatory
chunges In their muddle coat, mnce the veins soon return to notrmal when
effective antuyphilitrc treatment 13 given. My own expenence bas con
firmed this observation, but 1t does pot necessarily follow that the veins
were dscased  antispeafic treatment may have relieved the hydrocephalus
md by so dong have reduced the sre of the veins,

(a) Clinlcal records of cardi lar invol in jtal
syphllis

Several authors have reported mstances of ortitss and eardsovascular
lenons m congenital syphilitic petients who have given o lustory of any

pest ot present rh 1on (Roemheld (19r2) 10 @ woman of
1 Cummcrmchner(xgn)Luxwmnuf;Bwhohdubadondn,
syphilitke sortits and ngenutal syphils  Neugeb (1914)

m & man of 28 and three women of 17 18 and 33, three of these patients
bemy sibhings).  Findlay states that aortic disease sppears to be rarely
csused by congenital syphils m contre-dsstinction to 1ts frequency m the
aqured diseese.  He records one casc in 1 led of 15 who complaned of
and preecordul patn and on physcal examination revealed
 enlarged heart, double sartic murmurs and s Corngan pulse.  He had
sugmata of congenial ayphilis, 2 posttive 1Y assermann reaction and gave
0 bistory of familhal or persomal rheumatiam,
An smportant contributron to our knowledge of congenital cardio-sartic
s7philss b» the paper by Stohie alreedy quated (sce p. 120 Of 18 cases
Df"-’ﬂ'ﬂtt‘h::ne1_'4h.u:lllyphﬂmclcuol\agy two of them aged 21 and
12 years, and posaibly a third sged 38 who gave also a history of  rheums
Bum et 21 were almost certsmly congenital syphiltics.  He refers to
Coman and Flemmng’s work, m which evidence m adduced suggesting that
Ftrdl stenoss and reml fibroas may m many cases hve 2 common cause,
nd that cauise may 10 some of the cases be syphiln. Of 15 ceses of nutral
Peooes studied by Stobie, three had s positve W R. and two of these
¢4 15 10d 31 were almost certamly congenrtal syphiltics.  Of 13 panents
‘“hmﬁmlhofmngmmlluuonc,-mmn-gedn had agos and
$Tmptomns of sortic discesse dyspnoes and pain over the arch of the sorts
A rortic systolic murmur and sceentuation of the sccond sound. The
W.R, was strongly potive. A brother eged 26 died of tebes dorsalia.
Worster Drought and Danvers-Atkinson (1929) reported the case of
lb’“f‘JVﬂlhwngmulubadofulurhom-u:cu}uuouwufwnd
'-Dhl\elmmﬂlyuobcmdllurcd.unohCmurmur Dennre and Pakula
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snuffles since early 1nfancy and convulsions up to the age of 4 months
choroiditis was also present.  In sprte of treatment by mercury inunctions
the childs condition steadily deterrorsted, Post mortem there was
endartenttn of the meningeal vemels with consequent cerebral changes.
The same year Barlow recorded the cuse of # male infant, aged 15 months,
with gummata of several cranusl nerves smsocisted with extensive syphilie
disease of the vessels of the arcle of Wills  These were white, opaque
and of almost cartifaginous consutency the Jumen was narrowed by thick
enung of the intims, and celluler {nfiltration of the musculer and sdvent-
trous coats wes present.  Similar cases have been put on record by buther
land and Walker and by Cheari 1in infents aged respectrvely 16 and 15
months.  Carpenter found the arteries 1 the kidney thickened, chiefly in
the medis, in 2 5 month-old 1nfant who had euffered from syphilitrc
nephrtis  Our own records at Great Ormand Strect ¢ontn several
examples of fibross and pert and endartents 1n the vesels of one or
more of the viscera »s well s 1nstances of marked duscase of the cerebrl
artenies 23 described by Barlow and others, ‘The changes in the visceral
artertes were usnlly found 1n infants who died at from 2 to 6 months
thote with cerchral artertal discase ususlly died rather later at from g to
15 months, with evidence of neurveyphilis (sce Chapter 8).

Cangx ! wyphilts 1 undoubtedly one of the causea of Aaemrrhage
the mewborn but 1t 1s not of sufficient frequeney to justify the desgntion
syphilis haeworrhagica meomatorem which hus been given to the conditron.
Wilson m Philadelphta, among 45 cases of hmemorrhage 1n the newborn,
found 10 of them syphiliucs snd of these 6 bled from the umbilxus
Hochsinger 1 of the opinion that umbilical hserorrhage 1n syphilime
infants 13 much more frequently due to dusesae of the walls of the blood
venacls, which prevents ther efficent contraction, than it n to septic
tnfection  Another possible cause of heemorrhage in congenital syphilis
i the reduction of prothrombin wn the blood owny to lver dnemc
(Snelling).

Nurmetous zuthors have reported the sssocation of Raynaud s phenome-
non with congenutal syphilis and Hinnchsen mentions in her revew that
reports of thrs sssoaation were much mare numerous from about 188¢ to
1907 than they have been since 1 did ot encounter a marked case of
Raynaud s phenomenon among my clinic patrents but some of tem
suffered from pallor or cyanosus of the fingers and toes after exposure 10
cold these attacks bemg assocrated with parocysmal hacmoglobnurs.
Qup 3g7thcoocumnocnrccordcdofoymudnphmommonmm‘m
who were posasbly occult  congental syphilitics (1e. having negatm®
W R.) their mother having undoubted congenstal lues

It & possible that cuses of juvemule generalired -nem—ad:run.d:
described by Fremont Smith m 2 12 yer-old boy m
changes descnibed by Rach and Wiesner and others in

the adventits #d
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beart, disgroscd syphils i 23 (72 per cent).  \anois Amencan investige
oot 1t th problem appear to favour the conclusion that congeurtal
Iney 1% ot an smportant factor 1n the causation of heart disesse m children
{Donaldson 39a1 AfcCulloch 193¢, hoons and haswane 1940).

In thoe connecton there are two powuts worthy of note (1) the emalt
proporion of cases of congenita] heart duesse with 2 pomtne W R
the Unned States &5 compared with Europe end (2) » congerital hean,
» Fournier Ballantyng, Still and many others heve powated cut may be s
manifestaion of  dystrophy " the result of syphiln n the mother austo-
gouz to the congenstel defects whuch mey accur i & foctus followmag rubella
m the mother s early pregnancy  In such event the infant would not
necesarily be syphilitic, but sts congesutsl defect would none the lews be
mdirectty duc to syphils and, i the absence of s treponemal snfecnon
the child s W R. would be negatire. It foflowes, therefore, that n erder
to obtam 1 move somurate figure for the ssocmnon of syphilis with con
genrial morbus cords or mdeed with any other congenmal defect, the
::};utx:hboduwﬂluﬂmchﬂdubw}dbcmﬂumnumbk

i P P 1
Among our interesting cardisc chses are the following

¥S Born in 1917 Her father contraeted syphibs m the firmt world war
ﬁr‘Bchb:mnqumx)ymecd. Her dsedd of tubercnfos i gz
aod when the chald wes brought to borpatal Irttle snformation coutd be obtar

shout ber corly medseal hastory It W bt that in she sffered
:}ﬂsfmm!mmhm Atﬁyun:fﬂmnhc w mtoack of ¢ whichw

When admatted to hospetal under the care of D Poynton ber condrtion was
Eagrosed ws rheurnstic cerditis, the being based upon the hwtory
the peesence of s syvtolic theill god « double mitral murmur - On X ray examsn
#on the beart was found to be markedly entarged, nith the apex not moving o
well s the sem of the veotride, supgerting the of adhessons.

orteighe later theumatic apperred oa both efbows and the nght knee

Aﬁx’ﬁdnmldmnrdzdfmm which b she n

ﬂm octhodot far her th di 1t woa fioted that she
Bot

The remson for this was 2000 to became apparewt. About
xc\\wbm : prpered, the prtent develope !
keruiites frat in the left and a meek later m the eye. 4 biood tem then
Semed out gve £ pomtne W R, and the mosox tevth upon meare carefis! inspec
DO were ween 10 be charsctermnosliy Hutchmsonun  As her phvsioian con-
sdered 1t inadvisble to gre arseratl ngechions the patent waa treated arally
*rh atmamol.  Severad months of this trestment produced Trde f any un-
PO ement 10 ber condrtion o sreenical mectons were resorted to Dunng
2 penod of 23 months she recen ed 134 G sabtlarnan (Boots) and g md bas
maoktab  The eyes were rath ¢ o 1o clear and dunng ur stmeat 2 tuber ulou
thateey o und r the left ssde of the mandible the nature of wh h was

by the find ng of tubercle baalls w the pus. Before th complotion
of treatment the 1 R hud becocat tegwve and 1 Ra ¢ ubsequunt negat ve
Tl amil the p tient halty defanited at 34 year o 3v Whin s nby Dr
Poyiton at 124y ar he reported  The paomt s i hbotter  She has  shight
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l{ﬂoﬁcmurmur the presystolic murmur Y present
\Mwehﬂnwthcguﬂut}ndm:lc.nt}n ofu.‘nh:muu m
pale the abscem of the neck had healed the left eye wae alightly nebulous and
she was fit enongh to play ttnchoo

The case b mteresting In that three 1nfections—rheumatiam, syphills and
tubercotoms—were present, and that umil an te trestment wes grven

t:dlp-ﬂentdmvcduuhnrﬁtfmmcrwogu trestment for rheumatic
8,

E.S agmd born m 1925 wubfoughttothzclnldxmn}{o‘mdnz}

of sge on account of & knnﬂntbelmleofhtrmoudi(-tc
Fig 34) She paveno of infantile symptoms, but the mouth feson v
conmdered to be fuetic and the W R. was found to be y pontive.  The

lesson cleared under antuyphirttic treatment, sulphostab 8 G in 40 Ingections

and mercury jodide pills, * After 18 months trestment the W.R. was negetive

Andlﬂlcmndrobesi\;hgwﬁwam,ltﬂ:lgcofnuﬂvs years, arash

oa the shins, which Sir Archibald rlydhgfmcd--n-ty'pialformoftrytbcnu

nodosum. At that time the mouth lexdon shom ed no agn of recurrence and

WR was sull The Yetr 1932 wia a trying onc for the priient in

Juouary she had htbcm 1 April ‘memles in October folhaonler tonsillitn

mth)omtpmmlﬂ doaord.:mertd heart emon.  This wer confirmed

-tourbo-E;ul nlrbanmuchcn'tm!hldhnob«.m\n‘uﬂﬂ‘
thcchﬂdcom leiped nmt}tlﬁlﬂdﬂﬂn}gof{hn‘ﬁt

oughttn of the tibu, but X ap

hﬂcdtaahowmythm The patient atttnded the Rheurnansm Clime
furlyurltthcmdof'hlchlhcumtbdmhn‘cbldl mutroer caly
Three months later she was well enough to :thi:rl uides and st g} she
was drscharged from the erdinary medical efimc n;
ﬁup-u:utwn-cre-tcdcnagmiulryphﬂxdcwbc pcdevidmc:o!-
rircumsetic cardrtis, with involvement of the mutral valve Prm
factory and when last seen at the age of 111%/); there was no &
nent valvulsr deformuty
LW born in May 1g22, had no infannle or later s but was ds-

N cong He wa trested

covered to be s btent congemtal gyphilitic nhen 6 years
wrdlmbﬂmninfccmg;umcrgynﬁdepﬂ At1&r¢?nu{l¢cthcmﬂ
and sdenmeds were removed and after 2 coamderable from b ¥ D-
treatment, he developed chores.  He was admitted to 8 medical ward, s there
was some quesbon of s compliomtmg cardins.  Nothing definrte could be
dctmedlndtbﬂnmddmed\arﬂgﬂduﬂymhidtdmdvulhmlfﬁ
montha,  When 1t recurred the boy complained also of puns 1 the

legs. }Lubmnntbmfoundmbumlngrd,mdtyuolrcmdplﬁm

murmurs were heard 10 the mitral gree.  Despte much anteypiulitrc trestmert

the W R. na1 not quite pegative and the blood -mmgmnmam

the ensuing 8 monthe there were cardrsc demage
mm ar 1o devs, rdﬂnh;trmdaz-dmnofﬁth‘l‘
and scrotum. Dcnhocr,\mtd -gcufm‘/uT \tn:wply
o of ol r
:::norz:rfmofthebun dﬂlttdnghtlm‘ltklnd\tﬂtntk mddih\cdlnd
left ventricle.
of the left ventricke way thickened white and opaque. There was shoel

thickenung of the mitral vahve wrth T‘maponu. ln\beﬁrlil”"
tj-l;edurhn('.bcnoﬂlt}wrev«nnhmplu Linear scar with & depressed bese
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ment. 1o fact, 1t 1o poasible that he v over-trested for secerved 19 G of
with mercury sodide over & perdod of 31 years.

patiert was 3 well-treated, posibly over teated, congemtal syphilric
abo hter suffered from chores and rheumatc pancardios whxch ed fual
The sorte arch ted a scar which vras coosidered to be ad s

pomibic that 5y mhmbcmrwpmﬁbk,anhdnummfwmof
anifestataons.

LG, boram 1919 had no definite infantile symptoens of congenital lues but
waa " fregie baby ”  He ailed little until, &t the age of 74 13 vexrs, bhe developed
not unnatarally

»
of Dr Peynton, physal of the chest revealed *sn abrupt, shppiag
&anddthchanmdxuhmn)nnhcmumurhurdmwlmnmm
the gih " \odt&xmzdngmnsoftheurc&cmwu}dbcmﬁt
bt it wes to rest betxcen rheumatmm and sypbils. No cescous
w-mmmmmum\mwm-m\c“n
© eridence of 5 syphilie soll. T}m!hcpmmncrcmn?inlﬂ:dnnlsw
dta \be Indubitably evphilitic natere

m dugnoss this Lind of case ouy present Durtng the ensiting §
1431~35) the patient cocvmatl mpLutdolfrdxngm_Rtquthc
of et indolgence in cycimg_snd eximming cardix

mahthemmthtdlﬁmcformkt x sywtolte
bean and 2 pulee rate of 120 per minme. The kness qurte aell apd
the TR, had reversed to pegative after a vesy s treatment. ¥When the patsemt
o fext scen uc the sge of 173 the blood had ven 13 pegatne serological
b thﬂybdm&eamoimhxgn mother wrote mnng that
prent was well and that be was follow mg £0 0utdoat HCCUPALIOT. Int
€900t was again made with the mother who Told ws dt, dowprts hus
:’r&xmﬁmumwmm s an Ar recqut.  He had
;ﬂdmhemnw.m.fmmmmp&mdmwu
¥pent the remaming yexrs of the war i this country In 1948 he waz
lorry and s8] preferred an outdoor Ifc to an indoct occupstion He
£Ptared 10 be well, ahe said apatt from betng rther pake It would have been
Y menesag to have seen Kim wpain s to bave 1 i s carcluee
h‘"‘dmﬁmnmnndemdmmd‘bmﬂ*wmm
h'?ln fppdntment 1t the tal.

» o difficult and interesty \Eerpret. Prvaton, with all ba
demmﬂﬁxiﬂﬁmmdmmw

ver {
rewalt

i

10 the mtuse of the Jezmon, whetber heamans ar yphiline. I the dbaence
:ag"“”ﬂﬁchmnry md\nchmmmthdmmdﬁ"w“f“’m

Dfubtm;upeqm\oaln»dmofrhnmmm.hnm
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view of the positive blood test looked upon the joints 2 well as the cerdiae lesion
s being possibly of te ongin.  That the cardwc lemon pertisted after
full course of itic treatment might be due to the likelihood of the kesion
organic and irreveraible, its extenaron having been tempoanly presented
by antopeafic trestment the patfent received. It 1 possible and even
le that contraction of “scar  tisup may eventmlly remult m farther
of functron of the affected valve and/or that recrudescence of trepoae-

mal actrnty mught result i further cardiec damsge.

IW bornin 1gar had na infantile or later symptoms of congenital hues untl
the sge of 5} years, when a rsh appeared on the buttock w] resulted in
copper-culoured starmng  This aloee might not hsve suggested a syphlitic
sctiology had v e not known that 1 younger ster way being trested for el
syphiks. A poartive W R.1n the patient dinched the but the infectron
wes probably soquured (sec Chapter 13} Injections of stabilarsan were ghen
and after the third injection the patient chorea whach Jasted oa and off
for 2 years. At tho Rheurmatum Chinic which she sttended dunng this period
ber condrtion nas diagnosed 13 “chorea with doubtful cardits.”  After three
moaths her heart way moderately enlsrged and a mutral systolic murmur hed

By thus fime, at tho age of 7%/, yesms, the pauent kad fimshed ber
an hiktic course of bila, G with protolodide of mercury
gt # bd. dunng 21 menthe. The W R Kshn reactiom were then very

negative At g years of age, when the W R. was quite negunve, the
child no longer showcd any signs of choren, but & soft apical systolic murmur

was prexcot and again at the age of 10.  Finally when ¢he nas 11 old Dr
Sheldon s report wus that the patient was  free of rheunatism, with no chores
and pothing cardee,

Thus 13 an interesting clinical hetory and one s almoet t to snggest that
the chores and the cardiae condron might both have been of purely syphilitc
ongin  \Whether this were the case or not, 1t 1s certainly to
whether of no the outcome Wwould have been o favourable had ths not
been

The followmg case w of derable interest from severnl powns of
view

V B born in 1911 wes scen by us 1n 1933 when hu chuld lztdiﬂm‘h"
sttended our VD Clinie with frank congenital syphulis (scc Fig 2¢ There
w22 0o hutory of venereal infection 1 Victor B orhhwlfe.butﬂwﬂfwd‘

reactioma were atrongly posstive. ’I‘bcnnnnp-pnrrdtobe‘d

congemtal syphils was obtunable, but he gave & of having suffered froe
dwmﬁl?lndtm‘t, 20 he sd, qum to an adult cmic
where ingectrons of henamine (N.A.B.) were grven, Tcndnn-fldm‘
second 1njection (0+6 G ) the patient 18 toh\'eh:dmep:kpufﬂdm
unconscious for 1o munutes. W pext he sppesred at the ':E
exsgperated reflexes were the only physial «dgn present. The treagosrt
changed to bustorol (2 5§ m! mmmmhiy),dnhrhbeunm\cﬂ)fwm‘“
6-week Intervals betneen the coursd :
Blood wis teated after each course and atill found to be positne W nhin » fex
of menungstis developed, for which ho was sdmitted to 8 et

hospial. Jere the blood and C § F were found to gve posih € restiaos.
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stopsy purnient mengias {organtm not determined) and kobar pcumonis wer
prosent,  The mitrsl vabve was moompetent and partly wtenosed and had a
nog of rheumatc  vegetetods,  The mortic valve was el incompetent end
distorted by fibroas of long standing from the wall of the Jeft
:Sdeler:rlopuﬂ"v cascous nodales surrounded by fibroum pae

tobe hilitic,  The socta exhibited s fem plaques
ammm the maln braoches. Secttons af the bran
semed, in sddinon to purufent ts perivascular  cuffing  and other

e zbeﬂnkdon 1 th Lhtthjmumlmugtm;lﬂqphmbc
at of:gnflpm’ulmtmmgtmmmplmﬂm y stage of
Eﬂ:ﬂ.\pﬂn}yﬁ The heart Jesrona are of interest but dafficult of oD,

I&dwmﬂ:mmdthcmmtdn ards.
The nodules {n the suncular sl were certarnly gummats and i that were
the cae they were of treporemal ongin.  The canbovescufar fesions msy have
btﬁlufdmmnﬂcmi;m,thmnghdmhmdﬂngind&plumuhmmjpmnm
definitety to rhewrmtion,  Ox the ather hand, the atheromarous plaques i the
trh-munddnanﬁcuafd&cmnbnxbalnnpmemml;qg:nd
e in favour of congenitat syphilia, 20 that it 1 concervable char
bty of the so-called “ rheurnatrem and heart™ may reafly have been due

of sctivity  In conoection with the post mortem
mooant that the mitral valve was incompetent snd partly stenosed and bad ¢
‘:hﬁf“ et a pobli m“\& o oo Hewrt Valves

(1949) & of intereat. In many cases of fibnin, origpnally
dﬂu&xdgyﬁfnbl 4 by
of 1

m 1856 may become snd atteched o the
®uncolar surface of the rmral cups, leading y to the gradual theck
img of the cueps. not ssocuted with duese and
m that they were part of the pormal sgeing process of the valve

A

mﬁ“?‘lﬁh;mh 1916 after hms mother s mad mptwmwbe

of pregrancy  He was thus pe 20 far

k2 b0 casly infacnile srovptocne, but at 15 montha developed el condylanate.

“‘““‘f’ml;ndmmmﬂ t with é@mn@mwmm

oA 8years, h and spenal thad 6 cotually gave

Vamermang l’ttbcchnyun_ When he s 14 he began to

funt and of pean over the heart. It appesred cortata that »
secemed obec:

oo nenosis. W t.bueamm;yhn:;;:n,n

Th petient, for kv ater he youned the Royx! axce.

[ 18 the coly imance of cxagenien] heert discese § have encountered m ary
o canes of tal tues,
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Chinical significance of congenital syphilis of the heart

The literature of both pathological and clinrcal f of con
genital syphilis 1n the cardiovascular system has been glven in some detadl
the few cases which I have encountered having a beanng on the problem
have aleo been seviewed  That there are 80 few cases 0 | think, sttribut
able to the fact that my clinical material bas been drawn from the under 12
age group with relatively few exceptions, wheress the more drmanc
cases of this type in the Iiterature are mostly adolescents and young
aduls  In wiew of the wide divernity of opinions expremsed by vanous
authors in the past on thus subject, an attempt must be made to Fummanze
the present posrtion and to make suggestrons relative to the detection and
management of thesc cases.

r Myocardiys In infancy there 1 indaputable evidence of 8 diffuse
interstital myocarditts 1n many patients dying of congemtal syphibs.
Less commonly there may be & gummatous myocardrtis and at times the
gummats may show & myxomatous transformation It 43 possible that thes
mryocardtls may be one of the factory leading to neonatal death n these
patients, but there 15 no evidence on which to make any suggestions about
its responise to treatment.  In young adults there are few definute cases on
record of scute congenrtal syphiltic myocarditss lesding to raprdiy
developing faral cardic failure.  These have not been dugnosed dunng
Ife and one cannot speculate on possible results of treatment.  The
possibiltty should however be borne i mind tn cases of raprdly-developing
heart failure in young people in whom there 1s no evidence or hutery of
scute rheumatsm or other more common actiological factor (Warthin
1911 Friedlander 1921 and others) The possible sgndicance of con-
gerutsl syphilitte myocardrts 18 frequently overiooked and 1t 1s remarkable
that the punstaking and extensive investigations of so abje a pathologmt
#s Warthin should not have recerved the recognition they ment.  Per
haps 1t 1 becsuse some investigators have been unable to confirm s
findings, but Warthin particularly stressed the fact that much panence
wras needed 1n this type of research work and the necesary patience may
not slorays have been bestowed upon it. In the author s clinsc at the me
when the chnical and pathological matenal was avwlable it was vn-
fortunately impossible to repeat Warthn  work owing to the lack of ted-
cal asarstance  Even though Resahn has statsstecally demonstrated the
error of Warthin s conclusions as to the alleged presence of syphilime
lexions 1 presurmably pon syphibpc sdyls by muaking the agang 10
the organs for syphilrtic changes, there can lthm.l:,bclmledaub!ﬂfll:;
validity of Warthin s observations on syphilitic infants, older chikdren
young adults which have recerved confirmatian {rom Stobre, McDonakd,
Tumbull and others.  As I have indicated i thes chapter and d""w*""
1 th book latent congenstal syphilitcs and the chibdren of conges!
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siphililic wothers may be frequent bearers of types of ayphilitic lessony and
they mey 1 the past have proved to be w dignifeant source of efror 1n
the satrstics of allegedly non-syphilitic sndniduals

2 Aoty Small arean of scarning may be found i the sortas of
childeers and adol dying from ! avphile a0d these hase
bmlhawnmqmpuaﬂymhnebcmducmtbcurpmcmx The lemon
foand a2 autopey 1n Case 3 (LW p 128) wae probably syphilie, ahhough
Peoof cxrmit be conndered absolute in the sbtence of demonstration of tre-
I +n unlikely scoomplat after all the treatment the penent
Ind recerved.  Nevertheleas % Warthin has emphasred, the callections
efmﬂamm:aryndh,}ym,pbocvmmdphnmcdh,mtheformofmm
ot livews stsvaks between the tunica media and timca adventtia or around
the v2aa vesorumm, must be regarded a3 evidence of ayphilitic invalvement
ﬂmmthclbsmo{tupuodmu!fomoﬂhzf‘p&ﬂdm Smmil
kﬁm&muﬂﬁkﬂytahj&lﬂ’]dﬂdﬂlugmﬁmbmdmmmmm
they may tead to rad logrca! evidence of sortic di or very racely
mxunlmn—yunformmmvmhpoaﬂﬂerupm The age of
P!bmtwuhlnwryimmxymnzhmabcxmﬂudmgmdmggmthn
xquired rather than congenital syphilia 15 the cause., Carey Coombs
refers 1o aa suthentic case of 8 woman who wes undoubtedly & congental
"Phﬂﬂwaodwdltthcngeolqadlbonmmwrym The pot
mirtquent smoclstion of athersma and syphilitic sortr sdds <o the
dficulties of the patbologist poet mortem 2 1t had siready dove to the
dinmdunng!hcpmenumnm
Iimwmmwmtkm\mmrmwm
‘mmmcnubhmﬁ: and in any case of wolsted wortic regurgrtation

YN 3 a definge o mare, manfesmtion of congentn! ayphiln mast be
!M“Wwﬁmwmttﬂmmm Congenital sypholis
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of the mutral valve s perhaps less authenticated, the mout definite refer
ence to 1t beng in Warthin o finet paper (1911).  He atates that hus 3 older
3 showed mitral endocardrtis with Insuficiency and mrcroscopte
changes of syphilitic myocarditm, but he gives no further description of the
MACTOSCOPIC Or rucroscopsc appesrances of the mutral valves. Covan
and Flepung and later Stoble refer to the posaible causal

between mitral stenons and congenital syphilis 1n some of ther caser,
The relaponship between congenutel syphdis snd theumatic cardrtes i
important from two sspects  Clutton s jownts are 2n undoubted manl

festarton of congenital lues but they are pot invarmably bilateral or painless,
and I have seen severad cases m which a unilateral painful knee foint 1n »
congenital syphulitic child has been regarded as rheumatic and hus fed
to prolonged rest in bed  to protect the heart.  The second aspect to be
conndered 15 whether rheumnatic fever occurming in « congenrtsl syphilie
1 Iikely to run sn sggravated course or to be favourably influenced by
antt luctic treatment. Fordyce (1930) drew attenton to the fact that
children mrght be the vicnms of the double mfectson, cangenital lues and
rheumatic heart dmesse.  Of ¢ such cases which he described,  stribng
feature of 6 was the latency of tho congenrtal syphilis.  He put farward the
suggestion that luetie rheumatic children form a well-defined sub-group
of rheumstic children genenally Any rheumsde child who shows un

usual symptoms or perplexing physical mgns ar who does not respond
smfactonly to orthodox trestment for the rheumatism should have &
blood test done and unless the result 1s clearly negative anusyphilite trest

ment should be combired with salicylates When rheumatsm doca
affect an untreated syphilitsc child the prognosts 1s almost certain to be
affected and 1t 13 possible that many bad rheumatic hearts are besed o0
congenital syphiis  (Fordyce) Carey Coombe (foc cit ) also expressed
the view that congenutal lues apparently predisposes to severtty in an inter

current rheunatic cardits,

Some of the patients swhase histories I have grven abore would came 1nfo
Fordyce s category but I would go further and suggest that some of
the sttacka of so-called rheumanc cardits and even chorez may be
manifestations of treponemal activity which would bencfit by trestment
on antsyphilrtic Lines even though the W R. be negaure.

Thus expect of congenttal syphils has been rathes fully deslt with becansé
1n my opinton 1t has not hitherto recerved adequate recognaion In my
\ncv/lplncmﬁ'omLbelgtaf7yc:nupmc1rlyldultldc.‘uv30yﬂﬂv
who has or symp of Iatory disturbance or embar
sbould b:g;urdully investigated from the pont of view of cww:u':nl
syphiln. A negatsve serum W R must not be the fim} srbrer ”fxmﬂ
too often the cuse. The mother s blood should also be tested the y
hmmyshuuldbeclr:fu[]‘quuuvdmm and I know from persons! expen-
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ence how much patience wnd tact this often requires and the inquery should
be carned out confidentully in the consulung rooo.  Should the hmtory
be suggenttve corroboratron abould be sought from an mvesagrtion of
the petrent 8 hrothers and msters uncles sud sunts, wnd grandparents, i
posible.
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THE ALIMENTARY SYSTEAM

L The Mouth and Pharynx

Mucous plaques were stated by Diday and other early writers on
congemital syphilis to be not uncommon duning the first few months of
Iife. These are seldom seen nowadays, doubtless on sccount of the ante-
natal treatment of mothers and the cartrer and more satufactory UEBD;“
of tntants. Other buccal Jesions which have been described rﬂr:;o:
aphithae, others the skin exanthem.  Scrapings from sphthac would
the Momihia allicans wrhereas the secretrons from mucous patches contat
the treponema and are therefare infective. Ocmmﬂymmmg
children deep ulceration of the dorsum of the tongue or of the fﬂéﬂ -
linguae may be seen s was reported by Carpenter and othert. Pm
the age of 12 monlhlcondylonnumybexcum!htchccum?g‘:@
lips, granulomata on the tongue, and indurations of the Iip ‘inn; »
except the Iast are very uncommon. Jeans and Coohe record uﬂdmt’“"
of the lrps 79mnnf5xomfmnund‘:rv.be-geohy':-ﬂl,rrw"‘imdﬂﬂy
noa-whites. In our cxperrence induratrons of the Lip have been

h mucous tubercles of the cormer
rare, but they may occur in association wt
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of the mouth {sce Fig 34} In this patient the condition started os an
impetsgo ™ after which 2 crost farmed af the sge of 6 months at the nght
mgle of the mouth,  Identical lessons may be seen 1n casen of acqured
ryphibis (see Fig. 95(a)).

The more tell-tade Jesrony m the mooth and pharynx arme & few yean
Tater a3 2 rule, though ocossronadly the gummats of the palate or pharynx
shout to be described may not be seen untd sduft hie w resched  The
femons urnlily start | gummatows whltratons (mocous patches) of the
soft tenies, of the hard or solt palate, or of the frucial pillars or pharymx.
They sre pot very pamful
spread sEpidly s0 that when seen for
the first time the patient mav exhibat
quite an extenmve arex of uloerston
with fuch necrons and loss of tasue,

pillars

tornls, the palate snd the walle of
the pharynx.

Fourmer found the throet affected

m 46 out of 212 caees (2177 per

cent} the most common s was the

woft palate wiich be found to be
exchsvely affected 1 30 of the 46
throat cases.  The pharynx alone was
attacked fn g cases. The extromes
of age were g to 15 years with the
highest wcidence between the ages
of 10 xnd 17 yewrs.  Fourmuer wstes
that, as with wyphilitic disesse of the
Dose, the conditron starts 1omdiously
m the throst and the damage to the
Parts may be conmderable by the tme

Fio 34  Muooous tuberclear nght
gl of mouth ax 27 (33 yeans
sad o hare been peesent smice
dw sgn of ¢ monchs The
Jesony looked  granulomatoun
the lower bip was mfiltoted and
yellownh

had

fymph oo 1he surface A dmi-
ar Jewion I3 shown 1n Fig ps(a)
whoch oame from a child wrth
undoubtedly scqurired syphilie.
For feeth of tha pacters wee
Fig 48om p 353

the petient consults & doctor or the Yesion 3 discovered scodentally as,
for example, by g dental or throst surgeon.  Thay wlent  onset of throst
ayphilie renders 1t impossible m many cases to grve the prease duratson
o the syndrome,

Cn the other hand, Jeans and Cooke (p 164) obeerved kemons of the
Bowe and throst 10 only 15 of the 339 chuldien over 3 Jeans with acuve
Ayphils sudied by them {4 5 per cent).  The sges mnged from 3 yeass
Upwards and the greatert mowdence was between 9 and 13 yesm

Inthe paper by Mackerme (1880) his account of the lessona slmont talhes
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THE ALINIENTARY S}STEM

I The Mouth and Pharynx

Mucous plagues  were stated by Diday and other early wntens on
congenital syphilis to be not uncommon duning the first few monthe of
lfe. These are seldom seen nowadays doubtless on sccount of 1he ante
natal treatment of mothers and the earher and more sausfactory treatment
of nfants, Other buccal lesons which have been descnbed resesable
aphthae others the skin exanthern.  Scrapings from aphthac would show
the Montha albecans wherem the sccretions from mucous patches coota?)
the treponems and are therefore nfective.  Occastomlly 1n very youns
chﬂdrmdecpuloenuonn{thedummofthemngu:oro!zbcfnmwﬂ
lingusc may be seen a1 was reported by Carpenter and others. Up o
the age of 12 months condylomata may be scen on the checks, tongue o€
Lips, granulomate on the tongue, and induretions of the bp all of which
cxcept the last are very uncommon.  Jeans and Cooke record md““lh"";
of the lps m 79 out of 510 mfmuundcrthc-gtohyuﬂ.md oy
non whites. In our experience indurations of the ip have been deod
rare, but they may eccur in assocrzuon with mucous tubercles of the comeT
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of the moath (see Fig 34). In this patient the conditron started as an
tmpetgo, after whch a crust formed st the age of 6 monthe at the right
angle of the mouth, Identical lewons may be secn m caacs of sequired
syphilis (sec Fig 95(a))-

The more tell tale lewons 1n the mouth snd pharynx anse a few years
Iater as a rule, though occaxonally the gummata of the palate or pharynx
thout to be described may not be seen until adult Ife 13 resched.  The
kewom usually start a8 gommastous infiltrattons (mucous petches) of the
soft tmeues of the hard or saft palate, or af the faucil pillars or pharynx.
They are not very panful they
spresd rapsdly so that when seen for
the first trme the patient may exhibr L 1
quite an extensive area of ulceration -
with much necroms and lows of tissue,
frequently with a perforuted palate
and sbeenct of uvula. In addrion
thern may be 2 good deal of scanmg
sbout the oropharynx, with adhe
«ons between the faucml pillare,
S:I:Ll,dnpalltemd'.bcmﬂsuf

P

Feurnler found the throat sffected
In 46 out of 212 cases (2177 per
cent) the most comman wite was the

F1o 34 Mocous tubercle st right
mgle

of mouth &t 2712
waft palate, which he found to be -.\dml:nnbo:nprt-mtm
cachumrely affected m 3o of the 46 the age of & months. The
throst ceses. The pharyny alone was Jesion  Jooked  granmlomatous
attacked 1n 5 cases. The extremes :‘dm“?ﬁfdm
of age were 5 to 25 year, wrth the Iymph 00 the surface A gimi
bighest 1ncidence between the sges Jer losion 1 ehown in Fix o5(a)
of 10 and 17 years. Fourmer states whrch came from = child with
that, a3 mth syphiltic disesse of the undoubérdly scquired syphilis.
pose, tho condrtion starts inmdiously E“ ;‘: aflv:h.- patient see
1 the throst and the damege to the hd P18

Pty mxy be comsiderable by the nme
the patient consuhty & doctor or the lemon 1 discovered scoadentlly as,
for exnmaple, by a dental or throat surgeon.  Thrs  ilent  omset of throat
:Yfphm: renders 1t imposetble 1n many cssea to give the precse dunation
the

Op the other hand, Jeans and Cooke (p 164) cbserved lemons of the
nose and throat 10 only 15 of the 329 children over 2 yesrs with active
syphilis studsed by them (4 5 per cent). The ages ranged from 3 years
upwards and the grestest incadence was between g and 13 years.

In the paper by Mackenxe (1880), hrs sccount of the lewsons almost tallics
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wnhourcxpmmceofpyunhm He mentions erythema or mfiltra-
ton of the mucous membrane of the mouth and pharynx wth enlarged
follrdnl’nt.h:phnry‘n,ga]wﬂl. The mucous patches  vere scen on the
uvula, torutls and prllars of the fauces and they were rarely symmetncat
they showed & great tendency to uleerate and the laryns might be aumitarly
sffected as was narrated in the previous chapter  Mackenzie stressed thay
congenital syphilis was an mnportant ceuse of deep pafato-pheryngesl
ulcenuonmchﬂdrcnqnfwthumndxﬂunnnnﬂydmpthemho{
syphils A peculunty of these palatal ulcerations is therr central position
1o the rof of the mouth and the sym-
, o =t metry of the area of destruction on erther
' \ otde of the mid bne  In & small pro-
L.~ . portion of the cases ulceration of the
-~ * tongue might be sssocisted with pharyn-
g ’ +  gesland laryngesl ulceration.
It would appear from Nackenmes
account that 1n hn day the discmc wa
hY more scvere than dunng our own
\ experience (1917-1939) for it atiscked
more young infants and the leuons were
more extenuve and destructive than n
our pattents He found for cuample,
-~ that out of 30 cases eramuned with
reference to the penod of invasion 14
Fla ogé'ml::rut had necross  (pearly one-badf) occurred within the
an unknown aye first year and of these 10 or one-thurd
patat it ATt e e of the toal occurred wnthin the st 6
dpleced uvuls wero fint months  In 6g cases, fomales were more
secn witen patrent was shout frequently affected than males in the pro-
at a8} years) seeth F’m"m'""f“f‘““k“uza'ml[”'of
ntbjmdmcnhcwnd muzﬂwu,4am;y iy the other
#xme chuldren, 2 boys and 2 ©
only narrowinyg of the jower ’-4;;7“’“1 e mnlulﬁd 13 females,
m therr curting edges the scxes being almost equally affected.
Inno:u'nctﬂ!"““"h‘lf"h‘":”“ﬂ;"ce
of onset from 3 to 28 years, could be determuned whereas io t
mmmmxsmdiaméwm;nbm?cwmm
e a and 12
memmmiaﬁ‘:mgiwpﬂmﬁ?ﬁemd

1t 1 notewarthy how insdious
:y-phﬂmcduaxohhcmomhmdthmnmxybe.mchnwhmmepmem

fint comes under observation, the craatnzation and damage to the ;:{l;:
(basd and soft) and pharynx may be quite extenmve. Of our 24 o

paventy, 17 gave no hatory of infantile symptomm and of lbo.wrm‘nmﬂ 4
7 only z had defimie symptoms of congenttal syphibs the first ufficy
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md eprphvarts, the second hnd snuoffies and was small  The other 5
complimed of such vague conditons as maloutntron,  alwavs aflmg,™
“kremng been & small or deffeate baby  and ope was born “with menmn
gm.”  The Eerature docs not appetr to disclose thes absence of earlr
mrdestaons of the discese with subsequent mouth and throat lenom.
It 15 alyo of mterest to note that of our z4 patents no fewer than ry
bxd eye trouble, 13 mterstital keratris and one cyclits and mits one of
them bad 20 attack of keratrirs at 8 years and relapres st 12 and 32 yran
of 3ge.  Seven of the 24 patrents complamed of deafness and 5 of them
Exd ofected jomnte.  About one-half of the pattents had hoarse or gruff
vosces.  Scveral patrents with perforation of the palste spoke with a
“raal” vorce [ke sufferers from 2 deft palare.  One parent whose youce
Iad chunped prior to attending our ofinre was thought to have had diph
thertie paratves.
Another patoent, O.H., 2 grd eged 11} year, had no servous illvess oatil ot the
Eulmmha&:mbmc“ukcmcd"md:bcnjmmmxmdmd]y
was st to Great Ormond Street with the dixgnoss of tubar
culows, for which a hopeless prognoms bad been goven. The mdpaE

were coerml wn sarrmy amd froman of the rght aude of the soft

arx! 2 posctrve blood tesz confirmed the dixg: L

ey of the dixcese was stayed by trextment, her blood W.R.
negmrve m 12 montks and megatre il she wes [est scen ot

varsof She was then of fine md-ppu:rmﬂy‘n:ﬂmth:

wcrred i of ber phorvoe palate was t to

the wall, 30 that the secrepons tended to collect m the posc

= ohe Abbough mtorfered to some extent with ber aeep  sargmal

wu nox advsed by patrent wza
wable to amell bt could wte food.

Thss casc exernplified the statement somctrmes made that “srphils of the
outh and throat amv carse 23 much destroctyon m e week a3 tnbercalons
=¥ do m a vear ”

Amoce other mteresting throat Gues the followmng mav be grven

A prd war gard o have had “ menmgrts from birth ™ but no details of soy m-
ﬁ:‘iﬁ were obtxmnable. -\.n.ymufﬁenbedﬂﬂowdh:rmm

whent the seram rescton was found o be hile xgecton
mh&mm-hdw@dmm the trest
Cxnt was strvd to have bem contmoed for some yerTs, of tins coe was

DR wazs 3 sl bubr and suffered from somtfies. She bad no other svmp-

e smorzesive of congeronal evphile autll an attack of mtervwml keranme
mtﬂﬁ&\’mn{r_—ef £t was thought, the of smd m the
eL Ar the age of 1ob vears sbe wms admued © the s Hoepeal

e the care of M George Wingh on scooent of a ~fomp m the throat.”
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The relevant history was thet e sbost 10 yoass of age panent
charging cart and became slightly deaf lndll’-epareg:ma:d
bresth was offensive A change sn the voice was attri
panl’ym,bmrrhendwp:ﬂcmunmnﬂwwdbyhlr Waugh the changed
was found to be due to 8 scarred woft mthlh:rgcmgdt

b

2

5

2
nF

i

sied
e
iciits

vasted until one day when aged 154 yeam, she sud
heanny 10 the kft car but not in the nght The Lasted for
sbout 2 years and thep the heanng deterrorated snd agan became varuble.
At 15 years of rhcmﬂnm:mhonohber%h(e}yvrccmn:d and it showed &
abight nebuls. pattent recaved 166 of aracnicals in 46

and adyuexnts 1n the form of thyrod Wd mercury and aver
= penod of § years (1 1635}, but the VRuumlymfmxzm
after which 1t Mmmgmwnthnngeof&yunbun}w
wres atill y positrve. Theg:cbmt}ndmmedm meantime and the
b-b{lbloodgnn. trve W K. and Kahn at the age of 7 months and sgun
xt 32 ; years.  On the lest occesson the mother’s blood had relapsed soroew hat,

The next patient showed many festures similar to the foregong

DB« male, syffered o infiMile symptome, probably on sccount of the fact
lhltd\emathn“nn:mvml sorne trestment foc the diserse which had alresdy

been mmoldnzchﬂﬁt The first lemon D B 1 known to have
suffered was interstribal keraona w6 years, which iated for more thao & yesv
and then apparently clesred. At B years of sge he became deaf and when be
was then examined at Great Ormond Street
and scxrred and shawed a perforstion. There was some wmprovement m the
hearing after & few injecnom but owmg to the war condrtrons and parental
1 trestment was allowed to lapee for 3} years.  When treatment »m

st1ayexrs. At 153 yours of ege the

resumed
scemed to mnproTe
th optic neuntrs and thie m the bt eye, which rendered
ﬁ:‘; y blind 0 that eye. From this tme on the deafness progresed in
the Left car uith oceeuonal nowes,

age
At the age of 39 the W R, and

Eﬁuﬂnn\ deaf m both eann
|nlhlclfym17mhnbtn}rmuvdbdmokd‘hvchdd:cn
An older brother alwo became very deaf and atmost blind from chacoditrs

(soe pe 331}
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Lesions of the Tongue
Gloeutrs s not & ife of ! syphilre in chil

dren doubtless because the irmstive effects of alcohol tobacco cond:
ments etc., Are not operatrve xt that ape.

Barlow n May 1880 exhibited a case of ayphilittc discse of the tongue
in a girl sged 64 years who had deep ulcerstion of the mucows mem
brane of the tongue with e probeble gumma 10 sts substance.  She had
wffered from mterstitm] keratitn o years prevously  Sull found the
condrton present in 4 per cent of huis cases 1n somre there was & patchy
thickenmg of the epithelum In others ulcerntron—chuefly In the muddle
of the dormal sarface of the organ. The thrckened arex mught have a
washieathery look and be slightly cefved ahove the adyecent rea, or 1t
mght have the sodden dirty grey look of a condyloma, or the appearsnce
mght be  dry indolent and yellownb-brown s if there were some gum
matous miiliration of the superfrasl part of the tongue. In Bulle
cxpenience Ruch crsea were usually scen duning infancy—-under the age of
2 years—but he records a cuse of chronre glosarts mthout ulceration 1n
boy of 3 years in whom the indurrtion of the tongue was assocuated mth
ana] condylomata.

Carpenter describes  an ulcer of some depth  far back on the doraum
of the tongue which was found post mortem but was not seen duning ife.
In ancther infant 1 month old he found an uleer of the fraenum lnguse.
10 another patient 4 roonths ald Carpenter found an uleer at the posterior
thuird of the dorsum of the tongue which was msocated with infiltration
of the ary-epglottic folds and ulceranon of the thyrohyord membrane.
Other authore have described lemans of the tongue—TFourmnser 4 caves of
gumma in the muscular substance in patlents aged 12 14, 16 and 24
yeas Hochsmger mentions having scen 3 examples of the  diffuse
scleroamg glosartis (v Duenog) i one of which the whale of the toague
wx affected and protruded from the mouth a3 mith & cretm and 1n the
oiher crees was in the form of localieed nodules (g ) which pied
one thued to three-quarters of the organ.

Tanner 1n 1922 exhiluted to the Cliucal Section of the Royal Socwety
of Medraane a child of 4 with syphulme ulceration of the tp of the tongue
and enlarped cerncal glands.  The leson responded rapidly to treatroent.

Among oar ceses & gir] 7 aof sge attended Grest Ormond Street He
o sccount of ulceration et the corners of the mouth and mucos tubercles of
theanus,  The blood was found to resct posasely but guing t wer tme con
‘ﬁba'(lql)!bemn'cxttdcnl wth roercury rubbengs and socn defautted
Three yeats feter the stteoeted saother hospreal neases to by horne._ She then had
wherration of the pharynx snd tongue, for which she was g1 en Bydrang € eret,
T 1tad Two months hater the tongue was onll alcermted and stomatits was
Present.  The htter may have been due to the dmease itaelf or to the mercury
After s further interval of 2 months, dutrng which ime o treetment appears to
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(Awospenform) (Frey 1896 Pfiger 1934), ex trayons de vacke or teats of
a cow (Sebouraud 1917) udder fike (Osmprantx 1927) end stning purse
(Moxer rgry) (ali quoted from Lebourg op ct p 87)-

Continentsl especully French obscrvers intereated themselves mare
particularly in the deciduous teeth which they mantamed wrere frequently
affected by congenital syphilis. It 1s probeble that rickets which was
formerly a frequent sccompaniment of syphils in mfants, was the pnme
cause of the dental anomalics recorded, Parrot (1881) was the chel
expanent of this view and he opined that the milk teeth were affected more
frequently than Hutchinson surmned  He mantained that many syphilt
tic babiea died before they crupted sny teeth and  consequently the
changes in the teeth which were often comsiderable, were hidden in the
sockets  Fournter (1886) sgrecd mith Parrot that the decrduous teeth
not nfroquently ahowed typreal Hutchinsonuan charectenstres but he
added that the second dention was much more frequently affected than
the first, 1n the ratio of 15 to 1 Fournter also described and figured
(PP 84, 85) types of 6~year-old molars to which Moon had previoualy
drawn attennion and which are hence known in the Englsh spesiing
countrics & Moon s molars, but 10 France » Fournier s molars.”
Cavallaro (19o8-g) publhed the first prebenanive senes of nvestiga
tans an the teeth in congentaal syphilis.  He confirmed Pesins « dascovery
of the treponema ih the dental tissues of a syphilitic foctus and stated that
the parssite was sbundantly present m the dental follicle near the vessels
and 1o ther walls.  He included  the mulnple and sy | dystro-
phies of the deciduous tecth among the denta! stigmata pathognomaonrc
of congenital syphilis. He made many anatonucal chernseal and tinctorrt
investigations which have been extenmvely quoted but the present wniter s
dental colieague, the late A. T Puts, wrote in 19281 I think much of
what he aaya u far fetched and quite unwarranted ~ hamnosh (1926)
wn of the opiron that Cavallaro was led to erroncous conclustons ax
regards the chronology of enamel hypoplasme. kranz (1937) devoted
many years to the study of the teeth for in his contributron to Jadassohn ¢
monograph he states (p 255) that as Jong ago as 1898 and sguin 10 1909
he reported that he had seen Hutch teeth i absolutely syphits-
free familiey He further atates that he was unable to find the treponera
1n the dental follicles or teeth of 20 foctuses and children up to 5 years of
sge and that he nav in enable to sgree with Cavallare Pruni
and others who attributed Hutchunsonan teeth and the other dental
ancmalies found 1n congenstal syphibis 10 the focal action of the treponema,

1n hranz s opivon the chief factor m the production of dental a3 well as
of bone and other anomalies was the disordered functron of the endocrine

glands eccasroned by the
Hochsnger (1924) consdered
t Prrsonal

congerual syphilm to be by far the
commumicion.
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csuse of Rutcht teeth, and he could recst] caly three

watances 10 hs own practice m which they were present i patrents who
showed no other mgn of the duease.  He thought they were due to an
ey attack of nckets  Morton Smnth (1ga3) expressed the opmuon that
there were no claracterutic changes i the milk teeth.  He used the term
mfberry  malar spparently for the first tane, for the type of Moons
rmolar yrhoet crown conmpats of a number of diminotire twbereles or cusps,
compesed of imperfect or snadequately-clafied dentine and enamel It
has alrendy been tioned that Joruthan Hutch 0 1858 raferred to
the pecultar tubercular projections  on the 6-year-ald molars.  South
does not share the view held by some that the changes i 6-year-old
molars are more freg: and more dag of ! syphilis than
are the Hutchinsonuan memory.  Another Amencan investigator Kamosh
(1926}, reported the rexults of his studies on the hustopethology of syphehuc
denal hypoplasie.  He dusagreed with the French school that honzontal
stastions on the teeth mght sl be of syphilitic ongin but he regarded
thern, #2 do most authorities in this country s usually indiesting periods
of nutrrtiona! upset 10 early childhood.  He found that mdigeatron, o
anon snd 1 1mbal d with acute were the
most commen fectory,  Rickets wan lak often incnmumated than was
sntopsted.  Dentine and o & loss extent, ensme! Ind down m the first
yeur smd harnosh, was mont affected, that nd down 1n succeeding yesrn
baing progressively more healthy  Regardimg the first permanent molar
m  embryckogical study shows that while aloficaon of the enamet
begms sbout s month before birth such a depont w hmted to 3 or 4
faoluied cusps ar sprcules, and 31 38 never 50 sdvanced ar binth thet these
cnpr are well united by calafied lyer. Among i conclumons e
sgreed with Hutchimon and others that Hutclunsonn metsors were due
10 faulty development and not 1o transient cslonm deficency

Lebourg 1n 1939 publsbed & monograph deading with the teeth i con
genstal ayphils m which 15 addibon to recording h own obseryatsons
be given @ comprehenmve aurvey of the nteresting sspect of the duerse.
It howeser distinctly fisvoured with the views of Fournter \itan and
®her French wnters ss regards the frequency of the discase sod sy
relation to dental eromons and hypoplasia, snd does scant justice to the
obwcrranons of Moos Pirte and other Britwh observery.  Lebourg hum-
seif aruong other things demonstrated the presence 1 a syphubitic fostus
of treponemasts betw een the ad blmst celts, with
in enamed formation

The Enghsh point of view was n part unfolded by Pitts ahen he opened
the d on  Oral Viand 104 of Systemic Disense i Children
at the Roval Soctety of Medione 1 ondon s aga-  The actialogy of
the Hutchues nian tooth war anil drcure he eid  The fact that the
sugmats were nearh siwgys svonmetneal fike the hypoplasna following

q
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such =z disease 23 rickets, suggested that there must be some central factor
sffecting calcification and produang the conditrar, opposed to & local
factor  One did, however occaslonally come scross a csse 1n which one
central incusor was typically Hutch and the corresponding tooth
on the other stde was normal (Fig 45) Pitts was unable to offer any
explanstion of this curous fact (1921}, but the present writer fiad for
many yeary suspected that it mght be due to the local endartentis and/or
pesartenty dosenbed by Carallaro and others affectmg one tooth germ
and not the other
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The punstaking investigations of Bradiaw have lifted the causation an
mode of product:on of syphilitic tecth from the reslm of theory and
lstran o & sound fic plane. Bradlaw e coaviacng ptpd$
H h 1,
the subpect (1953) v i d by photographs of I . a
Moon s teeth, Grens rdiographs ground sections of teeth, photographs
of T pelbasm m and around the blood vessels of dental follicles, and of
hyperplana, with anomabes, of the ename! eprthelum Subsequent e
thelual degeneration which occurs gives nise to the notch m the cutting
edge,to!herotmdedlngluofthcmwf(cdhlndmLhcdamc&l.hlpcd:
srall cuspa of the AMoon s molars. gzbnﬁgum-bnwdm;m
of a developing tooth germ  These
mmgpgllt‘hm:i‘ ors d by the p of T pallsdem

10 the tooth germ (Fig 36)




¥ith regard to the statement occamonally made that the deaduous
maors mught show the typical Hutchinsonian characters, Pitts expressed
bus scepticam, since during the 30 yexrs he had been connected with the
Children s Hospital, Great Ormond Street, he had been on the careful

Jook-out for such a case but had never seen one. This did not eay that
they do not occur but 1t at least warmnted a doubt. He figured 4 upper
declduous incsors 3 of which were notched from carfes.  He had found
thnwhmth:uppcf!anponrymmbcumcunmudqurequendy
did, the canes might start on the cutting elde and produce & 7otch.  On
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superfical examunation such teeth might be taken ta be Hutchinsonran
tecth, but they were never peg-shaped and were quite different froe true
Hutchinsonuan incisors,

Stx patients m my series of cases have shown notehed deaduous 1n
caans 4 of the children were definttely free from syphilis and m 1 of
them (5) who was scen by Pitts, the notching was regarded s not being
Hutchinsonnn, but due to canex.  The other 2 patients were defimtely
syphilitic (¢} & gurl aged 111/, years v hose decrduous central ncisors were
worn down to the gum in trescentic form, which might have been conadered
by the unwary to show the Hutchinsonman charactersstics and (f)apd
5 years old who suffered from hsemoglobmuna and had positive Waseer
mann and Kzhn reactrom, and showed a mild degree of Hutchirsonnn
incisors (upper and lower)  When last scen she had normal 6-year—old
molars and one normal permanent incisor

The only feature of the dearduous teeth which should suggest congerutal
syphilis 1 marked hypoplesna. Early caries due to imperfectly formed
enamel which may occur 1n thrs duesse 23 1n others, such 13 nckets,
measles, whoopmg-cough, etc. which affect young miants, 1 pot very
helpful 1n dagnous.  Many Contnental writers state that the cruption of
the milk tecth may be delayed by congemital syphilm, but Carpenter Still
and other Bntuh pacdutnicians think otherwrme.  The fimt teeth they
sy may be cut prematurely which i also barne out by the obgervations
of Coleman who collaborated with Hutchunson in his early work, Cole-
man reported that 10 11 cases where the information could be obtained,
1 had ther teeth at birth, 1 at & few weeks, 2 at sbout 2 months 2 about
the usal time and 4 very late.  An amoasted nckets might counterzct
the effect of a premature erupuon of syphilie teeth or even lead to &
marked retardstion.  Ope of my syphthic patients had erupted no teeth
at 15 months, but X\ rays showed that the teeth nere present in the aw
X rays had disclosed ugns of old nckets in the femur and tib at the
sge of 7 months. Abnormal spsang of the decadwous upper centnal
incsors 13 not uncomumon, although 1t 15 not so frequently prosent as it
may be mn the cate of the permanent upper and lower incsorns.

Pitts tamtaned and my expenience enables me to endorse his opinton,
that the permanent teeth m congenrtal syphilis have considerable dragnostic
value, yet there o a good deal of confimen about them  Malformatioas
whuch are not syphulitic are sometimes crroneouly attributed to syphibs,
and conversely the Ies charsctensnc Hutchinsonian iocisors are fre-
quently overfooked. The typteal Hutchmsonan incuor ha two man
charsctenstics (l)mlhtnuonmthcuchncctureafthttoothlﬂ'-hﬂm
crown COnverges fmdwgumtmrdﬂlhﬂﬂﬁu”K":i" td"‘;“‘i’ﬁ

n to cu
barders of the tooth diverge from gum margn o dfmmu&d d

the actual volume of a syphilitrc incrsor s
(z)lnhtcutﬂngcdgtthmunmuc-mofmdly formed ensrmel or
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the emamel may be abeent, giving rse to a notch.  These two festures,
Pitts stated were quite difierent from esch other and were probably duc
to different causes  The first, which affects the archutecture of the tooth,
must cxit from the commencement of calafication down to the trme when
the crown m completely formed. The sccond feature cxists to a vanable
extent and would appear to be a Irmited hypoplasiz such us might occar in
nckets or other general dmease 1n which the nutrrional balance was dis
turbed Pitts graded syphilitic incsors 1nto 4 groups which I suggest
ruzght be desgnated H! H2 H™-3 and H3 H? bemg the fully-developed
and charactenstic upper central incisors as ofiginally depicted and de-

G Rl gt s
ryee:

yr::n-nfﬂ-ml('ll') the lower incisors are
plestic and spaced  the

“ " These wor from the
patient with htke hymphnodes men-
toned on p

scribed by Hutchinson in 1858 (see Figs. 43 44)  In the HY tooth (Figs.
38 39) the edges are paralkel like s punoforte key or converge slightly
the cutting edge 13 straight and the comers #re rounded. Such teeth
must not be dered diag of g "ty-phﬂu,nmr‘nctthq
are not butthcy-reruﬂidmdymggadv:toj’umfylamnonuf!h:
disease and the mitrtion of a thorough inquiry s sct out on p 134, The
H2 tooth (Figs 40 41) 1 more narrowed than H! or it may be barrel or
u:ulhnpcdmthu-hghdyconcu\tanungcdgc,orhmnybcnhxpedlﬂc
ascrewdnver or chusel (H %) (Fig 43).  The colour may be greyuh and
since the teeth are smaller than normal they will be speced. The typreal
Ilutchinsoruan tooth H? has been so well described by Hutchinson
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humself and by subsequent wrrters upon the subject that 1t unnecestary
to 2dd to the ongmal description (on p 142) ’ *

Fia 41 Upper central inclsons
barrelshaped  (HD  lomer m

cors normal  from a fernale
aged 13 yeus No infamndle
syraptoms

In order to clanfy the confusion which apparently exista 1t b probably
advimble to mention other points 1n connection with the teeth of con
gmuu.l:yph.ﬂmuwhxdlm)agefmm one s own obsermations.  In addt
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tion to Hutchinson & test tecth the upper lateral incrsors may also show
murowing towards the cuttng edge, mth or without notching of that
edge. Octamonally as In Figs. 49, 50 the central andfor the lateral
upper mesors have a peculiarly solid look s of & truncated peg or cylinder

Q)] 0]
Flo 42 (a) “Screwdriver” teeth showmg also slyght notchmyg
Lower masors narrowed (H?)  (3) The molars wers

Mooas teeth (1 shown) Blale aged 1119 years hed bed
at 3} years, kern-

Fro 43 (-)Typuumchmummtb(qu‘) Both
il masar teeth show potennal " notch.

The absence of the upper lateral incisors has been regarded by Fourmer

'ndothnob:mmuwggmnrnfcmgmndlyphﬂu(lzbmng,p 17

but we have seldom encountered 1t. The cennes, especrlly the upper

s muay also be narrowed and notched, but 1n our expertence this s pot
11
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s0 common as from Hutchinson s account it
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apparently was formerly

The lovwer mcreore are aften markedly affected, sometimes even nben
the upper incsors show only HI! characterstics. They are frequently

Fra

44 Typal Hutchmaon in
@tors (upper and lower ceneral)
in & qul of 11 years which acre
overlooked by the doctor who
recommends

dred eventumlly at the age of 23}
years, although the blood and
C.3 T had been pegatire for 12
and 14 years respectre);
tients mother died of
peralyss aged 38

y Pu-
general

P

Fic 46 The lower masor show

Fiac 45 One md
H nsonisn (H3) upper
asor er incmors sre

L
PG TPl ey

pormal and the fourth had been

Patrent

& congemtal o
griphed ut § yrars  Fa

extracted
hiline, photo-
has G.P1I

srmall and spaced 50 that they rescmble small tombatones or fop-hats

rojecting from the gum with
5 sometimes narrowed (Fig

a straight or notched cuttng edge which
38)  Ocoamomally the lower incisors are
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thicker than normal with & convex antenor surface. Pemmistence of nor
1l segmentation as seen in Fig 46 s sometimes diagnosed as syphiine
notching  Figs. 37 to 54 arc sclected from photographs of our patrents
1 being representative of the changes which may be found in congenital
syphile.

form decny  Bame patient 13 Fig 34

In 1927 Patts wrote  The dome-shaped first permanent molars de
scribed by Moon have a hugh duagnostic value but not so great es the maxil
lary centrals. ‘The molars arc affected by $0 many otber conditions and

the shape may be aumulated closely by hypoplasa due to other diseasen.
The sasoclstion of Hutchunsonian incisors with Moon s molars forms «
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Fta. 49 chthnfudnldwds‘lu FIO’I%. Tetth of u

years Unusuel type of Hutchin
sonian tooth (H2)  Notched and

a pontve CS for over § years
(with both
father and mother had tabes dor

aged 13 yean
upptrinunn-rl have a “eold ™
but ensoel

e s Erpopman,
eser ] ypophstic,
lower ma notched
md (The patient had ¢ macular
whlchmthoud:tmba-ghmn

and nystagraus was a symptom.)  (Seo
P 330
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sgn which is pathognomonic of congemital syphilss and, 1n my view 18
not prodoced by any other condinon but the occurrence of Moons
molars alone with normal centrals, though Inghly muptcious, necds
confirmation by other signs, and in thewr absence, if the W R. were
negatrve, 1 should hestate to conclude that they were caused by syphils,
though T ahould certunty suspectat.  The tubercle of Carabelli, which 1s
usually mtusted on the internal or palatal surface of the upper 6-year-old
molar was formerty regarded e 1 nign of congenttal syphilis, but this vlew
has been practically duscredited.  Havmg been assoclated with Mr Pitts
for nearly 10 years at the Children's Hospital #nd having had many dis-

mmrh-, after which the p-ricnt

cussons with lum upon this subject, I am able to put on record my
concurrence with many of his views. It has been stated previously that
some particularly Cootinental, wnters are of the opinion that Hutchin
sonxn meisors are not pathognomanic of congenital syphilis and that they
may occur m the entire absence of the diseazse.  Others mantain that a
typical Hutchinsonuan incsor (HY) Is speafic to congenttal syphils, and
Pitts statements that (1) a well merked Hutchinson mersor 18 a3 nearly
speafic to congenutal syphils as any phywcal sign can be, and (1) be had
rever seen the most typreal form of this incisor 10 any cese in which the
d-ugnmno!thedncnemnotmdcutonodﬂgmu.ndx,mbam:m
by my own expenence  On the other hand one has sten numerous
lduh: wath the less-marked ncuor teeth, those 1 have designated H! and
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H’mwhomtbactcﬂwetccthhnninduccdmcmpmbc{urmmml
syphila—usually succemfully In & mimnonty of the eases, probably not
rnorethmxomulLtthRwu!ounduegmrwchmghthhmmtduh
does not exclude the eustence of cangenital syphills—and on physical

inatron and on 1 g ds no endence of the disesse could
be establuhed One must emphagre, however that 1n probung mto
family hrstortes and takmg blood tests from parents and sibs one has to be
cautious a3 to one s questionings and tvestigations and on occamon one
bay had to dessst although the trail appeared to be promusing

How many congerutat syphilitics have chamactoristic teoth?

Different suthonties give widely dreergent anserers to this question,
the reason beang 1n my opmion the confusion which exists over what should
be called « Hutchinsonun central tncasor  If the desgnation be restricted
to the typreal tooth Hutchinson onginally described, then the proportan
of patients showing such tecth will be small  Of 208 patients above the
age of 7 years attending our cline, 32 (15 per cent) had typical H? menors
83 (40 per cent) showed minor degrees of dental anomaly—H! and H2
the remetning 93 (45 per cent) had normal tecth.  Most of the paticats
with abnormsl incisor teeth also had verying degrees of Moon s molars.
Same of these munor dents! anomalies are depicted in Fign, 53, 54, and
1t ts obvious that they mught casily be overfooked unfess their occurrence
«5 a possbl f of congenital syphils had been stressed during
the trmning of dental and medical students. ‘The Fournsers found 43
per cent dental dystrophies in 480 cases.  Jeans and Cooke 1n 463 casa
sbove 6 years of sge found dental hypoplasis mn st least 40 per cent, and
they noted that most of the typical deformuties, especally of the incisors
occurred 1n white children.  Non-whute children very rarely showed the
charecterntic Hutchinsonian incusonn.

The effects of wear on the teeth

According to some writers potched 1ncisor teeth are not erupted as such
but are produced by attnton occastoned by use.  This is true in some
cases but by no means tn all for the incisors may be notched on eruption
and many observers mcluding Prtts and the writer have demopstrated by
\ tays typraally notched and narrow incsors m the madlle before erup-
tion Provided there 19 no ] which otcurs 1
these cases, the defective enamel of the  potental notch or of the
mulberry  molars duappears in time, leading to changen in the lpp:;r
ante of the affected tecth. The incusors show an actwel instead of »
potentsal notch (sce Fig 43)mdllter:ﬂ.lltheuj‘uufmcn0(ch£y
bcmmtmdoﬁnloﬂniltthemﬂ[:5ofjoyaﬂlhccﬂ|lﬂ]lﬂ s
mybe;honcrdunthey!orm:dynmmd-hawnmxhtmmg




THE TEETH IN CONGEMITAL SYPHILIS 157

edge By thm time too these teeth appear to be less vulnersble to carles.
The dame-ahaped Moon s malars tend to retxm therr character but the
papillae or dminutive cusps of the mulberry molars frequently show
arly effects of attntion and then present a flat or plane surface. On the
other hand they may exhibit premature caries 1n the form of & black crater
This crateriform  decay of all the 6-year-old molars wes regarded by
Fournuer (1907) as & suggestrve sign of congemital syphilis other observers
agree and we have seen 1t on scvenal occesions m our syphiltie children.

The patbogenesls of syphilitic dental anomalics

Calaficatron of the milk teeth 15 almost complete before burth which
explaing why these tecth are 80 rarely affected At burth the finnt perma
pent molar fs the only permanent toath which hag begun to calafy  The
permanent mcisors and canines cakafy during the first few months of extra
uterine kfe, when congenital syphilis 15 usually most active, to which fact
the myolyement of these teeth and of the 6-year-old molars 18 to be attn
buted. As to the actual mectanism of causation of the dental deformuties,
it has prenously been stated that Hutchinson originally attributed 1t to
mmms,bminwnbemvohdm-rrmufdevdopmtundcrthc
syphulitic infl The d ton of the trep n foetal
tooth-germs suggests the likelihood of a local action, either on the dental
tumutes themselves, such a8 oedema and elemental changes of the enamel
and dentine (Bauer 1931 Lebourg 1939, Bradlaw 1953) or on the small
tocal blood veseels prmarily (Cavallaro Bauer Cruickshank and others)
1md secondarily on the dental tusucs. Kranx and othera hold that the
deatal dywtrophies are the result of a gencral severe desse or metabolic
disorder the commonest of which at birth snd 1n early nfancy 1 con
genital syphiln.  Rickets may also play a part. Other posiible fictors
m the causation af these dental anomalies which have been suggested are
dysfunction of one or more of the endocrine glands, the thymue, thyroid,
sx ghinds and the prtuftary (Kranz) the intervention of the nervous
system (Lebourg p 108) and vitamm deficiencies (Trans. \th French
Congress of Stomatology 1938, Doin & Co  Parus)

Although nearly 100 years have elapsed since Hutchinson first drew
ttention to the pecular weuor teeth which are assocsted with hu name
amd many subsequent authonties have wmitten upen the subyect, 1t 15
apparent from the foregomng account that there 1 otill some drvermity of
opmion as to the and uignt of the ch st teeth
tmocuted with congenital syphils. Ones own view s that they are
wyphulrtic i nature and are due to the direct effect of the treponema upon
the developing tooth-germ together wath 1ts effect upon local blood vessels.
Sccondary effects due to general nutnbonal disturbances from any
cuute may also occur  Typleal Hutchinsonian teeth are in my opiion
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pathognomonic of congenital syphilis and suggestive teeth (H! and
uefrcqu:ndylngnofth:dmsewb:&uhauldnmbcdmt(gud:i "
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IIL Affections of tho Salivary and other Racomose Glands

There had been various records of involvement of the parotid and other
salivary glands 1n syphilis which were fitst summaneed by Gerber (1913}
He collected 37 cases, among which the parotid was involved 28 times, the
submaxillary 4 times and the sublingual 6 times.  Four of these panents
were sard to have hed congenita! syphuis.  Hualund 1n 1916 brought the
record up to date and hemp and Moore (1922) 10 therr summary of 65
recorded and personal cases of parot:d involvement m syphilis, mention
that 6 of them occurred 1n congerutal syphilis.  Occasronally the Jacn
nnlghndnuy-hubc-ﬂcctnd,.othercmbe.quamnormrkulul
syndrome, and m fact some wnifers (Thursfield 1914 Schaffer and
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Jacobeen 1927) put syphils among the possible aetiological factors con
cerned m producmng thes syndrome  Garland and Thomson (1933) also
grve references to 3 cases 1n which the serum reaction wes poutrve though
thw does not necessarily prove that the casea were syphilitic (¥ false posl
tivea ™), and of they were syphulitic the syphills may have been coinadental
(Hird 1949)
Detween the years 19ar and 1938 I came acroes 9 cases of paroud
enlargement and had 3 patrents 10 whom other glands wero affected (Nab-
arro 1949} The patients yaried m age from 28/, years to 49 years.  The
condrtion presented some interestmg festures which carkter observers
appear pot to have noted.  In several of the cases 1t vras defficult to decrde
whether the swelling was really of the parotid tusue itself or due to
eplarged lymphatic glands in, upon or deep to the parotid gland. When
the attack was subsiding and for several months aftervrards, shotty nodules
coald be felt 1n or upon the gland Winch were thought to be erther lymph
podes or gummata of the parotrd.  Three of the patients had recurrences
of the sttack.  The first of my patients to ahow the condittion had hus first
attack (in 1921) when g years old and the second atteck 8§ years ater  Hus
setum reaction had then long been negative after prolonged arsenical and
heavy metal therapy and this second attack was disgnosed as mumps by
hus local doctor  Tho lad s sater had & umilar parotid swellmg in 1922
when 7 years of sge, and suffered no fewer than four recurrences in the
wucceedmg 15 years  Thus was the only mstance m which parotid serell
ings were observed m wiblmgs.  Another patient, who had parotitts when
11 years old developed mastitis 15 months later while her blood resctian
vus still somewhat posrtive.  The combmation parotitms and mastits had,
according to Kemp and Moore, been recorded by one previous cbeerver
Rather more frequently than the bresst, the submuaxillary and subhngual
glands were affected, cither alone or 1n sssoczatron with the parond gland.
I have scen two such cases in congenrtal syphulitic patients, and an mterest
ing one In & mother who probably had an oral chancre 2 or 3 months sfter
marriage (before [ saw her) in whom at esch of 3 monthly intervals
dunng her pregnancy about the hme her penod would have appeared,
the sublmgua! gland was entarged. kemp and Moore do not relate if
any of the 65 cancs they refer to had recurrences of the swelling or exhibited
lheb‘:rdnodulumthcp-mdrepcmlfmd)egmu'llnmlhnghad
submded.
Cappell (1936) drew attennion to the fact, frequently overlooked that
of gunt-celled follicles 1n & sectron 13 ot necessarily disgnostic
of tubercle. Guant cells may be found m other chronic
lethons, tno groups of cascs which may lead to confukan being (1) syphilis
mnd (3) those sxsociated wnth the sbeorption of fatty substances. One
of the syphilitic cases be reports m of specul interest. It concerns o
young man, aged 21 who developed a swelling of the left parotid which
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progreased rapudly for some weeksand led to facial palsy A biopsy which
wis resorted to in order to dregnoes pomible malignancy revealed a
granulomatous lesion with epithell strophy and numerous folliles com
posed of endotheliond cells and grant cells many of the folltcles shawing
central necrons. The general picture was that of chrunte interstitial

fl closely bling that abserved 10 uveoparotid fever but
without the eye lesions  While the patient was in hosprtal the nght
prrotid became very swollen and & Vamscrmann test then taken was
strongly posttive.  Confirmation of the syphilitic aetralogy of the peroitis
v forthcomuing 1 the rapid regression of the swelling followang anti-
syphilinc treatment.  Cappell makes no reference to & history of primary
ar secondary manifestations, so that ope 13 justified 1n regerdmg the case
a3 being probably one of congenital syphilis 1n view of the patient s age.

Two other papers are of interest in this connection  Adam (1939~40)
stated that in neardy all hus early and 1n many of hu late cases of syphtls
he had noted changes in Stensen s duct, oedema and congestion or swelling
of the duct and adjacent area and en erythematous inflammatron of the
onfice. The pathology 1s to be expluned he says, by the swelling of the
lymph-nodes which are present 1n the subatance of the parotid and which
presumably participate in the general sdenopathy of syphile.  This may
m tme interfere wath the flow of saliva from the gland and so lead to
inflammation about the onfice of Stensen s duct which Adam regards as
s presumptive sign of syphils.

Hamulton Balley (1948) wniting on the surgwal anatomy of the parotid
gland refers to the fact that the parotid lymph nodes which are frequently
stated to be within the parenchyms of the gland arc sctually extra-capsular
8 19 also the facual nerve.

There arc doubtless other causes of recurrent parctris, such 3 allergy
(Bruce-Pearsan 1935) pneumococeal infection (Psyne 1940} end probably
others but from my own expenience I incline to the view that the assoce
tan of syphilts with parotitis 1s too frequent an occurrence to be & comna
dence If this type of parotitts should prove to be of virat ongin 1t would
add another to the virus infections—herpes poliomyelitm—sw hich may be
asocated with congenital syphils (sce p 294)
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IV Stomach and Intestines

Hoffroann (1908) described the occurrence of T palirdum, often In sur
prmngly large numbers, in the walls of the stomach and intestines of
syphiltic foetusea and neonates. They are found in the musculans
mucosse and 1n the mucoss rtself m assoclation with the walls of the
blood vessels and the gastric or intestinal glands.  The parautes may grve
rise to little or no trssue reactron, or there may be srees of diffuse infiltra
ton wrth syphilrtic granulstion tiseue which may lead eventually to inflam
mation, fatty or necrotic exudate and even to ulcerstion. In infants who
survive barth for longer than u few days, the myauon of the bowel wall is
far less comman than 1s that of the other abdominal viscera but it s prob-
ably of more frequent occurrence than m usually thought to be the case,
The small ulcers may enily be overlocked, and even if observed they
may not be suspected to be syphilitic unless specially stmined for tre-
pooernats,

Henoch refers to twro cases which occurred in hus practice one an infant
7 days old in whom haemorrhages were found in the fundus of the stoemach
on the peniteneal and mucous surfaces the other a child of ¢ weeks, 1n
whom scattered effusions of blood were present in the mucous membrune
of the stomach and bowel 1n amocation with cirrhosis of the liver and
marked fibrons of the gall bladder and bile ducts.

We have 2 record of only ane case of intestinal nlceration with amall
ulcers in the small and large intestine, 1n an infant who dred at the sge of
6 months with acute syphiliic nephnites. At'.helimedmcucoculm:d
(1920) facilities wrere not lable for the sy ! exarnine
Umoflﬂlheb.vnponmoﬂ:mmdfofmwngth:u’tpoﬂm In
recent years, however (1946-48) when dealing with far fever cases than
were encountered dunng the years 1917-1937 Bodian has come across
2 cases of congenital syphils in which ulceration of the bovwel was present.
‘The first was & baby three weeks old with a ope-day history of durrhocs.
Post mortem the liver showed definite evidence of cungenital syphils.
The ocsophagus, stomach and duodenum appeared normal. The small
mnd large intestines showed a number of transverse and longrtudinal
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ulcers, particularly 10 the lower ileum and upper colon.  Treponemats
were present in sections of the mtestine (Figa 55 56)
Tbenccmdaxuanccmadmmfmtwbadcvvlupcd-m.hqumh.
first on the face, then spreadmg to the trunk and limbs. The blood \¥ R.
ws posttive: the cercbrospmnal fiud normal in all respects.  \ raya showred
the characteristic ceseous lesions.  The infant did swell at first on pencillin
treatment, then developed durrhoea and died. At autopsy the stomach
contuined & hitle bloodstained matenat and there was no ulceration. In
the fleurn there were many slight erosions and & smaller number of deeper
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eroded bexyl portion 1 well vasculeraed and
w difimely mfitrated The
subrmucosa s thickened more fibrous

»
trpevse then normal and shows s similsr infiltraton
(Cowrrciy of Dr Jwwam Bdsams)

ulkeerations, all mth congested margins. These bore no specsal relation
to Peyer s patches  Some of the deeper ulcers were bile-staned, &3 i they
were the result of necrosis.  The perttonca) surfece war not inflemed
The colon also showed & fair number of superficul erostons with congested
snargms No treponemata were found 1n sectiom of the Iner Lidneys or
\ntestines, but euch a rewult was to be expected m view of the fact that the
papient had been treated. Practioally the entire muUcosa of the small
ntestne was replaced by chromc grsnulation taue composed of new
upﬂhna,nmmnlrmpbocyta,cwnaphlhwdﬁbmhlum The sub-
canicosa wus also invaded in places by the granulanon tssne. The peri~
toneum showed ocdema and penvascular aggregstes of the same cels end
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some vessels with pertvascular cell sheaths also ran through the muscular
costs. Aucrbachs plexns and the ganglion cefls were well preserved”
)

Vomtting dmrrhoes, marssmus and malnutntion, which are frequent
ymp m syphilitsc mfants, are doubtlese 1n some cases attributable to
the lesions above described.  Antuyphibite treatment s a3 2 rule followed
by mprovernent in the child s conditfen from winch 1t might be inferred
that « syphiltic lesion of the bowel had been the cause of the trouble
On the other hand, antspecific therapy might so benefit & panent by its
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Fia s6 Treponematm m the bruscilber costs
of the intestine
elh end Volpino ( 1,000) from an méfmmt

sged y weeks, (Dr Bermard Schiexmyer's
pavsent)

genenal systerme effect that s non-spectfic enteritn could thereby be
ameliorated or cured

Marasmus and malnutrition

841l (1931) menuons that von Hellwig, 1n 1722, recognued the possi-
bility of infantile marssmus = the only symptom of an othervwrse latent
syphilie.”  Several authontres appear to have redmcovered thu obeerva
tion, but others, Findlay (1919) among them did notagree. T have records
of mote than a hundred syphiliic mfants 1 whom marasmus wes stated
to have been present, and about 25 per cent of thesc patients died.  In
view of the results of Boduan & more detailed post mortem smvestigations
recorded above 1t m practically certain that & more thorough examnation
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of the ahmentary canal of our patents than was posaible at that time
would have revealed further cases of gastro-intestinal Jesons  In 28 of
our cascs masasmus appesred to be the enly presenting sympto of an
othermse latent syphils,  1n add the p g symptoem in 4 other
cases was pyiomu-pum (tmc:) and pernnenz vomuting {twice) These

ks for many weeks, 1n spite of vanous
cbmgu of dict, but t.hcy were checked when, after the patients were
found to be syphiliic, appropnate antuyphiliuc treatment was given.
Similarly in the caso of elder children we have records of sbout & dozen
patients, aged from 2 to 10 years whose only symptom of an otherose
latent wyphulis was mainutnuon debility or being  considerably under
weight  Improvement sct in as s00n a3 injections of arsenic or bumuth
were grven.

Rectal lesions

Mucous tubercies and condylomats may occur st the fower end of the
digestive tract =4 at the upper but in our expenence they have been rare,
A premature infant who dred &t the age of 3 months sfter @ heemorrhagic
type of the discase was found to have z hypertrophied and ulcerated
rectal mucosa. Treponemata were found in the penanal skin, a3 well a3
1n many of the internal organs (sce p g3). Thesc rectal and anal lesions
may grve rise to greet pan on the passage of feeces 8o that the infents
scream when endeavounng to pass a motion or they may become very
constipated through a reflex mhibitton of bawel actimity  The ulcerations
arcund the anus may redute as they do round the mouth, and the scars
or rhagades are permanent stigmats of this dmsease.
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Y The Solid Abdominsal Viscera
(@) The Liver
The carliest phases of the hepatins of congenrtal syphie are to be scen
1o syphiliic foef;ma and neonstes.  The hiver being the first and biggest
ofth:foeldorgﬂutcmvzhenmpmdzbcuq’oncmﬂm»umfm

shows more marked
the homu,ltmm!mrprmngthnnuwaﬂy
palhglomal changes than docs any other orgen 1n the syphalise foctus.
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The reaction to the treponema is the same 1n all the toeues and orgam
and closely follows the pattern of the reaction of the sdult trmues in
scquired syphilia  In the liver 1t menifests staclt as 2 diffuse interatitial
round-cell mfiltration which 13 cbvioualy sssocuated with the mulla:
blood vessels and with 2 messing of the trep m the per
connective tusue, ’I‘hucd.luhrmﬁlmmnuohm-uoctededbyl
varying degree of fibross or arrhows, winch ultimately leads to con
traction of the organ or tisse. The reaction may sometmmes be 10 scvere
1n syphitiic foctuses a8 to render organs, particulardy the liver and lungs,
unidentifiable under the microscope. Another reaction to the treponema
1 retarded development of various organs which goes hand m hand
with the overgrowth of the interstitial connective tissue.  Most authon
unhddzhcmthztdmmtmnﬁﬂmﬁumwmymn{mnpnmrymd
the retarded p h y  Others, however
hald that the retsrdatron 1 the pucnc.hymntmu development 13 pnmarily
produced by the treponcrma 1teelf andfor a presumed syplulotown, snd
that the overgrowth 6f the interstital conpective tisue 13 a secondary
manifestation

Gubler (1849) was the first to record the changes in the liver of syphulitic
infants.  He described 1t 13 e foic silex avec lea grains de semoule —
the fhnt like liver with semolina grams—but this description reaily applies
to the late stage of a genenlized curhoss such s may be found n children
who have survived burth for some wecks or months, *Climsally the liver
is sotnewhst enlarged has 2 smooth unface, 13 moderately firm i con
ttence and doca Dot, 28 a rule apperr to be tender jaundice may some
tmes occur and more rarely sscrtes.  In the less severe forma of the
malady and if tremtment 13 given early the condion is cumable and the
patient may recover

Hutmel gives « detailed nccount of the different stages m the develop-
ment of the liver changes n { syphilla. Enlarg of the
spleen 13 ususlly but not invambly an accompanmiment of an entarged
E\’Umdmlarganmtofbothhv:rlnd:plcmmmmflmmformedy
regarded w8 bemg very sugg of ] syphils.
thanuuomtmpwmdmc:ofnnyduaxmt}:-bdammlmpm
of these foetuses and neonates, but they arc usually enlarged and may be
of firm consstence It must be remembered, however ms bl ponted
out and s hay been confirmed by our own expenence, hepatie syphili,
whether m the form of diffuse cirrhons or of small syphilemata, 18 often
undngnosable clinically and even at utopsy -mﬁ‘\m-.currhmnuybe
overlooked unless the organ i exammed
‘Tnnmoncmmemxf-ueo(mclrvcrumuﬂ}ywmodl,butmzybeﬁndy
granolar s m\wrrtduty:“u'wuh brown, vmh rmn\ncpﬂglrmuplo
the mzo of & pins hed freg

Thase uny nodules rtpre‘cntummwhxd)lbeln’:r r cels tummndedby
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f y cell, xre undergoing deg fve changes from cloudy
swelling to getual necrosis. They were called by Virchow milury gum-
mmandd)eylmlnllogmntulhccuhmphseofthemﬂnrymbcrdc.
They are now usually known as milary syphilomats. Larger lesions,
wb;d:hveme-uumueufgummxumdmamlogomwamuung
tuberculous lesion, are rarely met wrth i syphilitic foetuses and neonates,
Carpeater records only one case of gumms of the liver in & child of §
montha,deuundlmc:t.bnh:huncmonlymcmxofwd[uurkv:d
gumma of the liver in a newly born infant.

Sections of these livers appropnately stuined may show newly formed
fibrous tssue mthin the Il"l:fp jobuies and even between the hver coibs—
the condrtion being known vanously as wni ot‘ﬁerrccﬂuhrolmmlobu-ﬂ
currhouns (see Figr. 57 §8)  Theliver sipusords are frequently d:.mcgw
may contain normoblasts, megaloblasts and other cvidences of ko
formation The permstence of haemopoiesta, even up to the age of 3
months which may be-cm:bomth:kidncp,mpmauhtmd.mt
rarely 1 otherorgtm,umdmcecf!t:rfurdcddcm}m pmmnly)] y

ded to. Many trep an
ﬁucnﬂhﬁmthchmodb‘moﬂhanmnamﬂhnnum
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othess exhibit vanous degenerstion forms such s r_lub thapes and granules.
Tt s often difficult or impossible to d n the nssues
of mfants who have received antisyphilitic trem—ncnt during hfe. Occa
wonally at autopey scites, perihepatitis and perisplenuts, with or without
flakes of lymph may be found.

The relevant microscopical findings at sutopsy 1n 5o syphilitic children
under 1 year old are shownin Table y  In anly 3 or 4 of these casen was
there o hustory of jaundice and {t waa never severe or perustent

?’%‘iwﬁ'&ﬂiﬁim o

» :—.“%4.,
Q{‘Qé{.‘:‘" G ’~
B L‘ﬁ’éx e e S
Fio 51 Sﬂdunoflberfmm-ehﬂd-wd
1y showmng pmc.uuhr Hhroaks. ’l‘he
lntrrtdhﬂ-lr mbcm e composed of
odhmdlymphncytu( 70)

Other causcs of hepatic cirrhosis in Infaocy

Certuin of the olda wrm:r- (Hmoch, Carpenter) described cases in
which the physiol tal jaundice failed to dusappear but became
more nnrh:d and pcnutcd unti! the patient y death wfter an mterval of
from 2 to 5 monthe. There were manifest uigns of congenmital syphulia
danng bfe and « autopay the liver was curthone, and 1n at Yeast 2 of the
cnies the gall bladder and bile ducts had betn tramsformed into fibrous
structures which filled the portal fissure.  Climeally the mgna nere those
of congenital absence or atrema of the bile ducts which 13eif mav lesd 1o
 biliary form of arrhoms.

Itis pointed out on p 242 that the erythropoesss which mav be ohserved
N peonatal conditions, and which 1 greatly 1ncreased in enythroblastoss
foetalis 1 differentiated from that due to congenital syphilis 1n that m

12

L
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the Iatter disease much of the portal and renal baemoposenss s of & lym
eytie snd plasma cell type (Gilmour) The constant blood wph:]
which ukaphccmaythroblutomfodnl&ladamnnmdtgmto{
liver damage, ranging from deposttian of plgment (baemoglobun bilirubin)
to arrhows and powsibly even necrows.  Cirrhosis of the hver 1 2 rare
pl. of erythrabl foetaln (Lightwood and Bodan) Fig

59 13 an {llustration from one such case.
Even f the two diseases, congenital syphilis end erythroblastons foetalss,
should coenst, which Gilmour snd Hawisley and Lightwood heve
shown may sometimes be the case 1t does not follow thst fbrouls of the

2544 ) o S

Fig 5g. Cirthos of the liver in & cave of erythroblestoss
foetaln (Leghtwood end Bodten) ( 60)

liver miust necessarily be an accampanment, for iz Hankaley and Light
wood s case there was no fibrosis and 1n our case of frundier which
survived (sec p 243} and was dugnosed a3 one of oterus graves neona
torum, there waa no evidence of fiver damage

Diffuse perilobulsr and sometimes even intralobular cirrhosrs without
endence of congenital gyphilts, may be seen at burth, in mfancy or in
older children, often after prolonged jeundice essocuted arth vl hepa
titw {Bodun and Newns).

In syphilitic petients who survive, the liver furly quickly dludnuh:-h:
ure and umpmmedou!byﬂnﬂwmanyyanmu:mllylhr:c
normal s before the spleca  In the majonty of thee cases he n’t";
.nd.pkmucmlongcrpdpablcbytbcmdchhcﬁmmof ©
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by that ime the orguns are stll enlarged the patient may become anzemic
and present the clmical picture of the von Jaksch syndrome.  Four such
cases whch we saw m our chinie will be considered later (see p 239). On

the other hand, we had 2 patients, xged respectvely 2%/, years and 3}
years, in whom the lrver was definutely enlarged yet receded 50 s to be

0o longer palpable 2 years later

Tamr 7
Allcroscopiaal Lesions in 50 Syphilitse Infants under 14 months
%n.&mnmﬂmﬂlw Beck Culdren

() 4 cawen under 6 moertha.
Macroscopy reparts svalable ko 34 cares

Intereelinler fhwoeh, ather alone oc with other kerlons
Diltytiom of Hrer sinoses and

wnaood

Fibrosts sround camale—nith other changes
Futty change of liver crlle
Thickenmg of bepatc erterion

No cbrious sigos of divessa
Nets Bome patients shom cd more then one pethalogenl change.

{B) 9 ewses aged 6 to 12 monthe.
mcm-:upymmmhn-u

dm;wth- Iner calls

Elﬂypr.ﬂ:lﬁbrdl
No syphilitc Lesions
Ta the 50 autopmes the follon ing meocistod lancns w ere encountrrad

Perisplenita 7
o o

Nephsitia (chmeal or pathological o encr) & couse (ancier § roontha)

“-——

Finally we come to older syphilrtic children from 7 to 10 or more years,
mwbnm!hehmwuwmhrgcdmdﬁrmthﬂldd’nmtedugmso{
cirrhoss of the liver was made.  Jaundice and/or escates may be a symp-
tom m such cases.  Gummata have also been recorded but we have not
observed them in children of this age. In all, we have seen fewer than
half a dozen cases in which crrrhosis of the liver has been dragnosed and
n they all exhibit featnres of mterest 10 addition to the liver condition, a
somewhat detailed descrrptron of them msy not be out of place.

AB wm healthy unnl § wecku old, then had rash, snuffles and marsgmue.  H
wus treated wnth mercury o8 an outpatient for # year but did not do well. Al
iiymnl:hmdmhnemﬂmdirwnn:tm, His tonsdls and sdenceds were

at 5 years of When nearly 8 years old he begen to complun of

i i the B e for W hich he szemied & menily pearby boepial ul for nearly a

year A;ho-u-hmmgmdgmofmmm bmrxhthim
aguin to Gt Ormond Street Hospetal w bad attended for & year i eardy
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dixgnost was arrhans of the Koer and as the W.R, was the
}zpnﬁctoad{bonmreguc?odubdagqphﬁzx Itwmw
1} of the in the ward was with protofodide

of mercury first gr tod ﬂ)mﬁfnrlwtdlﬂd!bmgf}fwk‘u‘ﬂ‘tth
then the ward and sitended the outpatents
department for 3 months, dunng which time he was treated with by hydr
perchlor and pot. jodidl As the blood W R. was still very strongly ponitive
and the Liver skowed no sign of in #ixe or conslatence, 1t wws declded
to sce uhat the csutious admuasstratian of areenic could effect.  Five courses,

. ar i of eulphostsh

agun
sidered that there was much improvemnent, e “the hver wia just palpable
not pearly so srreguibar ot hard o3 1t hed been As the W R, mcressed in trire
at tyo 3-monthly tests 1t vwas decided to try the effect of heat therapy
gen malana, but the mecond bout of fever he beaune delinous, so the
nnhmwunmym T.A.B vacane mpecpons sobentuted. Next be wm
ven 37 5 ml 1 (bnuth axychlonde} w32 myectoas, efter which the
5 sasermunn rescron shoned deftorte signs of mmprovement, until eventuslly
1t became negstive for the first ime at the age of 2o, Dut we are sntiopating
somcwhat. m!hdmhewnuyunddﬁfcﬂfm-ln]]mdmkcdhn
head, which resulted 1n an attsck of polyuria and polydipsa, for which ho se

dropped

sgun warded.  While 1n the ward the polyuris from 100 o1. to 50 a2
VWhen scen & few months later he wes very welf

{28 to 1 4 hitres) 1n 24 hours.

the pol; hed he was & supmer and hi mother sard be w3
“vastly better  Nevertheless the Iver was ggam 2-3 fingers breasdth below
the contal rmargm.  He was lost oeen at the age of &1 just belore the secood
world war wbcnbc‘uo(ﬁnc?hgqucmdu:dbcmgmugmmlhe-my
His v R. was then negative  We have not scen him mnee 1939
BF‘ubomhxgumdumdmbnehcmnhahhyb-byumdwout
yearsof age aben the mother poticed that the glinds m the neck were mollen.
i‘mthniheu-gwenmnhghtmmrﬁ:rg m apd dunng the course of
thiy trestment (betw een 3 and 4 years of age) she 1o stiend an eye hospatal
\hdmmoldctumtruntbcnmmdngmucwmo(m«wdm kenutitin,
As the enlarged cervical glands friled 1o @ 3 yearw sunlight trestment
tbep-uu\tuumkmmdwmben‘u\o‘h cer under whose care she was for
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nobody epparent!
h:reyeumhlen3—4 nge(w}dchw-pmbnb}ylnmmﬂzl
E::?‘ﬂ:),mdhcuhmlqembh.whlf::wnundmbmi mterstitial keratrin
Evmth:pqec&m-(mmwmmphmd atime.  The outpatient phymcian o
comment wes ™ Anecmin ? Cervical adenits Laver much enluged
xcmmtfdt. Tmh[ood. ’I‘bcg{rlv--lum;mmedindy-imnmdm

wards for tiganon. N 1 was found m the

m The liver wis conmderably 1o 4 fingers
below costal tly tender epleen vrax qust
pelpable. Many lymph-nodes in the region were A blood
c and the ol t to rest

between fymphadenoma and achelunc gmd.‘u:r_ fragility test of the red
normal lrmts.  Shortly afterwards a coald be felt
lntherlginnﬂlnmdmth.:dghtﬂncfu—. A cerncal remored for

toberculous In mature but no tuberdd
-xﬁmhdnm‘baimomhdcnﬂmp:w Mmrmntem-nmx,ooo
110 100 end 1 in 10 were all negutive.
t [est wro sw the patient the teeth were mfficiently suggestive to Justify
taking blood for 8 Wamsermenn test.  Thus, #a was to be wa
and the psbent wia started on cawtious trestment with

ac
e roctl condioon mprones £nd she gused 5 1b (3.6 kg S‘T“‘“fi’“
con and she t
weeks, when she wns from the ward m::né} ) H
mwmcdvcd;mmofmlphmubin (14Gmdggm}cdnn-)
61in

‘h.htherncrmry pﬂl,gzm;ccuomu{ “ﬂL

hyzw(.“syur.o:.ge vrun:glﬂvc bntn:hpcd?mlnxgl,llndh
1943 when the patient seen. Auhmnmun age the patient had
are u(hcrmtcmiﬂnlkn:ﬁu:. The spleen were still enlerged
{the former down to 1 in. (2 5 cm.) below the ombilicm), m were also mazy of

ghmauxtmmlgﬂnnepﬂm-txh:mdﬂm

When last seen at 21 vears of sge the hver was not felt and the cormaal glands
were atlll alightly enlarged.

I.P wes boen 1n Feb, 1912, She bad no infantile or eard untl
abe beeame thin at 18 months of l::ymllhedﬂc{:vpcdm'dmrmd
the meruth on the chin which corslderably and consequently keft
wcan (thagades) “mefmcy“'.hccyumumcmm wateing  from
which the mother concluded that the “tesr duct wes blocked™ At 2/, years
het cycs started to be inflamed and she sttended an hospital foc 2 to 3 years.
No injections were given the patkent recetving ﬁ“um:fwm
eyes.  Nevt she wx trested for 3 years by a private with grey
b\]lul}mcwnplnnﬂiufmdeﬂhb wfter food she was
to Great Ormond Street at the years. Here came under the
of Dr Langmead, who found lrm\trvm-rmdcnhlymhrgedmd
and the spleen somewbet enlanred.  Her subsequent brstory unti] the
defnulted  in 19239 has already been refated on p. 112,

éé

i

f13
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The follewing case pl difficulties which confrant the
practrtioner in this type of hepatic casc. il
K.L. was born m 1925 as a result of the mother s seventh
which termioated in Tho mothe bad been ceambed and besrd
for syphilss after the first 2 muscarrisges and since her trestment she had had one
mmn{ge,lhalmydﬁldmd:mof: befare the patrent.  The
peoent L. s ael! until he wes a yeur old mmmmmd
mm.!ng:tn followed by epil He attended the ents clinic at the
of 13 years for ? petit mal and he 1mproved on hu No blood test wea
l[dredmeﬁ’mnddmrmothcrorp‘hcnhuhmbhl;;&mtﬂbkmmhm

for it not infrequent! happcmdnt-'yﬂlmcmba posstive hlood
f chuld who w! ltn-anlugiuﬂy.cxtrdnv‘:lm

slmost certuinly not markedly abnormal.  When geen at our clinze, the mother s
W.R. and Kshn reschon were pomtive bat the child s were negative on twe
mmn&mdqym-of-q;b:ndgmelwukpudm(?-mu-cpcdﬁc
reaction) between those dates ccrebrospual fluld at 8 years of age was
normal in all respects. He was treated with stovarsol orally for 6 months durmng
the year and with « Hmated amount of During the whole of
that tirre be had no further sttacks of and his heaning When
after an attack of “Influenrs, when ki
Lver 2 fingera  brexdth below the costal margin and to have a
hard ed| Unforturately that was hus last sttendance but ane st the clinde, 0
that his hi 1 not avatlable. The father was 17 years older than the
mother s ah old er had had & “stroke, high blood pressure and valvolar
the heart“—80 he was almost certamly the cause of his wife s syphilis

after The petient KL, would probably have

shown & positive blood test had this been exumined 1n infancy or early childbood
mdcbmunbchuiedaubtdmhnepﬂﬁzmddafnmboth}nd- hihtic
basa 1o his mother or himself or both, hard, enlarged liver may have
had ¢ & beus and it s unfc that its subseq dition could

As long #go as 1626 Hutinel wrote (p 245) that the kver like many of
the other organs and timues of the body may often become senuitized by
the copgenital infection so that non spectfic infections or toxrcations
have & profoundly desturbing effect upon 1t, wheh may be cukeally obvious
and requires peafic tr hecq writers have agreed that
various other manifestations of congemtal gyphules, for cxample interstithl
kerstitls, Clurton s joints, Jate cercbrospral lessons, may likewsse be
evidence of an allergic hypersenattrve condition

REFERENCES
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(8) The Splesn

Enlargement of the spleen was formerly regarded a3 a cardinal sign of
infantile congemital syphilis. Gee (1867) found that one balf h cases
were thus affected.  Barlow (1877) thought thrs was an underestimate, for
e found splenomegaly m 48 per cent of his cases.  Coutts (1896) reported
definite enlargement 1n 62 per cent and thooght that the uze was probably
above normal m a further 19 per cent malang a total of 81 per cent.  The
spleme enlargement = pot always present st birth for Mews (1879)
found 1t 1n 78 per cent of mecerated foctuses and in 76 per cent of neonates
Still (198} found the spleen  craily palpable 1n 45 per cent of his cases

congenrtal syphilts, and 1 m below the costal margin 1n 22 per cent,
from which he concluded that the abecnce of splenomegaly could not
weigh much against & disgnoms of syphilis, but in smsocianen wth other
suggestive symptoms tts presence was of some confirmatory valee  In
our experience the enlargement of the spleen was found 1n fewer cases than
Biill recorded from whuch 1t appears to follow that with the reduction 1n
the severity of the dmesse dunng the last few decades the apleen 1 less
likely to be enlarged than was formerly the case, As indicated in the
previous section, the splenomegaly 1 usually though not alvays, accom
pamed by hepatamegaly  After the age of 6 months the advent of nickets
muay comphicate the preture and be an ndded camse of splenic enlargement.
Pathologically the capsule may be found thickened, with fibrous exten
woas into the substance of the organ. The blood vossels may show
speafic pert and endartentis, with conudersble thickening of thewr walls
and a3 & result fibrotic changes may occur m the Malpighen corpuscles
Perlsplenits w not but g are cxceptioral.  Aw a rules
with th:}mprmunent 1n the condrtion of the patient, the spleen dumunishes
in aze 20 that 1t is no longer palpable st the age of 1 year  Somenmes,
however the spleen mstead of shrinkmg becomes greatly enbarged, eseo-
cuted with eplargement of the hiver and 2 conmderable degree of ansermn:a
Four such cases between the ages of 1 and 3 years which came under our
cbservation are described later (p 239).  Personal cases of enlarged spleen
smociated with enlargement of the liver in alder children have been
referred toon p 169. They serve to show that in cases of chronic enlarge
ment of the liver and spleen 1n older cluldren and adolescents, syphilis es
0 schologrcal factor must be borne in mind.
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(c) The Aedneys
(r) Pathological changes 1n the kidnoys of syphilitic foctuses and
neonatos

In the syphilite foctus and neonate the kidneys, like most of the other
organs muy contain many treponemata which give rise to resctions umilar
to those seen 1n the other viscrea.  In the perrpheral part of the cortex
and 1n the medulla evidences of arrested development may be scen, such
13 mmature glomerult areas of abnormal tubule formation small cya of
the cortex and foer of haemopoetic nmue  The ather resctron to the
treponema i3 of the usual syphilitic type, starting as a perdartertolitis and
sprezding from the tunica advenniis to the adpcent connective tmsuc.
This 15 soon followed by a cellular mfiltration which conmsts maimly of
small round cells with some polymorphonuclears and histiocytes, arranged
as tracks or cuffs along the vessels.  Hutinel, who made 2 specmal study
of the renal lextons in congenital syphilis, atates that the glomeruh and
tubular eprthelium remun unaffected for a tme and the lesions may not
pass beyond the smual stage either because the patient dies from the
seventy of the infection or because the lestons disappear after birth when
under the tnfluence of the milk diet, the renal excretion becomes more

actrve.

(2) Syphilitic nephritly in infancy

Various authors have reported cases of syphilitic nephntis in infancy —
Hochmnger 1898 (and others ated by him, foe ait., 1927), Carpenter rgoz
Sull 1908 Lange 1919, Hutmel 1919, 1922 Frank 1922, and othenn. A
clear clinical picture has been drawn of this conditron, but the pathological
aspect has been confused by attempts to fit the syphilitic nephrits of
fants into preconcenved clasmifications of renal disesse. 1t must be borne
n mund that symptoms snd signs which were formerly held to be dizg
nostic or suggestive of renal disease are no longer to be so regarded  For
example alburununs end the pasage of casts and of occastonal red
blood corpuscles may octur 1 infants wath scvere grtro-ententa, and
ocdemna may be present in markedly dehydrated patients. I a profoundly
il chuld be 1t syphilitic or suffening from some ather infection the blood
urea may be ramed 1o as much e 6o mg per 1oo ml (a3 1t ns 1n one of
the cases given i Table 8) without this being conclusive evrdence of
nephrits

At the Hospital for Srck Children between 1917 and 193y we mw 12
a8 of infantile syphibte nephnts Two of these cases survived on¢

1 whom the condition was disgnosed at 21 :fnmh: -n:.r.bo wis gncr:‘:
had prognosis, the other who at the age of 4 monthe was apparen
morbund on admisson to hospital | These tao recovenes having been
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unexpected an scoount of them 1 deemed worthy of being put on record,
for in the pre perucillin cra recovery from mfantile syphiliic nephnus
8% & VETY THCE event.

A.Mwbmnin&ngwnrt T‘lm&ﬁycrmmdfm:yphlhcmxgx&
and afier 7 of anyy 7inmmnmlu£uﬁe
mémyh\vkw?ﬂnnndmtﬂlmmmxmt
mother had o syrrptocs of signs of syphile the child was barn 6 years sfter

and there were no prevson or pregrances dowin to 128
Wbtngefmﬂydzfm!ttd. The patlent 1o xt 3 weeks st 7 wecks he
wffered from disrrhoes and vomining, snd about 1o weeks old, the day
before he waa brought to there wes wwe! of the and fegs, of
tbehwcgiaflht:bdmmmdﬂmm s very Jhtle
urme and B4ill nnder whose care he was, gave & very For

severa] wethn he reraamed fn thus precaroas comcdition and as hs W R, was
nrong)ypm:\-emddumephmb ppctredmbcduem hilrs, wnall weekly
each) were given for 1a wecks, with n
mmthnintcfvdnfmrdmﬁ:naxunoféin}eam Ors one ocoawon after an
hx}eniwuf33 em-mc{tunpcnhucmxm?mdxm?
Bmhmbemne and at the #ge of § months &
peritonsilisr s veeek later the developed
tr)'upduufthem:mdwhcn-;m o!dm«ndndnmtdthhnmla
tsken home by hu parenta. Az&:mthbcr«\xmedwwm'bmbu
R ws atill bast
then treated the with mouth and by inumetm, and ot the
:sce{nyuzbom\nolmg\\eﬂmd unne wes free from albumn, At 18
monthe the \v R, was negatve and remnned negatne for 54 years, nhen the
paticnt wia Lt scen ot the age of 7 yeaars.  He was then apparently wnell, but
0ono of h perranent teeth had erupted.

The other patsent with nephrus who survived wis
Dh boeniny His fsther was 10 the Navy for many yeers end o sad
mhnwﬂ’ﬂcdog}yi He had 00 bistory of a sove and the
ontil after b cold bad been bt to Grest
Onmndﬁuectnnhfrmkmngmmltypkﬂn. m‘l\ were then
ore

trve, mmﬂdm&duunhmdndwnﬁofu;nd:?:m

gzt

Rood predixtnic attention, p-mmhﬁ\ dunng of h
iltness, the chitd woproved the serodoqeal bork -
the. Sauffiis howeer penasted snd sdenost wrhuch it mas

wes given 3 oursex of hamuth mpechions (i besoreyt -3§m1)nh:nabnm
mmdmpmcmdwmnf
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1tk l 1, ! RN

dicon, althoug ¥ vestigatons were by
modern standards quite insdequate to draw more than the most tentative
conchunons It u clear that a glomerular nephnte with wndespresd
apillary demage s not the explanation  the chimesl picture o not m
keeping with such & dugnoss and the sbeence of any glomeruler changes
o sutopsy excludes 1. Lange (1919) reported & case of mnterest in thus
respect,  His patient, aged 12 weeks, developed obligura, with heemar
Post

acute interstitual and parenchymatous nephntns.  The symptoms ere more
soggestive of a glomerulae nephntis but the oliguna might have been
smocated with oedema developng rapidly and the hacmatune might have
been due to & defect of blood laticn or s bleeding duth, wuch as
s sometimes seen 1 coagenital syphile.  The picture of groms oedems
suggests ruther that st wes of & hypoprotetnsemc type, but the absence of
iy plasma protem preven However Fitis
correct, the defirency of plasms proteans might be of slimentary ongin
due to defective Ingestion or absorption  of hepatic ongin due to taxde

In oo patsent who waa under the care of Mr Twistngton Higgime
the Hosprtal for Sick Children {1948} the evidence of renad ongin o
uonger

HATeL., sged g weeks, was adnutted o hospetal with s hitory of  wmall

the 2 days watery She had
abdomen unce which bad become begger bacly  She was the second
the first haning dred &t 7 months of There had been no

d end 2-3 fingers broadth below the costsl Asciten and
orderma of the fower wese present.  The climeal dosgnosls was  portal
oberroction with scites aod Yy  Soen ounces of
clear fuid with high protein contest weve obouned. fner wes then found
down in the raght flank and thought to be possibly continuous with & renal or
srenel tumour  The unne cootamed 3%, excems of orobdin and
showed sorne gramulsr cascs Five days afier sdmosnon she choked after her
could et be remmataied.  Port mortern, there
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»0 also werc the bil The Kdneys were s undifferentiated
mﬂenmthw:?nno{ﬁ:\chsekmdph :mmmm

hond, M il

unterstrtzal celfuler infiltration was absent. lesion ome
definttely of a nephrodc The hver showed mtnlobular interstitml
fibrosts wnth t cellutar of the cansls,  The spleen shomed
of 1 b tuwue of the Malpigh con

but the mothers blood tested subsequently stroagly poetive 11 R
whereas the father's blood was negative. e ’ b
This s an instructive cxso and umque 1n my expenence in that it wes

posubly to have been 1 rensl or adrenal trmour the iver  Doubtless
thss dag was dated with the fact the surgeon under
‘whoss care the patient was sdmitted was renal tumours

particalarly interested in
To & paedutric phymcun the sseocstion of ocdemse with a highly albuminous
urme would have suggested the possibility of ayphilic nephrits. !

Whatever the aenology of infantile syphihitic nephnis? may be and
this must remain uncertain until more adequate studies of the brochemical
disturbances can be made 1t 15 recognered as being one with s very grave
prognosts and the high dexth mte in our group confirms this view  The
results obtained 11 cases 11 and 12 do neverthelews indicate that the
crutious administration of arsenrcaly and mercury may reverse the patho-
logteal processes and lesd to complete recovery  Reference has previously
been made to cases of syphilstic liver discase (p 169) whieh did well on
the older treatment with srsphenamines and mercury so aithough 1t
would appear that these drugs are not absolutely contra indicated
syphiltzc affections of the Lver and kidneys a3 s sometimes stated the
drug of choice 1n future will be penicllm. Thus should aiso serve to
prevent the sepic complicanions which may arse in cases of syphilitic
nephrits Scully and Yamenak (1949) reported the auccessful treatment
of one such case wth perscillin. Dr Charies Harm, of St. Bartholo-
mew s Hospital, has told me about a smilar case which occurred in his
practice, and as the cac has not been reported the record masy be of vatue

David C was first secn at the age of ¢ moaths,  He kad & porma! burth follow
ing the mother s first pregmancy which sho had been well. “M“e'g:
oﬁheh:dmmlnfmuhlchnnumdulm Glhn. When 11w
old hua handls en elled suddenly snd the swelhng had never completely subsided
mnce lster ot spread o his back and legs. As the mother s and chiids W R,

1 The author o indebted to Mr Twistingron Huonns for permusson to quate
from the clmacal record end to Dr Martm Bodian far the sccount af the eutopey

microscopial findi
"‘?Onn may mention mm Hochainger s view (1927 p ul);}*:;i‘fhﬂ::
usual combendton of
mfsntile congensta! e wsth the former obeatron of e

mereury did sbolutely no damage to the Iddneys
schidwen.”
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were ateougly ve the infant nax taken to 1w urine contaped
dpmtxg:rt:d:fmmunberofrcdulh vrer gomg g The
;]ﬂy\mhsgmﬂy:bmmﬂﬁﬁmgmlmhﬂﬁkm&phﬂm st kg bonea

intrsmcular peniciliin of w
he recened 147 mithon units m 18 days.  His quantiatire W R, winch had
mdnnxm&a‘fmmnxmm Aftzrmimcrvﬂixmuglm

of Intramy penliim, 1 § milbon ity over 15 days.  He
‘V&mmnmnlmwmhm manths, xt
wis sho negaifve. Y Lange
catrve showed no sboormalicy ceils pesred from ho unne s did the pro-
ein, end ks hlood uren fellto a5 mg %  There was commderable rdiological
roprovement m his booes.  He has been followed for the laxt 1§ yearn, Ho
V., remars negative.  He haa had no mote trouhle with ho kidaeys, but has
developed wethma.

{3) Nephritis in older children snd adofescents

It has Jong been known that syphibine lealons tend uftimately 1o fibroas

and ceatrization a8 1 excrpldfied by the shagades around the mouth and
the wans of gumsmats of the lirer and other parts of the body  Simileddy
» generalized dsffuse fibrosa mey at times be found w the perenchyma of
organs such ax the liver kidoeys, ete. Sudl enyy 1¢ has been ruggested that
canes of chrome mterstvnal nephnits which oceanontly octur in chufdren
md yourg sdults  wthout expienstion ™ may be due 1w congenstal
syphils  Hutinel sys that grven & cano of chronic tntersttial nephaw
% 2 young subject one would scarcely besitste to nmpect & syphiline
vegin,  To put the ousrer to the teat when the opportunuty arose, {
brgan to muke myestigeuons upon the pomsible connechon between
chronwe nephrits ead syphile by dong routme W R, tests upon chuldren
sdmitted to the wards of the Hosputw! for 8xk Children for chrome
nephnts,  One of the earlest cases encountered brppened to be x patient
m Dr Stils ward and & 1t proved to be one of conndenable interest,
hough probably not one of chronie nephrts, v detailed secount may non
be out of place,

b x giel aged 53 vears, »aa adrurted undes the osro of Dr %1l m My sgas
whit feverhth attecks snd tronhle the urine.  The father waa 0 be
well. The mother gave no hutory of any dmeese but was sisted 0 heve fud 3

snd alled Etele unt 1 sbe contracted w hoopayg and reenles st 3 years of
afterw acds the mother natced thst the we the evex,
She compluaed of and did not gam werght requiardy  Tha went oo
freah

bonts of for cruh attacks dunog % hach she pacsed aushed quantrues of unoe
which mere m‘rdnnhbh:i About 14 davs before beng brought o beos-
pad abe vomsted thne and the mother that the shdomen wis v ofien.
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pressurc
recorded a3 abightly over 100 mm. of mercury the showed no retinitis or
optic peuntia, - In & subsequent note (6.v 31) Dr 8l remarked that the *his-
mzmggﬁtsmorethm-mcmchmelnmm nephrstrs,
o:mpomncefudbecn:mdrdwtbelﬁnoryunbemhu-;mluﬂngu
nndnmnatunﬂmhndncemmeddmtbecbmuldugumumthought
to be mterstitial nephurtss that ooe took blood for & tert,  The resubt
et not a clear negative and a like result was obixlned £ later  This rmade
one a Iittle suspicious and on resding the family hutory of 3 miscarriages before
-ndme-dllbdnh-ﬁuo::erdrnmt, s increrted,
the upper central tncrsor showed H! charscterstios with ly coaverging
sides and the 6-year-old molurs showed mmall “tohercles, mother v
a~cordmgly 1nvited to come to the bosprtal for an 1nterview  On goung wto
her hustory we ascertained thet she was married in 1911 when sged 29 and the
marnied, had dren. One

a fourth preguancy
resufted m a §-months The mother’s biood was taken and
found to be strongly positrve, and & she was 2 months pregnent and there were
nm:dnnmhahu;foruuungwmr;{cbm&dwaﬂdmmgmﬂm
1he was recommend tulgeheﬂ“wolpﬂ:l. ere Was given § infections
of NAD (1 B G ), betueen the second and fourth months of which
gave nac to marked albuminuria. Itw-nottdthntthepnucmmml-ﬁh!
1n sttendance and that she drd not sttend after the fourth month. The baby
barn at 7 months of gestation weighed onty 23 1b and was not scen st the bospial
nhemti»emodlcrhdbcmcnttd. At the age of 3 maonths abe devcloped
bronchopneurpons, for which ahe was admitted to the Chutdren 8 Hoapital and
where she died in o fow days. Atdmuno%drmnmnmﬂpcttdmeanmc
heart.  Bronebopoéwnonm was present, Irver was  pafe and showed ¢
milury gummata in ® mottled red area.”  There wia alight perisplemtis and the
other were sard to have shown no sbaormalitses, Sechans were not cut
ofmyoﬁ‘zcorgnm The case was regarded &y besng onc of  probable con-

gertal syphules.

TommmmumL&mwmumhApmxmmnx
soonths after it was oripinally tested, gave s strong pomthe 1Y R w sccmned
to confirm the enep that thw supposcdly neph j¢ child was 230 congent-
tally syphuliic Shevuthemfarcp\talnpbaumlnc_r(é:so 1 3 councs of
6 mypecbons) and mercury odwde (gr $ twice daily) treatment was nell
tolerated and at the end of 8 months the W R. was negative.  She remarned
under obeersation for 7 years until she defaulted at the age of 14, ARl thes toe
the 1} R waa negatrve or pearly trve, and on one octason when she 33
11 old, end my own laboratory had reported her blood sery weakly positive
A e R Tl doutand & \'hen

e rma 075

g renal efficienicy
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1t would appear that sithough the patient was onginally conudered to
be suffening from chrome interstital nephnts, and on that sceount we

year Iater oray strongly positive, 13 1n my expernience & sEre occurrence
1t showe the mportance of followmg up & weskly postare WR. by m
qunng carefully mto the patient s history 1 any case which mught coa
cerably hrve & eyphilitic background.

Grace V., born July 1916 had no infantile symptoms before the of 3%
whcnnm:mm-%ctm She strended hm;ﬁmlfu-rﬁmﬁwezlnbm

of
T o e T Thni
she pregnency

alighuly Hi

left th.lntbangh:(he ht wes "‘h the mother md had
beeny mfw3m4ymr‘;§'}xx

The blood W mﬂmng{ypenum Tbemehnspind&mdv.udnr
mmcdazcdb E cnmlndgl\‘n“ak\vlmdlnbdk
type of Irochemical investipations of the hiood,
amed an DrGA.HAmm,m“hhmwmulhmmmdwbknd
“’“'memssm per 100 mi. The blood choletero! waw 171

oy, plasma protesns, albumn lobnfim 5 28 the ures s
The chld mea trested by Dr Sull with merouey wdide pills

The urme dlesred of albinn and blood, and was noctml o patient
batpsu.!(x.m.:g). One month later the wnne way sull free

from that e the pataent fauled to attend howprtal agun

This was obviously & eaae of subscute or chromic nephntn probably of
seversl years standing m 2 child with congenstal syphslse but one cannot
ﬂ!ﬂﬂllt“umd‘n‘hmhﬁm'phmmdunmbercgwﬂtdt}mthc
pauent wus lost sght of before she wi 10 vemrn ald I syphibs did not
pley & part 1n the setiology it 1 wnposmble to say what the cuse was
smee there 1w no menhon in the history of any known streptococest infec
ten, thouph the condition seems to have started more oF less acutely with

13
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vomiting and fever 3 montha before the child was brought to hosprtal,
If the condrtion was a so~called 1diopathic  chronlc interstitsal nephnitis,
the outcome of an mfantile nephrinis whreh the patrent had survived one
would not expect antupecific treatment to benefit the patient. If on the
other hand the nephnts was a subscute recrudescence of an earher
syphilitic condition or even ene of ordinary setiology 1n a syphiltse patient
improvement mught be expected to follow antsyphilitic trestment, but 1t
would be desirable 1n such a casc to put the patlent upon a nephnts
regumen and diet before instituting antisyphilitic treatment,

The next case of nephrits in an older child was that of # patient, Peggy D., wbo
hed a rash 10 infancy for which she was treated with mercury for an unspeafied
tme. At the of 6 months she was an mpatrent 10 snother hospienl on
account of troable (? eprphymns) in the left elbow At g years ahe had arthnts
both knees, for which she attended yet a third hospital, » here she was given
x0 xotspeific treatment. At 10 years of age sbe had interstitiel keranta of the
Ieft for which sho was given mn at xn ophthalmic hospital. At the
of 11 yearw she sttended the s Hospital and 3 her blood W R. was
strongly positive she was glven treatment with arsphemmine and mereury
Thus was 1n the latter of 1931 and as we had until then never
mamco{nephnmm.c}n]dnmmndmbemrﬂxmblnmmhau—
mne injections, we did not 29 & matter of routine examme the unne before each
myectson.  During the third course of neo-arsphemamine and todide
(-}tn— henng recetved 16 NAB=63 G ) the pagent complaned of colicky
mn the abdomen, with vamrting and disrrhoes, and 2 dayy hater the shdomen
E:;nemhrgtd. The chuld was sdmutted to the ward, where she was foand to
havoe #acites and ocdema of the legs the blood = not raised the unoe
was reduced 1n tty contuned few red corpuscles and was “solid
with albumin. ﬁbloodumwuﬂmg (16.1L&2|ndt}-ebkndchdmno!
2Bo mg (r71m32). Smx wecks after admiseon unnary output suddenly
shot up from 20 oX. 10 50 0z. (0°5 10 T 4 litres) m the 24 hours, and this smprove-
ment was mamtamed.” On docharge to 1 consalescent hospital there was 0o
ocdema, albuminuris was o-15% nndﬂwebluodprarurcuunoam),nn%n]d

throughout ber hospatal. Apteutemddxtwmmrmzl o
.;!bﬁ‘al‘j, tﬂ-?m' phrt whether this was the
result of the treatment wrth heavy metabs or a true tre pephrrtis or neph
rouis 1t is impossble to gay  Ten mooths later us the patient scemed very well

f congerutal syphils. Unnary mamfestations,
fond doubtedly follow upon bumuth
). We rceorded these mmnt
) thus treasted  Only

patient auffenng
albumunurta and cylindruna, may un
medication #a will be described later (p 431
festations (0 5o out of 260 patients (19 per cent
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trice however was the patholomeal cond it ly pro 4 to
Justify 1t beang called & bemuth nephnts and m nuther case was the
ks permanen
m(lgzg)nmdnmhuobumtmdxdmdmlmmymof
Judney damage resulung from treatment, nor could he say of mercury
treatment was the csuse of nephnts m sny cave.  On the other hand,
Husuinel wes of the oprwon thas mercury cypecully 1 the form of unguen
tum hydrarg  when used in the trestment of neonatal syphitls mght ghve
vie to renal damage. It remains to be seen if under the modern methods
of treatment syphuline nephrits in early mfancy will becomne less frequent
then in the past.

Orthattetic or porisral alb n later childbood and adol

bas been steributed, amnong ather cruses, to congental syphilie.  Hoch-
wnger snd Hutinel mention that 1t s & commen occurrence w this penod,
the former quoting Stuempke, who found st m 6 out of 46 cases, and
Arnald 1 70 per cent of all the older congenital ayphulitics. Hutined
curvelates the conditson wh:dxhcmmu orthoststam,  with the
phywre] maldevel of the congenutal syphilide patent, who 13 often
uﬂ.hn:mmgcxhﬂwmwdhngmdddmwamﬁmmgwmgﬂu
to what he cslls  scrocyrnoms  of the
uns and the two symptoms of arthoratism, he sttributes
to some derngement of the vagosympsthetic nervous system.  Lordoss
hes been shown 1o be an wmportsnt contributory cause.  Swito (1931)
on the other hand  dmmisses congenmtal vyphil s & cause of orthoatste
albuminurs, snd our own cheervations pownit to a simfar conclusion,
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BONES AND JOINTS

Historical

The bone leaions in syphiliic foetuses and neonstes are so charscterntic
and widely distributed in the body that they received & considernble amount
of sitention from chinkeuans and pathologists dunng the Iatter balf of the
last century  The duscovery of \ rays in 18g5 and of the Trepomema palli.
dum 10 year later opened up a new vista m the study of this aspect
congemital syphiln, and mnvestig of many Hires i d them
sclves 1n the subject.

It has slready been mentioned that the early observers Rosen von
Rosensten, Berhin and others, referred to bone lewons i exrly con-
genital syphils yet later whiters, among them Trousseau (1847), Didsy
(1854) and Lancerezux (1868) consdered the bone affections to be # rare
manifeststion of the duease.  Theae drvergent views nere doubtless due
to the fact that nckets and congemtal syphilis were often present in the
same indrvidual, and that the osseous lesons of the two disexses were co~
existent and were hence confused, In 1870 however with the publica
tion of 1} egner s classical account of tie bone labons m congerutal syphilis,
to whuch he gave the name asteockandnfis syphalitica the condrtion was
placed on & firm pathological bass.  Wegner s conception of the Jeson
a3 the name osteochondnts implics was of 1t mflammatory mature and
he described three stages of the pathological process,

In pant of ttme Wegner was closely followed by Parrot who recorded
hus chnjeal and pathologrcal studics 1o 1871 and 1873 and who may be
comstdered the pioncer in establuhing osteochondnitis a3 & definrte syn
drome (McLean).  Hus onginal description of the clinical condition, now
universsily known as Parrot s pscudoparajyns, has left httie to be added
by subseq writers  He emph d the partrapation of the periosteum
and penchond, 1n the hatopathology of the learons and he diszgreed
with Wegner s theory of the inflammatory nature of the cartilaginous and
bony changes. Parrot regarded them rather as the results of & nutnnional
duturbance of the ossevus tssue st the mte of cssification—a syphihite
dystrophy  He cstablished the fifth month of imntrs utenne hfe as the
carliest tme for the appearance of the lesions, and he was also the fint to
state that they affected pracucally every bone i the body  Wegner s and
Parror s proneer observations were speedily foflowed by reports of cases by
obeervers 1n many countries.  In 1872 appeared the firt American report
by Curtis-Smth of a case of syphibtic dectylitis and 10 1875 R W
Taylor ko 1 Amerrce, publshed a monograph 1n whech he reported
12 personal cazes of syphilic lesons of the bones.

In Brtmo cases were shown at the Pathological Soqiety of l.ondon
and or reported by Haward Machumars, Barlow Parker and others
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while on the Contiment the pathologts Weldeyer and Egbner Heubner
and the clinicians Poncet, Henoch, Kassowits snd Hochmnger all made
contributions to our knowledge of the subject (McLean)

Barlow then 2 nang young phymcian, was impressed by Parrot s work
and piloted Bntish medicine fn a sencs of papers (1876-80) upon congem
tal ayphilis and ita alliea (rickets, craniotabes) wto following the French
school of thought as regards the pathology of the booe lesons m these
conditions. Barlow agreed with Parot that the syphilinc bone lesions
were due to an  altered pattern of nutrftion  rather than to an nflamma
tion, which the German school, following Wegner Virchow and othen,

< 1l

NMNESII
i nmw DI

Flo 61 Collceton of foetal syplufitlo booes presented to the Musewn  f the
Howpetal for Sick Chuldren, Londen, by Dr ] Parrot, 1879

held to be the case. In 1880 Barlow (7) stated that separstion of the
epiphyses which scveral observers had reported to ocrur 1n severe cases
of syphiline bone disease, did not result from actual swppsratron 1n the

Between 1900 and 1904, Hocheinger wrote vanous articles dealing wath
the \ rry appearances of the bones 1n congenrtal syphils, and 1n 1904 he
publubed an important monograph upon the subject 1 which were
embodied the correlated resulta of hns clmical, rdsological and anatormecal
mvestganons upont syphilitic foetuses and infantn.  He confirmed Par
rot s observaton that all syphilitic foctuses of viable age showed micro-
scopical evidence of osteochondrita
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Dunng the first decade of thiy cenitury vanous Conttnental radiologusts
and paedutnc patholognts devoted themaelves to the study of the problem.
Among them Oluf Thomsen (1907) did important wark in tha fild. He
wnthcﬁmtucmphmtttbeunpommeof\npmtbedugmo(
congental syphils m the newbomn apparently healthy infant. He found
bone Jestons 1n 86 per cent of 143 cases.  He regarded the perosteum as
the source of the soft granulation teuc  which resulted In separation
of the eptphyms and he stated that the type of pentosttss wwas always un
antenatal condrtion, wheress the affection of the membrene bones, a1, for
example, pentostitis of the skull was always postnatal.

The demonstration by Levaditi and Sau n 1903 of the treponema
1n the bone marrow lated sumilar r oy hygsg)cr.m I3
Bertarelli and Volpino (1906) Hoffmann (1go8) Thomsen (1912) and
many others—who were able to confirm Levaditi s onginal observatrons.
These resexrches showed that the treponema has & great affinuty for the
bone forming trasues of the foctus, particularly st the epiphysal ends of
the long bones where bone growth is most sctive. Here the treponema
¢an be seen, 10 surtably stained foetel or neonatal bone, 1n the marrow
spaces of the cartilage, 1n the zones of osuficatron and in the decper layens
of the penchondnum and perrosteum {Schmudt) Schnerder! showed
that the treponerna bored its way into the bone corpuscles and could be
sech 1n them after it hed diseppeared froem all the other csscous structures.
Thus doubtless explamns the frequency of bone recurrences met wath
late congenital syphihs

Investigators in several countries made ra observations which
added matenally to our knowledge. Fraenkel (1911) Alexander (1915)
Wimberger (1925) and Engel and Schmidt (1938) may be mentioned
smong the German authontica.  Wimberger correlated the known
pathological lesions of rickets, scurvy and congenital syphits with hu own
X ray observattons. He confirmed Parrot s observation that the easliess
involvement of the skeleton occurred at the fifth or auxth month of foeta!
Itfe, and that the maximum changes were secn 1 the first fen months
after binth subsiding rapedly from the mxth month onwards.  He drew
attention to the arcas of rarefaction due to eofteming, which may be seen
1n many of the long bones and notably at the upper and wmner aspect of
the tibise. Thrs has unce been called Wimberger s mgn though 1t had
been abserved scversl years previously at Great Ormond Street, where 1t
wat known as the cat bite  lesson of the tibre.  Other investgators who
made wmilsr rediologcal studiea mclude Shipley 20d hw collsborators
in Amenca (1921}, Péhu and collaborators in Franee {1924-27) and de
Joog Martis in Indonesia (19371 The lsst named in Jave found bone

Sehunbdt Bchelder cocrt of the microscopical
&me:dmmmm;ﬁ;ﬁ?ﬁ'd Ammmlwﬂlhtfmmd
in McLean's first artcle 1931 pp 1447348
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Yesions mn g4 out of 100 syphiliic Indoncsan and Chinese infants g9 of
them between 6 weeks xad 3 months and 35 more then 3 moaths ofd

Among Britah pathologsta, Turnbull (1g16) Harrs (1933) and Gil
mour (1g:4¢, 1644} have made fmportant canteibutsons to our knowledge
of syphilitse bane lewona.  In the repart by Hoflsnd previously quoted
{(p 63) on the cawsanion of foetd dexth, Tusnbull bas grven an suthonita
tve accoumt of the changes obwerved.  'The comrmonest sturtos 1 3n the
metaphymn—~the part of the diaphyss adpeent 1o the eprphyss—and in
the epiphysis taclf the combination of metaphyuta and epiphysstis con-
stituhing Wegner's ortrockondrrtny syplulitica Less nflamma.
ton may occur 1o other parts of the duphyus and/or in the pertosteum,
{1) Syphilitic osteochondrits, The ofitct of syphilinc oateochon
drrt npen the ormal zones w manfold, varymg o3 it doea with (a) the
degree of injury to the thwues by the trepoocna and ma toans, (8) the
intenaty and stage of the inflammstory rescuion, and (o) the site, 1n
actilage or meiaphysa of the maumum of mjury eod mfammatory
resction.  The resutung macroscopic and meIoecopic appasancts are
dewcribed by Tambull e follows

1 The yellow sone of provsonsl calcficstion, normally not greater
than o 5 o, deepens to ; much m 2 wm, or move  This » brought
sbout by the contmued growth in length of the cartilage and by the con
timoance of the normal changer o 1t which, ncduding aatoficaucn, are
prep ¥ to sts transf ot boee. Al the e mvason from
the duaph of the pr Ry-calaified cartilge by wewsels, osteo-
blarty and osteoclusts may be checked.  In early lestons the junction of
eptphyns and daphyss remams regulsr and unbroken.

2 Whilst cenficruon from the diaphyss 1 checked i thay manner in
mont of the epiphymat-daptyet § 1t sy #t the sides
of anc or more of the vertical vessels which unite the cartilage and the
daphyss. At such apots the derp rone of provinonal calaficruon be
comes shallow and cousequently the duphysul border of the rone 1
notehed and wregular

3 Imterference mth the blood supply may lesd to the degeneration of
the epiphysasl cartilege so that pasts of 1t do not underge provisom! caletfi-
catron and subscquent omtficstion The vertical vessels whach unite the
canllage wth the duphysis are refarerely large vewsels and the blood
supply from these o lem Lkely to be cut of  Provmond calaficaton
and subsequent oxsuficetion wually proceed, therefore round sxme at sy
rate of these In contequense, narraw processcs or broader tongues of
red marrow progect from the diphyms nto the epiphymal cartilage and
slsemate wnth tongues of cantiage which project 1o the daphyam
This gves me o the  sxw tooth  metaphyms, the one of provinons!
adlafication followng the irreguler line of the interbocking teeth

+ Fibroms 1 seen wnth the mucroscope 1n alf but the alightest and
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carhest Jewons. 1t may affect the marrow of the metaph

canals 1n the cartilage, or of both. In sdvanced, mmucpm’ﬂmgnib:
dense granulation tasue 15 formed, whrchmtbcmmphym&mgcd
mth:rodonbyoaieoch:nu{tnbcmhcofcﬂczﬁcdmﬂlgemdbom
When the cartlaginous cansls are affected they become greatly widened
The granulation tsaue may cascate and soften, which may lead to separa
ton of epiphysis from metsphysss, or the epphynal crhlage may be
divided completely at & short d from the epiphysal-daphyml
Junction,

Fibrons b of the greatest assitance 1n the microscopre and macro-
scopie recogmition of syphilitie osteochondrtis  When shight fibross 15
present 1 the metaphysis, the marrow in the metphyas appears to the
naked eye more compact a0d paler than m the remamder of the draphyas,
The affected metaphyss still fecls gritty when tested with the poat of €
scalpel. It roay be pmk or grey 1t 18 frequently yellowssh oming to the
presence of numerous yellow trabeculse of calafied cartilage 1n 2 grey
fibrous matrix.  The contrast with the remamnder of the duphyss 1
accentusted when the bone bas been placed for o few munutes m formelde
hyde. More advanced fibross eppears slaty-grey or yellownh, gelatinous
and alightly bulged and fechs soft 0wing to the erosion of calafted cartilage
and bone. VWhen slight fibrons s present i the epiphynal cartilage the
vascular cansls sre more conspicuots than normal When advanced
fibross 1 present pink, grey or yellowish strands interrupt the cartiiage
1n the utes of the canals.

Turnbull summantes the possible changes i the normal pattern of
the eprphymal physai fr s follows  decpening of the zone of
provisoas] calafication wrregulanty of the lme of junction between the
puphyss and daphy lnple zones of | | caledfi en
largement of the chondral vascular canals fibromus in the marrow of the
metaphyns or of the canals of the cpiphysal cartilage.”

Differentiation of svphilitse oxteockomdritis fram rckets  Like syphilis
nickets also gives nae to uregubnty of the epipbysal hne a2 nell as to
enlargement of the cartlage canals, but tn thus cese the exsenira) abnormal
ity B absence of calfication. Provuwonal aalafication of the epiphysml
cartifage coases and moreover all booe formed duning the dsease remas
osteosd ™ that  to sy does not become calafied after us depombon.
In the metaphyss of the long bones & zone of closcly packed, asteord
wtrue 58 formed.  This s frequently yellowih 1n colour but when tested
wnth the pount of a needle or kntfe 1t u found fo be tough elasue and free
from gnt, whilst the yellow deepened rane of provisions] calerficanon in
syphilus 1s hard and gntty  Fusther all the bone becomes soft owing to
t_beformauunofmco’dn.ue,whﬂﬂlbeold.mboncurmm:dm
the process of growth. Tbewhdebone,thmfore,uculunhlbebl_ll:
sth sbnormal ease and 1n Ixter stages the bone s phable. In syphil

PAPRY Py
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there » no such softening except m aress of fibroan sccompanted by ero-
won of bone.  Such aress are focal and the granulation tissue therein can
be recognied with the naked eyc the remainder of the bone remains
hard and bottle. (Turnbull)

(a) Syphilitio disphysitia. Aress af syphilitc inflammation are fre-
quently seen 1n the medulla of the disphyss dutant from the metaphyma,
They are vancwsly named by suthars diaphysrhs ostertus and osteomyelit,
Tumnball stxtes  The fibross 13 sssociated first with cessation of the
depoart of bane, and lxter with crosson of the trubeculae of bone and
calerfied cartilege present.  In early stages the areas of fibroats are scen
by the naked eye as paler pink arcas in the red marrow of the diaphyms
m later stages the graoulation tsue s slaty blue or yellowkh, frequently

snd the affected area fecls soft.

(3) Syphilitic periostitis,  Ths lemion 18 rare but may sccompany
ndmwaimzwdwondntu, Itmﬂnmnlqtrofboncmdmdmmw
or rarcdy gr tusue, beng d d outnde the ongimal corticalm.
Thn pu-wuulclcnhng unb::nﬂymmgnhedmn:rmmpxc:ﬂy It
o not diagnostic of syphilis, for in nckets a amilar xone of marrow and
osteord timuc may be formed outmde the onginal cortex.

In conclumon says Turnbull, congenmal syphilitic dwesse of bone
not a generul systemuc condition, but w due to the local presence of tre
ponemxta.  The older the child the fewer arc the portions of bone
wffected  In the foctus the infection tenda to be widespread buat 1t m not
necenarily universal. Further when several bones are sffected the
lexzors are greater and more conspicuous in some bones than i othen.
1t is advisable, therefore, 1n each casc, to exuming 3 many hones as possible.
The femur tib, humenn and ribs sre mtes of clection  the femur and
ribe are esy of access and should certainly be examined 1n all cases.

Mecl.ean (1931) published a monograph on what s probably the most
comprehenive investigation of the osseous lexions 1n mfanble congenrtal
ayphilis that has ever been undertaken.  The investigation was curried out
11 New York between the years 1923 and 1530 and included the correlation
of the climieal pacture of the dwease with the X ray photographs, and the
and i of the pathologral maternl
fumnhadbythexoapmmuuudmdmdtheqmopuac{thmewho
dwed. The mopograph starts with a full hustorical survey of the work
carried out by previous irvestigators, & survey which will prove to be of
grest value to any student of the subject. Ipenomﬂynnmdebtcdto
MeLean s monograph for much of the 1nf fon given 1nt the hi
portion at the beginning of this chapter as well aa for the description of the
kesions as detafled and figured by him.

Ofdlexolpﬂentxmmprmngthcttudy 73 were n the first tnimester
and 19 in the second 20 that g2 of the total number go-a per cent, were
aged 6 months or lexs when they were first inveatigated.  The denth rate
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in the first, second and third months of life was 54 5 52:8 and 346 per
cent sespectrvely or duning the 3 months from birth onwards 46 5 per cent.
The first 3 months are (o be regarded a» the pertod of election for all
n.rIeuc!oflmom,mdtheﬁntﬁmantlnudlcngcofdecuon{orwco.
chondnts (epiphysims).  These, he says, might be termed specific lestons.
Lenamoocumngdunngthtlemndhﬂiaﬂbeﬁrﬂywmh:gc}yohhc
resdual - vanety such s penostesl cloaking changes 1n trabeculation
and the like.

Clincally the cases could be drided nfo severe (57) moderato (28)
and masked or latent (17), the last group beng dugnosed by \ my
exxrimation and by doing routine blood tests.  Only 37 of the panents,
or just under one third, had chinietl agns of bone involvement.

Promaturity Premstunty seemed to have a definite influence on the
bony lestons. Chnical mandestations were of the flond type m 10
prtients, moderate m 2 1n only 6 of the 12 cuses were the omscous Jesoms
scvere, yet 10 of the 12 patrents died. There seemed to be a definrte
tendency wn premature syphulitrc infants during the first 3 months of bfe
to show by X rxy deep rones of submetaphysial rarcfaction which mcro-
scopically were found to be caused by extreme  lawlassness of growth
with unusual production of connectrve tue.  McLean was of the opinron
that the raprd growth in length of many premature infants was the probable
explanatian of these deep zones of submenaphysal rarefaction, quite apart
from any syphulitec lemons,

Arthritia  Arthritie of # purulent character due to infection by pyo-
genic organsms occurred in 4 of McLean s cases (4 per cent).

Ansemis. Anaemi s probsbly not to be regarded aa having an
actiological relationship with the ossecous lewoos, as the background of
both these f 1 doubtlens the trep ! infe It m,
however recognized that any severe anaemus m infancy 1f of long standing,
may show radiological changex in the long bones, and severe pyogenic
mfections may also be sccompanied by bone changes, possibly on secount
of the associmted snaerua. Severc amaemu i congerutal syphilu s
usually assocated with marked oseeous lesions (sec p 338)

The leaions. O hondnas (epiphysits) wu;anncm |:

cent, pertostits 1n 706 cent and cetcomyelitis in 46 per cen
’?hcp?:-'bu :l;dulmum: th?bmf:mw frequently invalved (g7 per cent)
the radrus coung next with g1-3 per cent In terms of the growing ends of
zhebams,umno!edLhnthed.mﬂmd:o{thcrtdmamdulmwucths
metaphyses most frequently affected.  Lastly McLean found that if the
metaphyaal lesons and the duaphysia] osteomyehne lesons of the upper
end of the tibia are grouped together the combrned inadence 1 77 pet
cent, which 13 greater than m any otlrer lenon Intddmontothtd:m(:;
in(h:hngbonanccmum]hnngm!mu;howrd\"!k‘”“' n o
followizg bones bodies of the Jumbar vertebrse, dlavicle, scromon &
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corscoud procosses of the scapuls tbe, fllum, tarml bones, metacarpals
phatanges and skull.  Tn hus earher cases McLean sttempted to sssess the
clanges 1n the sknil bones, but be soon abandoned the project, a8 the
pixtes were o dufficult to iterpret.

Penostins alone was found in only 5 of the canes, aged 10 weeks, § 5 11
and 13 roonths respectively  The fact that enly one of the patients was
less than 5 montba old shows the ranty of thus type of lesion = an uolated
checrvation at the sge when the \ ray dragnoss of congemitsl syphils
s most valuable Rachitic and syphilitic lestons were present simut
mneously in t {esat 8 of the cases, and possibly more frequently

(A) Osteochomdritit  Thrs s the most frequent lesion in infantile con
genind syphilis.  Its mte 18 2t the junctron of the roetaphysis and epiphyseal
crtlage, hence {t w slso known a3 epiphysts or metaphymts  All
authors are agreed that m syphilrtc foetuses and 1n syphihitic infants during
the first few weeks of Life, there 1 (1) 8 decpening (widening) of the pro-
vinona! z00e of calafiestion of the long bones, seen 10 X ray negatives
2 white cap on the duphysus, and in the print es u dark metaphysal band.
’I’nnmvhyml(oxdnphyuﬂ)up dpruentdau:,mnonlybemprded

e, of syphilie. If 1n eddstron to

metnphyml cxppmg,tbaeaac\m(z) tubmeupbym.lnmﬁawumd
(j)lc-ofbonecortnlttheuppamdlnna'npwtnftheﬁbh,the
PP are pathog for congenital ayphilis, (4) The ngzag
uftbc_.._, hysual line, the saw tooth  edge,
Mdmrrg:rdcduthcﬁrnmd.m‘w:dhw!ﬂmc-dgmw\tw}uch

Is 80 chanactenstic of the active stage of osscous syphilis. There s 2
duruption of the adjustment pormally present m rapidly growmg bone.
Actording to him the cause of the sxw tooth metaplysts local ciren
latory duturbance which, if prolonged, atwxys goves nse 1o the formation
of connective tieue and cxcesrve resorption of bone.  (5) The next wgn
hlﬂmhktmcumnfmbmmPhynﬂnm&cnon.vnhormhmn-

i zo0ve of calerficat]
Mclnnamnumryoinbepnhologyo{u(mchondnmunfuﬂm
gohIe mjury 8 f bl wetivity
lltnnbumxhegmmho!mﬂhgc,mddumrbmc:nfwunlmpnm

Tbu:mﬂt(a)mucmdula&dmmwﬂummmd—mhnmcwhwh

plles up xt the physs, and (5) defs behondoal lar forma
bon Tbucchmgumnnu:.bnomulmpdmmdﬂmtud}ytbcpm—
ducnon of usue. G dent with its

of growth becomes app and dasth wtmty b
manifest with the resorption of varymg portioms of the metaphyses and
dnphpa,v\}uchﬂp\umdmﬁmn‘(nypncmmofly‘phﬂm:mzm-
chondrt " (p 392}

(B) Osteamvelitrs and oufettrs. Osteomyelits and ostelns a1 showm by
resocption of vanous parts of the ends of the bones, as well 23 of the thaft
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and cortex may alio occur  Replacement by connective tsue and the
formmonofucwboneltthemdofdremcuphymu“eumllong(hc
shaft and the periosteun (periosteal cl king) wre later fe of
the bone lestons In some cases the bones of the hands and feet (carpel,
metzcarpal, tarsal and metatarsal) may show rarefaction and enlargement.
Occanonaily the ends of the long bones may be 20 enlarged & to simulste

Dactylitss was racely found to occur 1n the first months of Ife, except in
agsociation with involvement of the fong bones of the extremitres.
MecLean could give no statstics for thrs conditron since the patents
hands and feet were held by an asstant flat sgainst the plate #0 23 to
obtain the best possible \ ray pictures of the long bones of the fimba

Eptphysial separation  as scen by \ ray 18 usuaily & break at the end of
the duphysn, the smaller frag; T g hed to the epiphymal
cartilage.  This aeparated epiphyris may often be umpected—sometimes
out of alignment with the shaft of the bone. Only rarely 1 a true epr~
physsl scparation seen by \ ray

{C) Perrostins Periostitis 1 rarely secn sa the owly lemion present
hence 1t hos not the duagnostic significance of osteochondrites which often
occurs wthout penostitts.  The perrosteal lesion may be of three types
(¢) penostea] thickemung of an intact shaft independent of lesions at the
metaphyaws, and usually thickest in the middle of the shaft (5) & supportve
or hesling type found over a bresk in the cortex the penostiti caliow
of Schnader which v usually thickest at the ends of the bones and (¢)
ossifying penostits or the hypertrophic oatcoporosis  of Pehu, which =
the least common of the three. It oceurs in the form of great thickening
of the entire shaft due to a series of enveloping coat like layers of newly
formed bone. MecLean did not obwerve thus type before the fourth month
of Life the other two types were common at an earlrer age. Muln
lsyered penosteal closking may be present ss the predomunating leson
after the fourth month and us the solc ective lesion after the fifth month
of life. At this age and up to the early part of the second year it 1s of great
diagnostic importance.

It should be noted that some of the penostes] lessons were not unlike
those of rickets, and a bealing severe rckets may resemble syphilie

’I'h:typaof\r-ylamnuponwh:ch-dcﬁnnedugnauufcon
geaital syphils may be made in the early months of lfe Mlclean gives as

follovws

(1) Well-defined saw-tonth metaphyses m well-calerfied bones.

Deep rones of submetaphysmal rarefaction.
g; Muluple separation of epiphyses, wrth or without impection in
bones which are not rschitic.
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(4) Bilateral symmetrical oateomyelits of the uppes mesial sspects of the
tiblae,

(5) Multiple arcumscribed osteomyelitm of the long bones shown
cally sa patchy sreas of rarefechon.

(6) Multiple longrtudinal ureas of rarcfaction 1 the shafts of the Jong
bones, sometimes resulting in fractures.

(7) Foa of rarefachon a1 the mesul or latera! aspects of the metaphyses

(8) Multiple areas of cortical destruction generally seen withm & centi
metre of the ends of the boner.

() Localied periosteal cloaking occurring in more than one bone.

He gave 1t es hu oprmion that syphilitic lesions were always distributed
bilaterally and m the first manths of life the leston of a mmngle bone wma
never found to be due to syphila.

Lastly McLean concluded that X rays were of outstanding importance
mn the dignosls of congemtal syphilis m exrly bfe, since all of the 102
infants he examined had mdiological endence of omseous lesjorm.  Our
own observations, to be given later while i the mam confirrmng McLean s
opmione and results, do not entirely agree with his, for we obtmned X ray
evidence of osseous lesions 1n only about 85 per cent of our patients, and
i at least one patient 1t appeared m if the syphilitic kesion affected & single
bone (see p 200}

Harrs 10 ims monograph (1933) grves the resulis of ho investigations
upen the growth of bones in health and in dwease. He agrees with
Wegner Tmnbmlmdcthmdntth:prmcuu-chmnicmﬁnmmamn
occumng m the yone of prol and provi 1 1fi of the
crtilage. Lymphocytes mﬁlmtct}mmcnfinﬂ.lmmtmm, and hu]i:ng
ud’u:trd\yy\htdqx:lmoﬂofﬁbmmmnnged

mngemcmufd)eﬁbmmu-nea:phmathemtguhntyin!he
trabeculation of the bones which can be detected with & lew m X ray
negatives of bealed mfantile syphilimic lestons.

Personal Observations
Having given a brief survey of the hutory of the bone lesions 1n early
congenital syphils and an account of Tumbull s, McLean s and Harrs s
contnibutiona to our knowledge of the subyect, 1t remaima now to integrate
our own cxpeniences with those of previous workers, at the same time
iMustrating the vanous phases of the cescous lestons by examples from our

own patients.
Incidonce and prognosis

Of 244 syphiliic mfants below the age of 12 montha, 151 (62 per cent)
were found to be clinically free from any sign or symptom of eprphysrtn
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and 93 (38 per cent) were dmically postive.  OF the 151 who were
clintcally negatrve 1oz were exenued rediclogieally with the vesult that
78-howcd\nymdmccafoucmnlmom,wh:rmqmmg:cm
Fromtbcsednunmu]mlttcdthutbemadmceofq'pbﬂmcbme
dmasemwugaumﬁntﬂecuawaboutsqu—cmt. Table g gives
thcnumbmmrchuontotbcugepmodmdtbedmlnmmgnﬁ;of
our patienty  As was to be expected the prognoms was wont In the
youngest patients.  Very few of our infants were less then 1 month old
whmweﬁmuwthan,bmndmugrnbcmomhtyfmmcwgmml
lyphﬂuwumareﬂnnsopcrocntnthehmeofwh}chllmwntmg,
191710 1939 Moat of the deaths not directly due to syphilis (columa §)
were from gastro-ententss, bronchopntumons or whooptng-cough, but the
syphilis pught have shared with these complicatsons the sesponeibslity for
the fatal outcome.

Tame ¢

Imvestapetion of 165 Patsests with Clmscal snd/or Redmlogical Epsphymts in Redaton to
’ Agepenod and F ol Outcome

3]

okt 2o ryphady o sypbuks

42n38% ey 15y

months o= 0"!1 D-lf‘, o= g
2~ = 1= 1

Tow! o~ 2 months t 161 rs:-sruf =124 [ B~ y7

Our finding of 78 patients mith \. ray enidence of epaphynins among 102
who were cliucally negatrve sa regards bone lessons ahows the importance
of taking \ ray photographs of all infants suspected of beaing congenstal
syphlulitics or who may be thought to be suffening from a bone or joint
lesion.  For many years 1t was our practice 1o \ ray ail four kmba of our
syphulitic pattents and we did not as a rule X ray the head, ribs or clavicles
for although changes mught hsve beetr detected in them, the cost snd
trouble involved would not have been justfied oreept as part of a speael
inveshganon, unce 3 dugnosn could elwavs be made from en examunstion
of the mbs slone.

Severely tnfected foctuses and wmfants umnlly die, but when, s fre-
quently happens, the infant 1 spparently healthy st birth and the drcese
mfmmdf.ﬂathemn]mbuuoupn:bo;oigmbw;ck{,lhe
omcous jesrans, however generalized or severe may appear by X
m\nﬂydwupbydleendof!beﬁmyexo{hle ‘There may hawever
be two pessible sequelae (x)lhlbd.ltytolrtmnmo{bonc)mthc
penostrts and ostaus of lete cangenital syphils, and (z) 5 bability to

Deaths Dot
g Toeal ety dov rverty
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fractures, due pethape to an alteration 1 the trabeculstian of the Jong
boner

Clinical manifestations of syphilitic epiphysitia

1t 1 important 1o bear 1 mund that it 1 the exception rather than the
rule for v patent with congenttal eyphilis to shaw clmical evidence of
epphymt of every 100 of our patsents &2 had mo clumead epsphiysitn
whereas only 38 were cinfaally postive.  Radiolggically however Bs per
wem of our panents showed evidenes of booe lesiom.  Syphilise bone
lesoxm may occur during the later months of gestation #nd be present at
birth, or on the other hand they may not become apparent umtil the sxth
or maghth week of Iife of tven 2 hide later  J2 by important to remember
that 8 negatrve radiological result from the bones at 4 to 6 weeks of age or
a negative blood tost does not pecewarily mnply immunity from syphititse
epiphynts, s the following caacs show

Alsn H., born Argust 1633 devcloped gonorchoes] ophithalmis shottly after
bleth. Whils i bospetal {ot the trestment of hiv ¢ye condition hs ttarted to
mnmen!bea;eof?meh. Mother and child gare s ve W H. There wes
10 dimeal or rudk 1 evdence of eprph ‘oer weeks ater bowever

petudo-perntysis of the mgmrd.whhn&obgmlmdmaaf
bmedh:mmrg‘ubhn the tight foroumn.  The Jesxms had
before the child wis 6 months oid.

Ermily 8. bocn Dec. 1927 ® ¢ knxrwn eyphillic mother wha bowever had

never been treated, had no symptoms of hulis end 2 negative W R
Ii!h:lgnofﬁd‘ceh. At 14 wecks the leg 'Kiuﬁﬂmd‘w
and the chiki hed some rhunitis sccompanied by s TR wes now
tyongly mmdndnlazmg of the Tight fibue Was apperent,
The wm given 2 courses of sulphorab (1175 O} end meruay

periostita of heokme roore the sge of

Epiphyntic o usaally 1, bust & jount 1n oae b may be more
weverely affected then ots fellow n the oppontz bmb.  Frequently many

Nmmu\hmme}mumxmdnwwvdymw When
the upper imbs are affected the joints are dscod and when the arme are
held up and then relemed, they fall helplessly on the bed es though
paraiyeed. It was on that sccount thet Parrot called the condition
Pecuda-paralysis,” mince be wa convinced st wes not 4 true peralyss
mh:ngfmnnuenuﬂorpmphezﬂwvelcum When the shoulder
3 mvolved, x i often the case in & rapposed breth smyury the srm hang
by the side, the efbow m tumned out, the palm of the hand points backwards
mdouwud;mdthemod?nmmun&h-pnnlym(&rpmm)
When epiphyntis attacks the lower limbe the condition is one of spasticaty
%
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and the legs are held m a stiffened atitude of flexion  We had several
cxsex i which the dimcal dugnoss w2 a furth injury  ? Erba

paralyas,  but in which radiologreally syphilitse epiphymts was found
The following s an Dlmmnvehmoryuftudumi !

Joyce G wan born Now 1 30 &4 8 breech presentation by which the arms were
thought to have been inj mdgbtmmmd'fmhnhmd
nhen at the age of three weeks the fnfant was exa xt the Surgrea! Out
patients Clxmcthergbtumuuﬂwndbutthemfmtmondiuﬂngﬂl The
WIWWH?MIW An \-ray of the shoulder revealed
ost be chndfn from birth and harer
devel, a strdor incresung difficulty of respiration, for which she na
admtted to a medies! ward and found to be euffering from bronc!
\Wicn:ucﬁythrecmoﬂzh:alddrmbnumbcamcﬂ‘m‘dmdm’(nyd
that arm showed a fracture st the upper end of the humerus. In the mean
time the ¥ R. had been found powtive thus confi the \ ray disgnons of
syphitic eplphywus of the nght arm. mcbﬂdrwn the age of 13 weeks
and gn X ray taken afier death ahowed well marked ot of the
If;cmmnndu There was slso scperatlon of the upper ysts of the left
umerus.

The cause of Parrot s pseudo-pariyss is still a rmatter for conjecture.
The most widely held wiew w thet 1t 3 due to pain which prevents the
1nfant moving its imbs by some 1t s thought o be of central angin while
Hochunger was of the opion that st wus due to an affection, perhaps
involving their nerve-endings, of the muscles serving the jont.  Whatever
the causation may be, the paralyms responds readily to antmyphire
treatment.  Local treatment such as the apphcation of splints or plaster
bandages, w rarely if ever required

Other infantie drecases which syphilitc epiphymtis may simulate are
cocrogenic osteomyelitty, rckets scurvy infantle paralyss and erythro-
blestosus foctals. Examples of some of these conditions may be oted
from our expenience

{a) Coccogentc asteomveliin
Harry G boro Muy 1 had oo infantile symptoms of coapenaal syphiis
untﬂ:‘;ydwlgcufqﬂ’ttz!jihcﬂnulmlrktdﬂcmngmdlu)dcmfhﬂf!bc
night teg below the knee The child was not obvioualy ill, with on} I)Jghlfﬁﬂ
{5 w100 F) W BC 10,500 per com bloodculrur!ntn{e lentoux
negatve. The X ray shoned well marked s of ostcopertoanitis and osterina
e e b N s Toasag.
counie (0 s dia congreny il
mlﬁmewuﬂﬂ;ﬂmwnmmJ@:km
albeit unwilhngl mtwupemc:rmlhc pebent. T‘ohm\mn.uku;
6 and 1a days afver the first, showed an extension of the foron down the tbal
dng‘jym,mdthndbuuumﬂdxmlybmembe.pprmuynﬁm A
W R tshen at 11 weehs Bas poutne bt not strongly so u:nucmayh:\eb«nh
or flling A.n:::-mpmmssct.bcpmcm'muu-nu-dv-nhn-n—r:m'v‘J7e
m}\mm The child s general conditon was not deterrorauing



of len was
oyehin, 30 also wss the good general conds-
toa of

(3) Reckets The posaible

bctw:cnnckmllﬂul\%:ﬂul'y'p
will be considered later {p. 212) The

differences m the 1c appear

ket g gl

1 stated to

ﬁ?]hnhmthhgi‘m

At 6 weeks she smrted to snuffie

n;\huﬂammwdimmhyw mn

\ scen at [:4 ageo yphilire

the wrts and gukles were consrdershly Fro 6 smh- M of 11

enbarged and tender 20 that nclets wee y

sogpested a3 the dhgnows, although the s a } cocaal

patent & sge wiy rather th, The Thxs was the anly of

tiblae (legs) were y and P

sppeared 1o be tender X aclosed pareatly the only loag bone
syphilitle and osteo- I "h";:_b‘:*»

pcnnsmi('l-';g&) W R of mother oTtex

uchhn:rthci e o “ﬂ‘h; :

. Auy report wam  “Arems the

of ostertls filling m. not so third of the tibes me

The child wes trested for both syphilis and rickets, but she developed bow el
trouble, from which she dicd at the age of 6 mootha, ¢

(c) Semroy  Bcurvy like nickets 1 prone to affect wfants rather older
than thase usually attacked by congemtal syphilis, but at imes the signs



June 8., borm m June 1933 showed no of syphilrs till she
old. Sbetbmdmbpedlr-hmth:bunsmtm&x,mﬁuw mdtwelhngmza\be“?hl;ft
wrst,  Other ts s00n became involved snd when the mfant wes seen at

4months old). Radrol It tic h vrme seen
under trestment the csteits dumnished, white the xop mfm
more marked (at 5 months). Later the gradmlly subsided and it
had practically diseppesred when the child was 10 moaths ald.

mfsnnle paralyss made by a junior collaague or regiatrar hws meant
nothing more than the mnabtlity of an mfant to move s arms or fega,
This might have been due, smongst other conditions, to Erb s paralyns,
imfantile cerebral pahsy (Littles diease) or Parrots pseudo-paratyns.
Acute poltomyelites rarely attacks mfants under 3 months of sge. Polio-
myelstss or pol phalits may be d towsrds the end of the
first year but, #s » mentioned 1 Chapter 8 cases may bo diagnosed a3
polomyelitts or polio-encephalitss when they arc really neurosyphilss.

(¢) Erythroblastons foetaks 'The difficulties inherent 1n the dugnosa
between congenital syphils and erythroblastosis foetalls and the co-
exmtence of the two disenses 1 the same patient aro referred to on p 242
As Caffcy first emphsnzed (1937), some of the less-pronounced bone
lesions of congental syphilis may be seen by X ray 10 erythroblestosis, but
severe lesons such =8 saw tooth  metsphyses, foa of rurefaction at the
angles between the junction of cartilage and shaft, and sbove all the
characteristic  cat brte  leston are not found in erythroblastoss or 1n any
other vanety of osscous psecudo-lues  (to give 1t the mame yon eld
has suggested for these bone lemons) such as  1nfsnnle cortical hyper
ostosis  (Caffey and Silverman)

Radlological findings

The lesrons which may be scen i radiograms usually vary with the
m‘mtyoflhednenemtbcmfxmmdpnncuhrlymthmylmemtll
treatment the mother may have received duning her pregnancy with the
child.
1 Auporplncofmcn:ucdc-]c:ﬁcnwn-nhcmduftheduphymuf
the long bones, which was formerly regarded by many observers as bemg
the earliest evidence of syphilm m an infant 18 not dugnostic of the disease
(Figs. 62,63} \cLean stated ths 1n lus monograph and we had made the
same observatron.  Caffey (1937 1939) showed that similar sppesrances
nuybcmﬁvmhmedum{mmcdmwchueryzhmblumfoctﬂn,
hylococeal and p al bactermenua, certain desorden of nutn

s
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trom, and following the adminstration of bamuth 10 the mother durmg
pregancy

Fia. 63 Wudetpread osecom
in e« infant sged (1 weeks

o

2. The next stage 10 the process s & widening ot decpening of the epy
physeal rlnchhtberctul!o(mcguhrorlnlcamwgm?th
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mdrymptormm:ymggc:t:dugmoflcuny s 1n the following
case

June 8 born in June 1933 abowed no signs of ayphilis 61l she was 3-8 wecks
old.  She then developed s rash oo the buttocks ;:’Eﬂhmdm‘dlwgz'azbcm
venist.  Otber 13 2000 becume 1nvolved and when the Infant was scen at
hospytal with complamt *that the was noable to e her Limbe,” the jonts
nacloplmfuldﬂld\cnmtimhchﬂedthedugmuuf:mny(&cmtbm

fmonthaold). Radiolog: el
under trestment tho ostertis dimentshed, while the t‘upporu\tm -
more marked (at 5 months). Later the ts gradually subsided and ft

had practically dsappeared »ben the child was 10 moathe old.

(d) Infantde paralyns On several occasions the cimcal duagnosa of
infantile paralysis made by a junior colleague or regustrar has meant
nothing more than the mabity of an mfant to more {ts arms or loga,
This mught have been due, g3t other cond. to Erb s paralysa,
wfuntile cerebral palsy (Littles disesse), or Parrots pseudo-paralyss.
Acute poliomyelitts marely attzcks mfants under 3 months of age. [ofio-
myelitts or pol -phalitts may be ed towards the end of the
first year but as 18 meptioned m Chapter 8, ceses may be dusgnosed as
polromyelitzs or palto-encephalites when they are really neurosyphie

(¢) Erythroblastosns fortahs The difficultues inherent 1n the duagnoss
between congenutsl syphils and erythroblastoas foctalis and the co-
exsstence of the o discases in the same patient are referred to on p £y
As Caffey first emphasized (1937), some of the less-prooounced boae
lestons of congerutal syphilis may be teen by \ may in erythroblestoss but
scvere fesons such as  saw tooth metaphyses, foct of rarefaction st the
angles between the junction of cartilage and shaft, and above ol the
charactenistic  cat brte  lemon are not found in erythroblastesis or 1n any
other vanety of omeous pseudo-lues  (to give 1t the name vor Crefeld
has suggested for these bone lostons), such & mfantile cortseal hyper
ostomn  (Caficy and Silverman).

Radiological findings

The lesons which may be seen 1n radiograms wsually vary wuth the
seventy of the disease in the infant and partiularly with any antenatal
treatment the mother may have receved dunng her pregnancy with this
child
L A cap or plate of increased calcificatron at the end of the diaphyms of
the long bones, which wa formerly regarded by many observens »
the earkest evidence of syphtls 1 an infent i not diagnostic of the disease
(Fige. 62,63). VicLean stated thisin s monograph and we had made the
same observation. Caffey (1937 1939) showed that amilar apptarances
mxybemctmthmoﬂzrmfmu]cdmmchnmhmbhnumfmzln
staphvlococeal and preumococcal bacterrsemiz, cerusin duorders of potn
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Penpstitia andfor penchoadntm may frequently he Found associated
wisri::hemxmchmx‘:l/nngb\n&ntuunlym'hlcby\npwhenahﬁa
ton has ocaurred 1n the Do ald down by the deepr lavers of the pen-
asteum (Fige 62, 647 At times o ng 1syens of sabp 1 bone
and marrow spaces may be seen, grving me 1o the cosdinon kogwn &
periosteal Iayenng  or  cloaking,” and occenonally the whole shaft of
the bore may be thus encmsed producng the  coffin or  ercophegus
type of lewn, Tt ahould be noted, bowever that penosies! closking s
not disgnostic of syphibs, for 1t rmay ocour in pidly heslmg rickets wnth

s, e A t‘:’;'_»-

C oo 7 ot ‘fé:*:,.ﬁ,:

r:ﬁ\' :_-" "’:’:‘, N

IR of o 3,1‘«1‘., _‘./j

L”"ﬂ-—.:.,m*“ o T GRS i{
Y * >,

o 66 Trepooemam m s otme” ko of the

nema (n te carre of the fedd. (Soomed by
CGorden's modBoston of Bertarelh and Voiptno s
wethod)

out typhilis beng preasent (MeLean). He states that 0 nckets the
cloakung affects all the long bones and the whole of the bane-ends and
haft whereas in syphile the distribunon of the dosking s lese ustform
wnd ame talf of the shaft m more heavily mvotved than the othet  Pen
ostitse 13 thiy seen to be s late difi of Wegners hondrms,
and shauld 1t be forund s the sole lesron present i early mfancy 1t a
probably correct to matne that the eadeer steger of osteachondnta
octurred during intra-uterine lfe.  Fracnkel and Péhu state that orefyeey
peniostatn anlike osteochondmin, does not respond to antspesfic trest
ene but that 1t has usually dhwppeared by the end of the first year whether
iremment has heen @ven or not. Ve almoat mvarably found thet the
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funtile type of periostitls had duappeared by the of 13

though admittedly practically all our patients :7}]0 lur:fertd had m
constant treatment dunng the time. ‘The changes seen by \ rays m the
bares of syphilitic infants may show marked alteratrons in the contour of
the bones and it s these changes 1n the contour of the bones, coupled mth
evidence of yelins and hondritas, which we regarded o bemg
charactenstic of congenrtal syphiln.  We were not satufied with the mete
physul cap and the aubmetaphysial rrefection slone,

8ite of the lesjons

It 18 rather remarkable bow conarderable i3 the divernty of opinion as
to the frequency and the sequence with which the vanous long bones are
saxd to have been affected.  In view of the large number of cases which are
clically negative and sdentifiable only on X ray examination, the earisest
mvestigations of any value were thos¢ of Hochsinger whrch began about
the year 1000 He found the eprphyses of the elbow most affected.  Moro
agreed mith this finding, but he found also the femur to be a favourte
site. In thu he sgreed with Schmidt Vegner Fraenkel and others.
Davidsohp found hondritss most Iy about the knee, a2 also
did Finkelstein  Holt and Howland found the distal epiphyses of the femur
and mdius and the proumal epsphyses of the tibia and humerus most
often affected. Thus corresponds m the man with our own expenence,

and one would unb gly emph the frequency and importance of
the cat bite lemon of the proximal and medm} aspect of the tiblae for
the duagnosns of congerutal syphilis.

The two following cases are of interest in tha connection the one
because it sffected an unusual bone the astragalus, and thereby musled
both surgeon and radlologut the other because the pathological lesions
were almost confined to one tibm.

Lucy A born Dec. 1933 had no nfantile mantfestattons of congemtal ayphila
but when about 5 months old a snollen ankle for which sbe was
broaght to the Children s Hospital. Jounit was not very pmnful and it was
thought to be efthber tubercuious or itic. ‘The Mantouz test was nega
trre & \Vasecrmann test o!‘f‘be Shires, guhr ndn_i’iiogm,
typucal tuberculous oftel mtragajus with possbly some ng
peml‘mi’oflhenhuc."l Bccma:o!hnm'wgly-uptn.dymwumﬁ:
tuberculous natare of the keston, 1 1% R. was repeated with & wmilsr positive
resalt. With antwpeafic trestment the W R, became negative at the end of 6
months and remaned 80 foc noarly § FProbably on the amumption that
the lenon moght have bad o tubercnlar i the child was sonit o Margate
0 convalesce A fow weeks afterwards she developed diphthena and had to be

" wan unfe 1y boat when the basernent f the
‘mwhrvﬁnﬁh\m-mmiwﬂwd:dby-hmnhlmmonnh:hrpnﬂ
and fracturing & water<oam No prnt or lentern slide had been made from the




pot & tuberculous condition.  Apart from an attack of anacmis which followed
lmdbmnh:ﬁmnthtthﬂddld‘cﬂmd‘lﬁcd‘nho\nmydﬁ—
until

culty or pam 1n the

Vern W bom March 1932, had no estly symptoms of congenital syphilis,
hnuhmlhe\-ls!c:h!oldlbe considerable e h:&rd:

ube way Lest peen at 43 yeurs of age.
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Lb:othahmbbonc-:_iﬁnrdmbclﬁecud Treatment + a started and
within a fortnight the eundmonhdmuuhu:}pmrtd,bm-diﬁhtcbm;
the the were

were now t in the arm bones. At the mon
healed sppeared normal, 'I‘hebru.ntof.g:hecz'cnxlppamdmhtve

f:.llmnnlrmgiebtme—therightdbn(nclhoﬂnryG p. 200}

Possible relation of syphilitic osteochondritis to subsequent
fructures

McLean and Harrs pornted out that on careful examinstion with a lens
almuunmthembccuhuonofthcbonuaou]dbcmcognmdmgwd
X ray photographs It hss been known for some conuderable time that
n Albers-Schdnberg s dusease peniodsc varntians in the mtenmty of the
ote0Us scleroms give nse to the formation of transverse bands of denser
bone and that fractures of the banes are by no means uncommon, Ths
1s generally held to be due to decreased elastiaty of the bone consequent
upon 1ty increased denuty and thrckness, Sevenl of our wyphilitc
children sustuned fractures, and one not unnaturally thought that these
fractures ought have had some relation to changes 1n trabeculztion andjor
dimtnuhed elasticrty of the bones the result of the infaatile bonre lerions
29 of our patients sustained fractures 3 broke two bones or imbe ssmul
taneously and 4 of them broke bopes on two different accasters.  One
boy broke his left arnm and left leg at the age of 112, years and hss left
arm sguin a year later  These facts and figures are of interest but the
obeervattons are too few to be of use 10 a statistical ssserzment of any
posaible betweent hondnites and subeeq fractures

Dactylitis
Chinkal dactylitss 1v not a f of congenital syphuln
but routine rediological exxmunation of the hands and feet reveals a con
uderable percentage of posttive cases amoag mfsnts under the age of 3
years  Jeans and Cooke record 12 instances mnong 610 children under
2 yeart (2 per cent)  They do not state, bowever 1f the cases were
dragnosed clinteally or radiologcally  Eleven of the 12 cases occurred
under the age of 6 months and 1 at 14 months Two per cent was also
the wardence Sull recorded in his cases Mclean encoustered chimeal
dactylius 6 times while investigating the bone changes in huy 1oz cases
(6pcrcmt).burheg.wnanumena)mmdafzhcndm}ogmlmam
hes senes, smee N ray lesions of dactylinis in the bands and feet arc apt to
bcova'lookcdmrmrtmemm:mmmnhmthehmd-mdfm-rchdd
du.dynppacdtotbcpMexuofdato:mmgoodm}ufmzbehﬂg
bones of the limbe. On studying the records of 62 of his cases honever
ﬂufallndlhlt\nydnctyhmwnpratntm(yor:74perCcﬂlwhelr'itﬂ
cimaally only 6 per cent bad ductylis. Of the 17 radswlogreally pow \:
cuu,q-howed}mmdmcmcumnlbonc-urrnnonhemmqu
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booes and the long bones of the luntn thewr sges were 1 2 and 3 menth
(3). Of the 6 clinially pontive cascs 4 were under 1 year the other 2,
15 and 28 months respectively the It 2 were probably relapees of an
carly mientile fesdon

In out own senes of patients we had 9 cases of dactylrtis 6 of them
cinaal and 3 detected radsologrealty  The youngest of the chascal
c1aes was 7 weeks the others were 10} 13 and 16 months (Fig 68) 34y
and 719);, years respectrvely Two of these cases were unusual ineseuch
a5 they shawed 1o osseous bestona? (at 1o} moaths wnd 34/;; years) and the
Iatter patecat showed at the same time jont lesoms which Still called
preudo-ostecarthrtn (see Figs.
68 6g) The case of dactylite
which occurred at 719/, years was

patient, 3

saffered from epphynts in infancy
for hn mother gave o hutory of iy
lkegs hoang been sl for about
14 doyn  He fint sttended the
Children s Hospimal at 1he age of
11 months on account of snuffies
and with a hustory of 2 sore mouth
at 2 months.  The W R, was found
10 be pomatere snd the boy was grven
4 counes of sulfsrenol and mer
cury wehde by mouth between the
sgesof 11 and 24 months, Hethen  rig 68 Syphilsse dactylitis m an
had 4 negstive biood testr, after infent sgrd 141 yexrs. By X
whuch he defaulted At yrars B i i G
he developed intersttn! keratrts prevent

for which he nitended o ocal hos-
priad - At 719 ) years hus beft hand became swollen and tender the nght

? 1t o of mtereat that betw een the yexrs 1 7 and 1923 the suthor sew mots then
)mc-ud.mmmnlmko-mmdsntdsczkﬂcud’
only ano cxee of clmcfoa! dactylitns m & gl aped 7§ yern w by Sruy shomred
o bee chawper  Tha drmils were m follows the ring finger of the rght hend

end ankle fonts.
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alight extent 5th metacarpal bones. The lesion wa described by the
radsalogrst as a penosting, which is the omseous lenon frequently found
ssocuted with interstitial kerstitw,  The nght foot, although 1z was
terder showed no cbvous lenon.

The 3 dactyltis caves d d radsologically cccurred ot 2, 3 and
8 months respectrvely  The fimt of these cases wes interesting chuefly
because at 5 weekn typreal syphilit ontettia and periortity of all the long
bonwes of the hmbe were present without any cimical ngns of epiphvmits,
and, sfiex 3 weeka greatment with metcury xnd bamuth, the left knee
m left cfbow became scutely anvoived By X rays the ostetls was
found to have progressed and the nght ng toe was found 1o be affected,
althaugh there wis no cimreal suggestion that this was the case.  Thue
wis the only case of our senes in which the bones of the foot were found
10 be affected, which bears out the obscrvation of oihers that the tors
are moch lesa often affected than the fingen.  Climcally the eppearance
of the affected fingers 1 charzcternstic and they are usnlly described 2
beang flask or skattle-shaped.  Formerly of the condition ww not recog-
razed wnd remained untreated, the wwelling ocomonally broke down and
drscharged through a perft of the skin. N dxys thu must be a
Yery rare occutrence, for we did pot encounter a single instance during the
whole of our expertence.

The differential dugnoss between syphilite and tuberculoas dactylris
may have to be mede. Both may octur m quite young infants, »o that
the age of onset or of the detection of the condition affords no dus o the
disgnoas.  The tuberculous vanety may be tender and 11 much more
Ikety to soften and break down than m the syphilite form, which s a
rule, ponles. A poktive tubercutin test would be m favour of tubercle,
wheress & potitive W R and ngn amd symp of coogeninal
syphils, inclading X rxys of the bmb booes, would strengthen the pre
sumpton of 2 syphiltic senclogy and the result of amuspecific treatment
would dinch the dugnosis.

The nature of the bone changes in congenital syphilis

There has been much speculation a3 to the nature of these bone changes,
Wegner who angtoally described them under the name ortrockondritis
syphalitica, regarded them 13 beng infummatory m pature.  In ths he
wa followed by Hershetmer Hochtinger Fraenkel, Thomsen, Turnbult,
Harns and others.  Parrot, on the other hand, did not consider them to
be inflammatory but of the nature of dmordered nutrison or s he cafled
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(2) speafic mflammatory lestons—periosteal osteoperiosteal and gumma
tows  Denmie and Pakula think thr:ctndmrdcrcdmxbolwn of l‘umj:c“md
eartilage plays the grester part i the seuology of the lestors, and thar
inflimmation plays only a munor part.  In addition they make the sugges-
tion that the process may be partly allermic.  Caffey who bas made «
cvanderable study of nfantile bones 1 eyphiis and 1n other disenses bf
hildhood, prefers the designation orteockomdrans to hondnts, eince
that name does not imply an mflammatery ongin My ovn wew 1 that
the orgm of the conditton 1 certanly twofold or cven more complex.
The treponema 53 present, often in conmderable numbers, especally st
the growing ends of the bones—the epiphyual carlages—and under the
pertosteum (see Fig 66). By 15 taxic actron 1t may (1) interfere with the
arderly developrent and growth of bone and cartilage and give rse to the
lawk of growth empl d by McLean and (3) give rse to effecs
of x mildly mfxmmatory character which lead to the formatron of fibrous
tssue, to which Harrm and Turnbull I think nghtly give conmderable
promunence 10 ther desciptiont of the fesons.  In sdditon to these
two mam causes, the treponema may act upon the haemopoetic tessucs
and thus grre f1se (0 e ANACIIL, 1N SOME CASCS $0 Severe a5 0 CAUSE Stid
further interference with the development of the growing bones

Coagenital syphilis, rickets, craniotabes aod Parrot s nodes
The relatton between congenutal ayphily and nckets and the part the
two disczscs respectively play in the causanion of craniotabes and Parror a
nodes have long been & subject of controversy
Elafsser first described crenbotsbes 1843 and concluded that it was
esscanally rechitic in onigin. He gave this name to an abnormal thinness
of parts of the panetal and ocerpital bones, so that with pressure of the
finger tp the softened areas yreided like # piece of suff parchment.  Moat
European and Amencan suthorities agreed with thn viewpownt unnl
Wegner Perrot and Teylor succesarvely demonstrated the bone lewons of
mfantile ayphils and so cast doubt upon the walidity of the rachiue
nature of cranrotabes.  Parrot regarded cramotaber s being due to con
genital ayphilis  § erous wrrters (Sull, Greham, and Park and Elot) have
Jdoawen attention ta the fact that thinning of the skull does not sinavs pro-
duce cramotabes a3 described by Elsfsser A generalired soltenung
muy occur 1 premature mfants and those with 2 roild degree of hydro-
cephalia. It scems Iikely that the cascs of crantotabes described 1 con
genttal syphilic mfants without any other cvidence of rckets have been
iastances of pscudo —cramiotabes.  True cranmotabes occurnng i chit
dren with congemital syphilis s almost certurnly due to cocustent ncheta,
Parrot 8 nodes are lens-ehaped areas sipated around the anterior fon
nncﬂtmdb:ad}lﬁmtptrﬂnftbcfrmhllndpmcu)bonu The
swollen wea 1 intersected by s cruaform furmgy, thus producing the hot
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croee-bun head or matiform skull known also m the capal guadrafim
Ocassonally smilar swellings octur o the wupre-othital regron of the
frontal bone, and rarely » hugh forehead—the so-calfed  Olympian brow
—inay ensue  The nodes are probably due to periostitia and when the
periostssm 1t stnpped from the skull the undertymg surface of the bone
is seen 10 be covered by redduh, porous osteord tusue  Parrot belleved
theae nodes to be syphilitic In origin and Carpenter Coutts and Findlay
sgreed with the viesr  Baclow intualty accepted Parrot s theory of their
syphilitc ongmn but later wn the hght of
wubsetquent experience, beheved tat they
were mechitie,  Stll, Hochmnger and
Park and Eliot bave supporred the wea

aho had ncketr. Some arher wnters  Fra

&qu’l‘bmh(né;
camed that syphils waz wctually the :ﬂdﬂ g yoam.
caute of the nckets 1n these children Wmﬁ:‘ﬁi
ro~day 3t would be more accurate to say bossed forehead end promu
that t preduposed to the condion. pent aalp com when firse

the nge of 18 momithe.
Orher factoes such e prematunty mal- e T s
muinbon  poverty sod neglect may aho pos tve {or over & year end
be menboned. the father was treated
We did not aee « large nurober of cusey for tahes doresler. Lol

of actrre nckers or of pabents 1o whom
cranotabes could be ehated Thn we
think n stiribumable to the increased care and atienbon gwven o this

!
:
:
i

Ly mmproved socl We came to the eon
chon that 1f Parrot & nodes were present dunng the first 6 montin of
Hevhmnckn:mntdou}ydlghl}v:fuﬂmxoxhcpmn,wn
renral syplubs was almont certainty the eause  In most of these cases
lhﬂtmmehydmoqy}mmmdmmeoflhmnmmcddmryd
e kil boor. in pawents 2 or 3 years old rckets, 1n the abeence
of syphilis, may gve rae 1o 8 sumslar cransal deformity but the most
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of pregnancy (Fig 72)

Another patwent, Helen H., born in March 19'}7 was an dlegpumate child of 2
congenttally syphilie mother who was herscl

Fio 7@ Unusually heavy limes near the ends of the
En\nhlyduetomhﬂl mpectrans

sumslar aress

wumply did not thme  Clinsally epmbywtie of
the writts only wes present X\ my shemed
exterd ¢ beny changes

btsmoatab in the seventh to aighth month

iflegntrmate  The mother was
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stroagly posrtrve and % ravs ehowed
long boncs, osteochemdrine, osteftn and
eochonditie and oeteitie being nnwsul findings 10 &

the age of 7 months. The W.R- wae then

oxtentrve oseos ko o all the
matked penoetrtss, the ost
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chuld of 7 months. The peroatitis fncressed for several montbs and from

eighth manth omw arde “growth lmes™ were viible In the bones, At first

were seen fn the ndd 2 month later they were to be seen

femora as well as 1n the radis (sce Fig 73). At 1 months the growth lines were
el

5
§
¥
£

Fio 74  Photograph at the age months o o el
of 41 )z vesrn shommg the E’-\;. no bn.-cv:-:nau]e p:h:ful.o{ -

of Inock
g st AL, Toronly he

were discoverable m the or yoce,
mm tﬁuldmdpaummlnrﬁ-nch-nctam}eu(aumn;dn;
At the age of 47, yeans our radio
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The Bones in Iate Congenital Syphilis
Pathology
The pathology of the osscous lemons of late congenital syphils is
fundsmentally srmilar to that of the lesions of infantile bones—nsmely
thcw:llknownmcuonoﬂheuwumthcuepooammthcfurmo[l
pertvascular cellular granulation tisue  In the infant the treponema

Fig 76 Gummaof tihis shammg an ares of softenmg st the centre
ina 11 years

PRy
P e o v

F1a 77 %\ ray showmg the rareficd area (softening) near tho middle of the
Kurmma Lmt&d’\ﬂrnmgofdrmmxofd’thx\e(mh
The fibute also showe some thickentng  (Sir Thomaes Furbank s panent
treated m the suthos » chiuc)

found mast often m the growing cartilage whereas later on in childbood
the favounte haunt of the parente s the decper vascular hayer of the
penostenm  The lymphartentis (of Allbutt) spresds from the penosteum
to the Heversan canals of the bone, and 1t has been suggested that the
tenston produced by the granulanon tissue within the bony canals s
mpmuefummumdbmngp-:mmoftmmtcdmhm

1 The m:);lml lesion 1 a hyperplastic ostroperroetitis which may be
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Suffuse, frequently lesding ta scleroass of the bone, of localzed—the pen
ostex] pode of gumma—which leads to peevoan and softening  Both
changes may occur in the szue booe or m different bones m the same
insdividual  The tibaa ja most commonly affected, but other mb bones
wnd the flae boner—akull, face, nose palate and sternum—mey 1o be

Fio 73 Mamne v af Fio 79 Bame patient ; Fig 78, The
uch more

Weft nbda m 2 wed ) Ny were mi
v s a fall on wﬁxdmﬂ'tv}nd\rm‘i\xh
the feg 3 ronths prac ooy cariwer the facy that worne

treatrmant been gnen. (S
Lancelot Barnmgton-\Ward » panent)
dfecied  The penosteal node or gumma o « locahzed fiem swelhog fre
quently tender or prefal, mtusted usually on the saterser surface of the
tbas.  Although localized the Seson 1 nin sharply defined but gradually
shades off on to the marounding bone (see Fips 70 and 77} Sometimes
the whale length of the titla may be implicsted (a3 1 scen i Fign 78
and 79). In eddition w the penosten! heperoetoss thert may occur a
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lastic endochondral passfi 2t the eprphymal junction wl

]ndstoomgmwthufthe]cgmdngnmgrmmlfoxé\ofg\gm;:.h
In osteoperrostit the undertying bune becomes at first samenhat rarefied
bmwonn&mrdsth:chnmmc;damuohyphﬂummmco—
blases converting the connective tresue into bone.  Later stil] probably
owing to a reductian m the blood supply consequent upoa syphiline
endarterttis, a gurams may soften and break down 1n the charactenstie
fxahion, ulcerate through the skin and expose bare bone (Figs 76, 77).
2. In diffuse oitertss which 1 & rarer form of syphiline bone dmcase, the
greater part or the whole of a bone may be involved fram one articular
cartilage to the other and from periosteum to medulla, The pathologreal
process 1» essentially the same s before, but pow the changes are more
extenstve—new bone lad down (a) under the perdosteum, grving rise ta a
marked thickenng of the abaft (8) on the walls of the Haveraun canaly,
resulting 1n increased deanty of the bone and (c) in the medulls, posaibly
leading to actual obliteration of that camity  The entire bore i now demee
and heavy  Gummatous owterts, anslogous to the perostenl varety may
develop the gumma betng deep-seated and often extending acroms the
whole width of the bone.  Oceamonally this may result 1n a pathologreat
fracture. If such a gumma ulcerates to the surface it may became secon
darily nfected and pyogenic osteomyelits ensue.  Rarely the destructive
process may invade a nearby jount with resulung ankyloss. Ve did not
meet with such & case, but Jeans and Cooke record 2 cases, one i an
elbow the other i a shoulder

Clinicsl features

Ousscous syphilis i older children may siast suddenly with 2 feverssh
attack of with puns i the bmb 10 & certan proportion of cases a hutory
of trauma can be elierted [t seemns likely that the treponemmats have
remained dormant after an infantile infection of the bone end may later
be resctivated by sn ingury Ve obtaned & hustory of traurna in 10 of our
47 casex. Sometimes tender pinkub nodules may be scen along the
antenor border of the shin which closely resemble the lestons of crythema
nodosum and have been dugnosed s such.  The pang in the hmb which
sometimes usher m the disease, and are usually stated to be worse st night,
may give nise to the diagnosis of gromng puns  or of rheumatism,  In
aurcxpmmcclﬂrrrpunmnotlmmonﬂymmumdm
syphilus, for 1 enly 2 of our 49 paticrits who suffered from pesostitls o
osteitts was the pun #0 great that the patients scrcamend at night because
of 1ts seventy  In one ar two other cawes pan was complamed of but §t
was 7ot mtense. A Irtle later with the progresron of the orscous lessons,
Mmybemtcﬁaedmﬂumdbythemtbcpumt-brwghna
huspmldwhmbmvbcmydcﬁnndymh:gcd(ﬁg 79) and hot to the
touch. Tbecdgccf:hch’buumtmdcduﬂ‘mdobmnodulambt
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felt along 1ts course.  In younger patients the patbological lesions may be
laruted to the periosteum and of treated eary the condrtion may resobve
:min-_ly It is 1n older children and the more chromc cases that the bone

thickened and cl d fly antertorty  The tibua then
:hmxbcmngfom:dwbmhuknmnt.h: mbre or cotless tibm
(see Fig Bo) A somewhat similar deformity of the tiba may result from
nckets, the difference bang that wheress m syphills the bowing occuns

Flo. 8o \-ray of « syphilihe tihx showing fooward
bow mg (sbre tibés) in & pagient aged 10 years  Three
years previously the tibie was hypertriophied in i
‘hnhlmath.vvh.hm.:ma(-ofmum: The in

giande were enlarged and the clmical duagnosia
y between chromic ostroperiostite, syphilie =nd
sercoma f tibis (see pp 225 end 127)

about the muddle of the bone and 1 due to oescous thickening, In rickets
the curvature octurs sbout tho-thirds of the way down the length of the
bane, which is kst opaque to X rays and does not abow any thickening

Distribution of tho lesions

Table 10 shows the distribunon of the condimon among the various
banes m our 49 cases, from which It 1s seen that the tibm was efected 1n
uo fewer than 41 patents.  In a few cases we found that a nelghboarng
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Jout became swollen, usually subseq to the infl m the bone
itsell.  In one pattent an attack of interstitial keranys some nme antece
dcmto4yc-noflgc,wufollowcdbyrtdnm.mﬂmgmdp:mmthc
nght shin-booe, pain 1n the left arm and swelling of the elbow and sub-
scquently by swellmg of the right knee. The mother s own statement
was that the child had suffered from theumatum  for 6 months. Despite
the hustory of eye trouble some time presiously the chintcal dragnoss wis
rheumatism, thoughﬂwnmumttdlh:tnonoduluwenpmummd
there was no Imutation of movement.  The right tiba was inclined to be
sabre shaped. A subsequent blood teat gave a postive W.R. and the
child vwas treated with mercury and potssaum wdide.  After 6 months
outpatient treatment on these lines, the patrent was brought to the hospital
very ill and a9 # medical emergency she was edmutted to a different ward
Here she had the achantage of trestment with enphenammes, to which
she rapidiy responded.  She was followed up until she was 19 years old
when her jouwnts, eyes and exrs were all functioning well but the pauent
scemed ansemuc. Her blood W R. and cerebrospinal 8uid had bern
negative for nearly 1o yesrs.

Tamx 10
‘The Dutribution of the Lewaone in 49 Patents rth Late Owseouy Stphels
;o | Dok e e Gt o
Abule 3 gumma
::‘l;::xm 1 Both tubise, arthrrtis Lnes
1 tihet, 1 ulne 2 Both bt Jeft radan 1
t tbi, 1 Tbaw later Loee wwollen T Both fomom and ? sho nbuse after
1 tibat with ? Clurton knees Chutton '
Arthrits of kpee with palate 1
Arthrits of knee (old ostritn) 4
1 rona v 24 patiemts 1 ar both Dbeac wrrelt ol 10 41 Pirenss
o Tor b et b mer) doeicd . T e (5 oo i (3 ot
femora (st ) - 2) ooe 3
s e e, PR SR

)
(7)anhnd(ﬂ*mrpl1l’°('!‘ﬂ)mdfom s (8) omre case wich skull end kerber ertebree

Anotber patsent whose bone and jomt lesions led to an earls suggesnon
of theumatrsm and later proved to be syphilitic had the following hestors

H. 9 cars, with oae week 8 hatory of pun 1n b abin
booc::rk;:?de n(eza%nlmght. When scen st the Surgrcal Outpanients

devetoped i L
effmon 1nto both knee Joints,  Trestment was ven frregal

md:d Ticed several miles from the haspital £nd there were seeral younger
gikirtl:{n was glow and ot the end of 3

amlly 1
;ﬁf{n«m;'u;r mmrﬁemhumnmemdu
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yurl.‘rhenhnbloodnndlpimlﬁnidnmfoundtnbequimmmL We were
nnsbie to get the patient to attend hospital agam, but when he was 174 years old,
the mother wrote saying “'I'lrhdwnvu‘ypooﬂylfmﬂthmb;rﬂﬁmm

m 16}

One of our cases showed 2 rarefied aren 1n the head of the fibula which
was thought to be & gumma i this stuation.  Another case affecting the
fibuls occurred 1o a gid 11 years of age in whom there was dscase of the
upper third of the nght fibuls and also an abscess 1n the nght foot. Prob-
ably on the sssimption that this was due to ostcomyelrts or tubercle, the
upper third of the bone was removed no tubercle bacilli or other argan
15 were found in 1t, but 1 W R. done subsequently was positive and the
child wm grven the appropnate treatment  Hochsinger states that the
fibula 13 also sffected m most cases with the tibia, but our experiencs with
41 patnents with affected tibuse and only 3 cases of affection of the fibula
does Dot lend wuppart to bis view

The asocation of the bone and jount lessons of late congenital syphilis
wth interstrtal kermiths will be consdered 1n Clapter 8 (p 335)

Disgnosis

As Tus alresdy been stated, the condrtion may be regarded as being of
rheumatic ongin on account of the pan and of swelling which may occur
in adjacent jownrts. Radiologically although the duag can emmly be
made 1n the later stages owing to the density of the bone, in the cary
atages of penosting before calafication of the new granulshon tissue ha
occurred, the X ray may only show an indwtnct cutle to the boge.

Tuberdle undoubtedly may have to be diagnosed from these lemions,
and 1 this connection the main points to be borne in mund are that
syphilis affects tho diaphyss of the bone rsther than the ernculsr ends
sccondly the new bone formatian 1n syphiles 1s sclerotic in type rather than
rarefied 23 1 tubercle and thirdly 1n syphilms the jort 1 seldom involved,
whereas 1o tubercle this 1s commonly the case.

Syphilttic lenons may also have to be differentated from mahgnant
dease of the bone such as sarcoms of the tiba, of which we had ooe
atance only (Fig 80), o metasteses of 2 Wilms tumour or of a nenro-
blastoma, which mught be mutaken for gummats or syphilic osteo-
penostity These mistakes can be mumimmed oc avoided by doneg o
1 essermann test om everv patient with disease of bomes or poents

Osteoperiostitis of the skull

Jeana and Cooke mention 3 patlents wath dmense of the skafl bones,
aged from 1 to 13 yrars, all of whom had multzple bone syphilis and with
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lawmxhouf!h:{muuln(ocdpmlhmu,whhulwmmchhempu
ficul pars, ELth\mhamlhorw:dzclmingLrhﬁyﬂnahgc,
and all of these cases spparently auffercd gross neglect. Ve have not
encountered such bad cases ourelves, only one in our serres having had
disease of the skull bones. This patient, of whom the early history was
very incomplete, was sent 1o us by the London County Council suthortres
at the age of 13 years on sccount of interstitsal kerats of 3 months dura
tion The hustory wes that at the age of § years she suffered from syphilitc
pertostits of the frontal bone, for which only a few injections of K harsu!
pban were given. Three years later at the age of 12 she had trouble
with the spine and an X ray exammation 1t was found that the third jumbar
vertebra was affected the radiologist steting that o was definutely not
tuberculous and he constdered 1t to be syphilitic,

Referenco hes already been made (see p. 138) to the fact that in con
genutal syphilts, especully mn cases which hnd been neglected or were
latent, syphilite disesse of the bones of the patate and nose may occus
often leading to conmderahle destruction and loss of tusue. In such
cases perforation of the palate may persst and or there may be very
constderable scarnng and deformity of the soft palate, with absence of
the wvule. The condition known a3 saddie-nosc 18 aiso the result of
desesse of the nasal bones and nasal septum.

Syphilitic disease of the spine

We have notes of only ane case—referred to above—of syphin affecting
the spine  Worlnger (1929) wrote s paper on  Syphilitic Pott s Duscase
1 which he repocted a caso aged 11 wth gummatous ostertss of the fifth
lumber vertebra. The conditton had cxsted for more than 2 years and
had produced sensory and motor nerve disturbances It responded well
to antisyphilrire treatment  Hochmnger says thar the condition 1 very
rare 1n infancy and that he had had 7 cases of syphihitic cervical spondyhits
between the sges of 3 and 7 yeaa

Cases showing post infantile bone lesions
Gladys R. born Dec. 1914, shoued po infantile or other symptoms unnt she
s n(bad?u ut the age of 819 |; years.  For 3 yeans the club!

a postive W R in

Patn, dental collesgue, It the t may have had a gumna of the

uppcx;:; nwm-mdmwmdmm-m
The child was treated over 2 penod of 3 yaan with

e.d\nmg‘hrchd-rm;hehxdﬁm iere

!
2
%
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Amy R. bom Nov 1914, No eardy hwtory avallable, buat at 7 years of age
the patient was sdmutted to th!vﬂrdwﬂ.htwuh:geﬂuctmﬁngmm,thtmu
of waluty, oa the eft tibu, ws ? sarcoma of the tibm.

3 trestment the condrson s bowmng
of the tibu, bt all ngus of ostertis had disappeared.  (Thus case ws referred to
on pp 123 and 213 )

The Joints in Congeaital Syphilis

Infandle

The jounts may Ily become tved 1n eardy 1
syphiln.  Barlow (7) (18%0) and Heubner (1881) stated that true mppun

trve arthntis occsmonall 1 connection with the affected epr-
phy-uuflyphmncmfmu. The lemon was due to secondary infecnon
and independent of the syphiltic process.  Four of our patients, all at or
under the age of 3 months, suffered from suppuranve arthriths,  In the
first cese pus was duscovered in the child s nght elbow jomnt post mortem
at the age of 2 months  the causal org: was the |
left elbow contuned turbid flud bt no orgamuams coald be seen st In
the second patieat, aged between 2 and 3 months, the pneumococcus was
molated from an elbow xnd the panent made a good recovery with full use
of the joint. Case 3 also an clbow case, was mteresting tnzamuch as st
the age of 2 moaths thers was no sign of epiphysitn, erther climical or
nadiologacal. At 3 months thero was still no clinscal epiphysitis, but
radwlogically there were migns of osscous syphils.  Two veeks later pus
v obtarmned from the elbow jomt, from which Staph awrbwr was grown.
The child recovered.  The fourth case occurred m a child aged 3 months.
The shoulder was affected 1n this patent and streptococer were wsolated
from it. The arthritiy cleared up wnth the help of an antogenous vacane
and there was no impairment of the jaint. The boy developed into &
bealthy lad with & negative W R. to the age of 18 years, when be un
forturately sustained o fatal motor-cycle injury

Late (syphills conygenita tards)

In late congenital syphils joint lesona are more frequently met with
than in the eary form. The commanest type u the bilateral, more or
less punlens, effusion into the knee jotnts first described a3 a clinical syn
drome by Clutton m 1886 Dunlop who collected 16 cases from the
records of the Edmburgh Sick Children » Hospital (1gay) states that von
Hippel found jomt mvolvement 1n 56 per cent of hw cases of congenrtal
syphilss, that Hutchinson had 20 cases and Clutton 11 Stll records
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7jmmmu|monghuwopubmts,4ufthemtanrthnncnnd3ofthe
Clutton  type. Fournier recorded synovits m B2 of b 21z cases
(38-7 per cent) of syphilis congemite tarda. It 1 noteworthy how fre-
quently m these cases the knees are attacked 10 von Hippel's 43 ciscs the
koee was mvolved m 41 and 1n § cases 1t was the only jomt attacked. In
Clutton s 11 cases both knees were attacked 1n every cose all the patents
butonchldputorpreu:mbﬂnuﬂh:mﬁdkmm.md4of!hanhnd
ostestzs of the tibu.  In one patrent, aged 20 years, there was an interval
of 2 years between the involvement of the first and sccond koce, and 10
only one patient was any other jont affected when both ankles were
swollen at the onset of the arthntic syndrome. It may be noted that
slthough Clutton hmself mentioned that 1n one of hus patients the knees
were very pamnful at the start, and that 1n tvo others there was very definne
tenderness about the jornts, subsequent wnters when refernng to Clutton s
jounts almost invarmably deseribe them as being pamless and brlatersl,
thereby suggesting that & pamful affection of & angle knee joint must be
tuberculous or rheumatic m ongin, and that congenrtal syphihs need not
be conmdered 1n the dugnoen of the conditton.  VWe had several cases in
our scries where a bone or jount lesion bad been erroneously sttrbuted to
tuberculosis or rheumatrsm, when the blood and therapeutic tests showed
that congenrtal syphils was really the cause

Among our 465 congenital syphils patients over 3 years, 338 had lesions
of ectrve syphils, which ncluded 61 pount eases or 18 per cent.  These
aunt cases fell in the following groups

Tamx 11
Jowtt Lemoos fn 465 Congerutal 6y phils Patsents over the age of 2 years

1 Typscal Chutton » jomty e 4:p|mum

In additron we bad 2 interesting and obscure arthntic cases in sero-
negative children whose mothers were undoubtedly syphilie.

Clutton & yonts May oCCUr &t any age up 10 21 years, posmbly even
beyond. Our panents vaned from 33 to 18 yeans, the commonest age of
onset beng between § and 1o yeart The sexes were about equally
affected.  In many cwses the condition scemed to start without any
warnmng but 1t ts probable that a slight trauma or & mild perrostius of #n
|d'ncﬁubooennybcﬂwpnlud:tnmnmkchynmm In 8 of our

; ﬁmwldcﬁmlchut:rydm;urymdwchalamwﬂydn:
u;cadﬂmtﬂlhm parucularly if there shoutd be pain in the joint
:nd,u[mpanunnscd. In the majorty of our cases both kncea nere
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affected, but in 3 of them only one knee was rovelved (nght knee once, the
left knee tonce) Al 3 of these mngle jomts were diagnosed = tubercle
in 2 other cases In which both knecs were affected and the temperature was
ramed, the condstion had been dugnosed #3 rheumstc fever

A patent with Clutton ¢ jolnts presents a rather striking appeatance

to which he was the thigh end leg muediep w ere
very wasted  After ene inf eschof

amme (“9147) end he wse able to walk m a few
days, and after six mon!

Lnees were

with the baggy entugement of both knees (Figs. 76, 81), snd the

msy be accentuated by the wasting of the thigh muscles
which supervenes if the panent has been kept m bed or on & couch for »
considerable tme.  Move than half eur  Clutton pstients complamed
of pain in the jounts to & greater or less extent, and in a few the jomts were
distinctly tender and hot o the touch.  On \ ray exammation no otacous
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of Disense tn Childhood in May 1903 It occurred in 2 bay aged 10} who
bad interstitral keratitis 10 the left eye a few months previowaly  Sooa after
thhccy:hwunmdxcd,thaﬁng:”mnuofbothhmd;bcumcmdlmmd
when the patient was shown to the meeting the firet aterphalan

of all the fingers were enlarged uwue-botbemctnrpo-m
Jownts of the right hand. It was noted that the swelling ws peniarticular
rather then dus to bany enlargement and that the conditfon resembled
that seen in ostecarthritm. Dr George Carpenter and Dr Parkes W eber
both thought the condition was due to congenital syphilis and not to osteo-
arthnte. The latter cafled 3t the phalangitis of congenital syphils,”
otherwise known as syphilrue dactylins, and mentroned that it had been
studied by Hocheinger who had pownted out that one of the dugnostic
ugns of the drease, when the metacarpal bones » well a3 the phalanges
were affected, was that the swelling was chiefly at the distal ends of the
metscarpal bones, that 1s to a2y in the peighbourfood of the epiphyses.
This diagnostic feature was strongly marked 1o the case shown to the
meeting

Stll, as has been mentioned recorded 4 cases of thw type among hn
100 cases of congenrtal syphilis (1908)  We, on the other hand, among
goo cases of the dusease, 1277 only one patient wath arthritys of the rheuma-
tord of ostecarthritic type whuch by a coupcrdence waa origmaliy & pauent
of Dr Still 1 at Great Ormond Street 1in 1933 The childs W R was
strongly posttsve, but it responded readily to trestmenc and became nega
trve 10 about z years wrth roercury trestment slone.  Still called the
case one of pecudo-osteoarthnts  xod the condition 1 well shown in
Fig 63. Theo rediograph of the knees showed some perfarticular thicken-
1ng and that of the hands thickenung around the interphalangeal jounts, 1n
esch case without any osseous changes  The condrison started ongmaliy
at the sge of 2} years, when both knecs became involved and brlateral
interstitial keratits appesred at the same tme. A lhter photograph,
taken at the age of 8 years, showed the fingers almost norma)

The last two cases to be reported m some detail are of conndenble
nterest, insamuch 13 they both occurred 1n children whose mothers were
undoubtedly syphilitic, the chudren themselves beng possiBly syphilrtre
but with neganve serology ( C cases).  Both patients exhrbited unusual
clinrcal features and w1 several respects the sccond case reaembled the

chronse osteo-polyarthns of congerutal syphilitics  described by \obé-
court end ather French wrrters

Cases in W.R. negative chlldren of syphllitic mothers

had no infannle symptoms of syphis but & hydrocele at
mﬁz&mﬁmﬂd upon.’lnd nhoqr-fly sfterwards the wnkle
ggume:ﬁccted.mdm chuld had not when he first attended bospital
--pmemmdtrSILmszudmgm\Vudndm.gcdz“m the



THE JOINTE IN CONGENITAL SYPINLIS a3

u syphiliac
mother mrxy run an course and be so atypical
s thus caac to be. Lo marmy respects th cuse resembles that of Lucy A.
(sec p 206). It aleo Thatrates the 1mportance of taking a careful family hatory
m mu.mz?dmmdomh:&hm:dwl n[nuﬂy;fmonlh-m

patrent s end mother s blood and ﬁndmgo a positive
W R i the mother while tho childs \W.R was v stresses

of examimmng the mother s &5 well s the child’s blood in every csso i which
syphilis » smpected.

One of the most interesting of our jomt Cases was that of P.Z. who wes born
m 1921 He knd no infantile symptoms of syphilis and was quite well uotil he
wth blood

trestment—not —for the potnt for & further 18 monthe,
bm!hae‘nnonnacm-:nem_ In view of hs mother s posttive W R he was
then ghen b ki

P l-hidnwuﬁr_ ly
follrwed by & temporary miprovernent o the of the which,



334 CONGINITAL SYPHILIE

bowever was not munamed. At the age of 64 he s admitted to the
Childreny s Hosprtal Gm!OnmdSuect.mdn!E?xno!SuRobmHm
son, when his condition was carcfully Investigated, Agglutnation tests were
mne:imnbnthcb}oodofbozhmhamdchﬂdmchnmndﬂumq
org: but mith tusive resuits. A W test on mother and
child confirmed the resuit obtained at the local hospits) numely that the mother
wes powtrve and the child negstive. The child's blood was re-exammed on
mﬂmmunﬁupmmmbvtmhumewlbnmgmmh
The joluts were emmined rachobogrcally in June and Oct. 1928 end o nefther
ocranon could definite bone changes be seer.  On the second occason, bow
ever some creaking s feit i the pomnts, espechally the nght. In March 1930
both knees % ere much more swollen ng-mmbmychuxzumnmby\[m
and 20 ml of ahghtly-turbid wes ted from the nght kner, and the
following the lett knee 0o organsms could be found
on erther occanon.  The W R. of the furd wes negative. The arms were akio

mto the jolnts matenelly ander the mfoence
of counter-irntstion with sodine.

The patient was seen agun when neardy 16 old, nhen he was sble to
gnlbmnqduwdlmmsdmdmbk'wﬂ“:r?ﬁ’f:m Ag:t:ﬁ::
snd radsogram were taken, the latter shommng of booe
were also enlarged and the imbs conld not be fully extended. W R and Kahn
were pegative mpnbmtmﬁnlﬂznemu!belgedzluhmhhmdium

. 4 bled = Yy 1

hed ted and arthritss, many of the
emafler and medium—zed jomts of the lndbmfunbtmmlﬂmd
mother s fist b scquired

The family hotory was
syphilss m 1914 dunmng the firet . war and was treated In the Army  He
d’:dulhamfiml-‘rmce. Mbd;chﬂd.rm.bebominwu.lgumd

7
The patsent obviously suffered from a subscute or chrome *rheumatold or
e wffecton {mtnnm?umbkmnyl{thuunducm-d)m

wml;{phihﬂ:loﬂurlmmem—dnmryumqummmmlﬂlhmmm

Diagnosis and treatment e
In the dragnosta of jourt lestons 1t 1 most umportant to bear
pmu'bﬂxtyo{typhﬂmjmvhmlhmoryohmumshubcmubnlnrd.
Itummrﬂnfmmrcadmtwnm’betbepunlmonwdmmumamd
to call 11 2 trsumatic arthnts and to treat accordmgly but it 13 impor
mtmmmb«dm-mminmnymamymndm(m
ponemata into sennty 30 that what may appear to be 2 simple traumatic

yours bad scptic tonsils and cervical adenites but was otherwne o
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arthntns 1 i realty # syphilitic arthrits occamoned by the combined
effect of the trauma and the treponemme.  In gur jaint cascs there was a
hawtory of trauma 1n at leaxt 8 90 1n the interests of the patient 1t 16 desirable
that a blood test should be carried out 1n every case of & subscute bone or
Juntlmun,mxflu-ﬂmnccmnobelmﬁacntauno(thcwndmm
One should aleo inquure into the history of interstitial keratitio and examine
the patient for the presence of stigmata of congenntal syphils. In the

congerutal syphils, we did not mect with such a casc m our setics, and very
few suthentic cases of Charcot’s jourt have been reported in the hiterature.

8ir Thomas Farbenk, In an expedence extending over man; ‘was ahle
to refer m his “ Atlas mm},mmmmnmmfmm

congemtal
and that the patent » ws scquired, probably m early infancy m one
of the wys outhned in 13

Therspeutcally the routine trestment with arsemucals, bumuth and
mercury was what we employed 1n our setics of cass, and the myonty
of them responded rapidly to thus Ime of treatment.  One case cleared up
furly quickly on oral siovarsol.  Only very occesiomlly did we find it
necemary to put the mb into splints, because 1t 13 better for the patient
to be up and sbout, provided the does not grve rmse to much pam and the
Limmb ta not wested through delay in treatment  In an molsted case 1t might
be deniruble to keep the patient in bed for the first week or two of the
trestment, applying massage to the muscles, but the sooner the patient can
be up and about the better  In older children 1t was customary to give
potssinm wodide 1n addinon to the other treatment, because this was found
to reduce the pain which was frequently present at mght.  We usoally had
good results from trestment with the arseieals and mercury or bumuth
compounds, but we have notes of at least two cases in which there was an
increase 1n the penostitis for some weeks after treatment was begun, and
m onc of these cases the left leg became conmderably larger apd hotter
than the nght even after muck treatment bad been grven.

To-day the trestment would consmst of pemucillin 1n the usual dosage
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used cither alone &2 1 general in the U.S.A  or together with anenre
and heavy metal 25 1 practed n Bommn  Hill, Platon and Kometan,
(1947) #1 2 result of consderable mnvestigation upon the effects of pencillm
on the rate of healing of ewly wnfantile osseous syphilu, found that the
drug temporurily sceelerated the healmg 1n mfants treated dunng the firsy
3 months of ife but that no such effects were praduced 10 wfents treated
dunng the next 4 months 1n fact, they state that increase m severrty may
occur duning penicillin treatment  Preudo-paralyms, whech was present
1n 15 1nfants at the beginnung of treatment, dmappeared within 3 weeks in
12 of the patents and all 15 had eleared within & month. It was found
that wrth pentcillin periosteal changes persisted for quite a long time, just
1 we found to be the case with the older treatment with arsenrcals and
buamuth, T know of po large series of bone and jount cases 1n late congen
tal syphils which had been treated mamly with penwcillm by which the
relatve values of the modern and older hnes of treatment might be

Finally one may add that the serological resctions may be resustant in
these bone and joint patrents, and although the final stages of reversal of
the W R. msy take perhaps & year or even 2 years before a definite neganve
15 obmmed with the blood, we have ususlly been successful in reversing the
W R. of patients who persevered with ther treatment under arsenuc and
bmsmuth or mercury
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THE BLOOD IN CONGENITAL SYPHILIS

Congenrtal syphthis wes formerly 8 midespread und often an intense
1mfection 1n young Infants, hence 1t 15 not surpnsing that many sufferers
from the discese showed evidence of & mild or severe anaemls,

Theliver spleen and bone mrarrow funchon as haemopotetic organs from
compartvely early In foetal hife, and they may all be smvolved in con-
genstal syphilis. Al the haemal structures, red cells, leucocytes and plate
lets may be affected m syphilis a3 they may 1n any severe infection in
mfants or children. There Is nothing distinctive about the ansemb of
congenital syphils and the haematological findmgs must thercfore be
correlated with the clinical manifestations.

The anaemts may result from interference with haemopoless or from
a hsemolytic process.  The former may be due to a touc or vascular
dusturbance in the bone marrow to specific inflsmmatory changes invalving
the bones, hondrrs or dary iron defi

yelins, or to s y
leading to a hypochromic ansemis.  In many cases 8 combination of causes
may be operstive.  McLean (1931) noted the sssoastion of anaemia wnth
scvere oescous mvolyement 2o infants with hacmoglobin values of less
than 50 per cent all had severe bone lesions, and 15 of them died while
under observation We have been able to confirm McLean s findings
1n & number of our own cases.

There arc conuderable differences of opinton 88 to the inadence of
ansernn 1o syphulitic patients.  Lenge (191) found 18 of hus 100 panents
anzermic.  Piney (1932) sayw that congenftel syphilis s almost invaniably
smsocusted with changes m the penpheral blood. Ve were unable to make
-mmme:nmmtdcnoftbeb!oodhlﬂmup:dmn.mdmmlncdmﬂy
those who were obviously or probably amemic. They not
more than one-quarter of all our patients, though It should be stated that
our matenal did not include many syphilltic neonates to the age of 1 or 2
months the age at which msny of the patients were wont to succumb to
the seventy of their infection.

In consdenng the blood changes in congemital syphilss 1t will be con-
venrent to refer to three different age penods

(1) from burth to 6 months,
{2) from 6 months to 2 years,
(3) from 2z yexrs

(0) Lymphocytes type niote
The anserus be of # speaific type in the younger patients, 3 1o

rd:t:d to (u:umc‘ylnd granulomatous snterference With the bone-marrow
actvity  In the nfants under 6 months it 13 spsociated with a normocyts
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munhmhrdnmhmphocymusbmonlymodmmbcp:tmplmo—
megaly  Also seen in children under 3 years of #ge 5 & syndrome of
amsemn and gross hepstosplenomegaly mmilar to thet described by von
Jalsch, Hypochromic ansemia may eccur at all ages due to 1ron deficiency

and asochted m infants with the not infrequent prematunty and in the
oldcrdﬂd:mwﬂhgumnlﬂ]bnl&.pwrdxctandhckdlppmxr_ It
s likdly that there was & hacmolytic element 10 many casss but the
mcans at our disposal for fts recogrution Were primstive compared to
those m use to-dry however onc case of probable haemolytic ansemia
will be described. Bismuth therapy spparently caused or sggravated
the snaermta m some of our patients and an illustrative case report 1
grven below

Genenlly speskang it was found in mfrts from birth to 6 wonths of
sge that there was a reductron in the number of red blood corpuscles and
m the smount of haemoglobm, an incresse 1n the number of leucocytes
which were, s 1 vsual st this age, predomunantly lymphocytes, and in
sddrson 2 vamable number of nucleated red cells and myclocytes were
found m the peripberal blood  Our pauents 1 this group vaned 1n age
from 2 to § months, the baemoglobin ranging from 20 to g2 per cent, and
the lancocyte count from 14,000 to 18 000 per c.am. with 63 to 91 per
cent lymphocytes.  One of our petients who had numerous arculsting
ouclested red cells dred at the age of 3 months, whercas three other patients
who had none survived. T venety of ansemu s normochroouc in
type and charsctenired by & considerable lymphocytons I would call thrs
the bmphocytic type Primitre red and white cells may occur n the
penipheral blood and 1t may be related to interference with bone marrow
sctreity exther of toxic ongin or by specific omeous lexions. It i of interest
mrcnﬂtlntsmhldambcd-ascofcongm}ulqphﬂnrhxchpmnmd

1ly a8 onc of lymph leuksemnia m & neonate, the infant dymg on
tbemmucmhdxy Pcumtem.mi]mytyphﬂom:um:rcfamdm
the liver a3 they wrere In our fatal case mentroned abore.

In 1890 voo Jaksch described a condition the chief features of which
were 2 reduction in the bsemoglobin and red blood corpuscles with
marked sniso- and poikflocytoss, numerous nodested red cells in the
peripheral blood and a marked leucocytoss with relanve lymphocytons.
Hnu.enthom:dcmmdenblo:nhxgemmto{bmmdxplccnmd

pathy  The known =

m‘-—-‘-’ k fe 1 18 to be regarded 3 4 syndrome of
varying actiologies rather than s « speafic disesse entity end congenrtal
syphilis s undoubtedly one of the predisposng causes. Cur cases
described sbove had smilar heematological findings to von Jaksch s
patsents but lacked the gross enlargement of the Liver and spleen. Ve
bave, howerer had a further 5 cases with anseme and marked hepato-
splenomegaly atthough the lrucocytosts was less conspicuous 1n some of
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them than u usual 1 pseudo-leukaemms nfantum, The sges of our
patients ranged from 4 weeks to 17 months £ who were under 6 months
died, the other 3 responded poorly to antisyphilittc treatment and required
both iron and blood tramfuson  In one of them the ansemi was
aggravated by over-enthusiastic bumuth therapy and 1s discussed further
n a later section.

(8) The second vanety of ansemm mght be called the mwtritomal ot
secondary (hypockrowe) type. ‘Thus type may occur at any age we had
oxtet under 6 months, between 6 months and 2 years and over 2 yean.
Sumilar cases may be met with 1n non-syphilitic children, but ss a rule not
under the age of b months

(1) Syphilitre infants under the age of 6 months suffering from ths type
of anaemm usually died from the seventy of their infection and 1t us
possible that the modern trestment with pemicillm may prove more
auccessful then did the former trestment with arsenecals or hexvy
metal 1n cunng this type of case

{3) Between 6 months and 2 years we had severs} cases, same wath onlv
20 of 30 per cent hsemoglobin and several of them did not respoad
to usual heemstinic treatment until they had been given one or
mose blood-transfusions.

{3) Thue type of ansemus 1n children over 2 yesrs was found to be
usually associated with ttacks of paroxysmal haemoglobtnuna.

In the treatment of these cases 1t 1 xmportant o give not only
antuyphiltic therapy but abso adequate treatment with won and
transfusions when indicated

The dsfficulties (n the recognttion of a haemolytic element in the pro-
duction of this anzemia m our pattents have already been pointed out
One of our pattents wes studied by Hawksley who recorded the case
(1934) 33 being one of splenic ansemm and congerutal syphilis.  Review
of the findings 1n the kght of more modern haematologcal nterpretation
suggests that there was hypersplenum leading to haemolyss, asoctated
pesmbly with blood loss from oesophageal vances.  The hitory was m
follows.

The mother wes fected almost certainly at the beguning of her pregnancy
with thus patient.  The infant snuffted at buth and at 3 months had a rash on

the #rms and legs and \-ray but no chinucal eprphvnns. Ver blood and € S F
at that tme and the former became nepative 4 mouths kater after

oo courve of boxyl (10 injectane~5 3 ML) At 84 monthe the head wxy

bossed and rather rachsne in sppearznce and the bver and spleen were en

At 13 moaths the chuld had cat only 3 reeth. Brsony | ingections w ere contioued

and by the ege of 17 months she become markedly anaermc.  The hepato-
+ ! {ly the latter pe } and the panent nas admatted

:nndth;rrnd ander Dy Thursficd for detaled haematologecal studs Tl gane
the following results
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RB.C.1 Hb 35% CI o9b.
T.B C 6300, Retculocytes 3755
Differentlal  Lym| 5::2s

3

Monocytes
M: x%

Y 14
Normablests 2 per 100 W B C.
Van den Bergh resction Indirect pos. 1 unit,

Fragility test Complete hacmolysis m 0-36% trece m 048y NaCl.

Hawksley stodied the for 4 montha, blood counts twice weekly end
mem‘:dsmdmﬂmwkm‘n
that

ocenrred
after the operaton and w as still present when the child left weeka later
it had duwsppesred when the case was reported mho:}::.l

The was regurded s poor on sccount of the cirrhosls of the Liver and
Lh:ﬁthuthcbhodcwmmlmdmbmmL The child died some
montbe later—it fs sadd  from a chill"—and 23 thn occurred ot home without
our knowledge Do post-mortem investigetion was carrled out.

Many of our syphilitic patients were trexted by injection of bsmuth 1n
the form of bisaxyl Mild toxc mamfestations with casts and albumin
m the unne were encountered from time to time and somctrmes a blue
black line sppeared on the gums.  However it vas also observed that some
patients developed an anacrois during the course of treatment, the patho-
genesn of which is obscure and needs investigation.  The history of one
cxs¢ has just been given in which 1t b an open question whether the apsemia
was due to the congenrtal syphilis or the result of overdosng with bumuth.
The followmg pauent developed 2 severe anaermnia of the yon Jaksch type
after treatment with large doses of bismuth. He made a good recovery
after treatment with blood transfumons and rron.

This child, Freddic C., had been treated at gnother from the ege of
months with 12 weekly infections of 1 mL bisoxy! which was in omy opimon

100 big & dose for an Infant of i Thus mformation was oaly obtamed
mhszdy‘haumwn-uﬁ.ng t with rather smaller doscs of
brsoxyl, be

to 104 F Thm all happened when he was about 18 months old.  The
count gn ¢ the followmg results

RB.C 2,000,000 per c.mm.  Haemoglobin 15-20°
W B.C. 11,000 per emm. C 1 oy
lalometer reading 7 32

snsocytoss, polyclimmaus and punctate besophilia were
present.
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Drfferenthal leucocyte count ; mphocytes 72;

Monocytes 19
13 nudeated red cells nere scen whﬂcmummgxoolm;qtm

At a previous count 1% myelocytes were present. The patient was gnen
3 tranufusions (100, 130 and 150 ml. dm{ngdxmxlngn&p,:ﬁuﬂm\
the bleod improved to RB C. 36 ons and the hacmoglobin to 60%, The
v ton of reduced 1ron Jered the and the 2t

¢ 4 good recovery  When last scen at the age of nearly 8 years hie was dong
wrﬂbuthhhadmmumbcrbc(mdbrmdmdtd:qu’wmewhﬂgmm
The blood W R. had been negative mnce ho was 3 years old and the C.S.F nas
negatrve at ¢ and st 16 months.

The use of organtc arsenicals 1n the treatment of congenutal syphils may
lead to splastic anaemia or to sgranulocytosts, but we did not encounter
this 1n our series of cases.

Erythroblastosis foctalis

The dscovery of the Rh antigen in 1939 and of the consequences of
Rh group incompatibility between the mother and foetus bas afforded an
explanztion of & number of currous conditions lexding to stillburth or en-
countered 1o the newborn. It has been shown that the diffusion of ant-
bodres through the placenta may lead to the birth of a macersted foetus
with a aarrhatic fiver or a baby with hydrops foctalis that may be stillborn
or die within & few hours. In other cases amocusted with incomplete
antibodies the beby mty be notrmal at burth but develop s hacmolytic
anzem somenmes wocuted with wcterus gravis neonstorum, within 2
few days  These app Jy d il d have spp Jy the
same underlying cause and are now grouped together under the heading
of erythroblsstosis foetahs.

It was formerly believed that » woman who suffered severa! muscarrages
or stillbirths was syphiliic, and even if her v R. wms negauve sho was

frequently given antisyphilittc trestment in the attempt to enable her to
bear a living child.  Thes wa freg 1 ful and,
Tt probabée

in the case of women whose W R was negative, usuafly so

that many of these cases of repeated atillbarth were due 1o blocd group
incompatibility rather than to syphilu, but st s important to reaitre that
hydrops foetalis n somctimes of syphilitic orgin.  Gumour (1944) b
reviened the subject and hax deacribed the butologica) features whch
may help to dsstingussh between erythroblastous foctalis snd congenstal
syphils. He mentions that in congenital syphilis much of the hacmo-
potclnmd\eportl]tyl(n‘nlndhdncylulymphocymcmddnlphﬂm
cclls sy be found in these mites.  Macroscopscally the metsphyses of the
longbmntbo’ltdch:ngﬂmdxcluveohdcepcncdmu!pfmwﬂy
alafied cartilage 1n both diseascs but in congenital ayphilis there may be
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m addition evidences of osteochondrits such #a fibroats of the metaphyses
and of the enlarging chondrul canals and other changes mentioned under
banes (seep 191)  Henderson (1942) in companng the two disceses states,
amang other pomts, that the placenta may be enbarged 1n both and that
hustologically there s o superficial resemblance between the two discases
in the presence of enlarged villi and dmunubed vascularty Other
wmilarrties are the extra medullary erythropoiesis and hepatic arrhoss
both conditions, Henderson dmagrees with Gilmour C.nﬂ'cy and other
observers about the presence of hondrrtis or drosls 1n
erythroblastoss foctalm.
Tt 13 obvions that the two conditions arc not esaily distinguishable and 1t
1 practcally certmin that they may coexmt in the same patrent (Gilmour
1944, Hawlley 2od Lightwood 1934). It 1 probable that true exythro-
blastows foetals 1 always due to blood group incompatibility between the
mother and foetus, but Gilmour (persenal commumextion, 1946) s of the
opinion that congenrtal syphilis may predispose to erythroblastoss when
there are any group differences, by incresung the permeabiliy of the
placenta.
1t 18 the tendency nowsdays to regard all cases of hydrops foctalis and
icterus gravls neonatorum as being duc to erythroblestoss foctaln. It has
slready been pomnted out that congenital syphilis may result 1n hydrops
foctahs, and 1t 13 even more impartant from the thetapeutic pont of view
to remember that congenital syphilis may give nse to Icterus gravms nesm
tocum  Gilmoar 1n hie review quoted zbove, describes 3 cames of
syphiliic ongan  The following reports from our chinic grve detwils of
2 cascs of infantile jaundice, The firat was emocuated with severe ansemn
and responded rapidly to trestment.
mmmmmxymdmpmmommmdhdnhmh
s0d at 6 days respectively  When seen at the Sargieal Outpatients Clinic at
the sge of 3 months, the symptoms were souffles and fagndice end the signs were
with blood examinaton

-
lhtliwdmenl (nlnam)fru:uthebmpul. Hchadfm—n}dmi7
pegatve serological blood tests from the ago of 11 months.
The second case was seen and described by Hawksley and Lightwood
(1934} in thesr papes on erythroblsstoss foctalm.

The infant, a female of syphili
with & rab \\’hmrcnntbe-guofudxylnhchtdwphﬂrﬂc

at 7 montha
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ot srundie with enfarged Iner and spleen and 2 g plubite “»
The W R, was powstrve in both parents and patent. S}wdxd?nhmmh:‘m
-nhen;eo{.l“cdu. The pest mortem findings were stated to be those

of
congenstal syp! In the fiver the
poch; w{del'y e fiver & ap?}znulmu:goryd the cohrmm of
hrot and nor

d large numbery of megalo-
ey Bike prg had d m
the cefls and bile capillines, The bile ducts and

]

been d
portal tracts
fibroms. The wa congested and showed obvrous with

depomiton of pigment.  The cortex and medulla of the adrenzle were
d with much h poicus m the medufla,

Both these pauents presented clinical features panting to a syphilme
actiology but 1t 1» mmportant to seek evidence of parental and familal
syphilis 1 cases of icterus gravis neonatorum mn addition to studping the
blood groups of the farmty

Changes in the erythrocyto sedimentation rate (ES.R)

Shortly after the E.S R. test wes introduced mnto practical medieine and
stated by Wess (1928) to be of value in unmaskmg latent cases of coa
genital syphilss, we took stepe to utilize the clinical materal at eur dusposal
and with Ittle extes trouble the E.S R. could be tested at the same trme
es the W R. by taking the blood for both tests 1 one synnge It we
found that the sedimentation rate w3 incremsed 12 many untreated con-
gemta! syphilis patients and uszally the rate diminshed with treatment
and the consequent improvement in the paticot s conditton

We wnvarubly employed Paynes method (1932}, 1n which atrated
blood (1 part 38 per cent neutral sodrum atrate to 4 parts of blood) s
taken up 1t & narrow tube to & heght of 100 mm.  The reading 1 taken
st the end of one hour and a settlement of corpuscles above 1o mm. 1
regarded as abnormal. Ve made 283 obscrvauons on 69 syphihite
children 65 congenstal syphilitics 3 who had scquired the disease i early
Itfe and 2 children free from symptoms whose mothers were themselves
eyphilitic.  Of the 65 congenital syphilitie children 35 were under 1 yesr
and it was usslly found that 2 lugh sedunentation cate betakened & scvere
infection and that a factory therap respomc to (elther
injections of arsphenamines, brsoxy! or oral stovarsol) wis paralleked by s
rednchon m the ES R For cxample, an miant of 3 months with snuffles,
rash and maresmus whose E.S R. was 65 mm. regntered only 35 mm. b
weels later after 4 bisaxy] injectrons, and g weeks after that havmg recened
1 course of sulphostah the ES R, had fallen to 6 mm  Another infent
also 3 months old with snuffies, rash and splenomerly had en ESR. of
71 mm. which 3 months later fell to 37 after g injections of buaw!

Aﬁcrmmbuaxyllﬂ)ccﬂomtﬂd{efwlphotub(osc).bedndq\tdl
severe arsenscal dermatins, 0 that the ESR. was not tested for nearly
It was then found to be only 13 mm. and was finally 8 mm. 2




THE BLOOD IN CONGFNITAL SYPHILIS 245

years and 3 months after 1t was first tested A thud 1nfant who had no
mfantile symptoms of congenital syphilis was taken to another childrens
bospral at the age of 4 months on sccount of merasmua. It was then dis-
cavered that he had a poartive W R. and he was transferred to our clinic for

pemphugus, we found the E.8 R. only 14 mm., and 1n untrested infants of
3 4nd 5 months the sedimentation rate was 8 and 13 mm. respectively
A raised E.3 R which does not fall 1o spite of antsyphilitic treatment
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nl:y‘;bcufbadpmpmjcnnpon,nthcfoMngcuenppanm
[l

JC,wn-c:n-tgmont}umﬁ‘mngfmﬁmkmt&:n!ul iln. She
had no clinical epiphynoe, but on X ray examination all mmmd
tery marked perioatitts, including some of the metactrpal bones.  The W R way

A child of a syphulitic mother who had recetved some treatment dunng
her pregnancy was free from the dsease and st 9 months her E.8 R, was
5mm. Thu is what Wess found 2nd is what one would expect to occur
yet the E.S R. may be rarsed owing to some complication, #s in the follow
ing case

The child of a 8 tic mather who was treated duning shoned
no enident mgna of the dmund‘nt7nq-tfmfm
weeks to 21 months of sge, an ES.R, of 16 mm. st § weeks nith s rash (
pemphugatd) on the besd and neck st g wecks the rate had mcresred to 53 mm.,
whcndtmfmthdnnnymnrenepbcnpou,mdmdxcd-;uko{;;m

3

during an sttack of with & temperature of 105 13 weeks,
Thereafter the ruie fell slowly at 4, 84 snd 15 moaths to 36, 37 and 17 mm. and
reached s normal figure ot 21 months, w] very md
showed no aigna of

In children over the age of 1 year 2 high E8 R. 1 much less frequently
met with than 1n infants. The highest figure we obtained waa 50 mm
1n & gl of 113 years mth synovitis of both knees, showing no osscous
changes by X ray  Five and 7 months later after stovarsol neo-arsphens
mune and bioxy! the figures were 4 and 5 ram respectrrely  The next
highest figures we obtuined were 44 mm. 11 a boy aged 74 years suffering
from tnfantilym and with an open fontandle 37 mm in 2 girl of 4§ yeans
who had no mgns of actrve disesse but 2 poartive W R, who showed the
typrcal facies of & congental syphilitic, and whose left nostril was practically
occluded by scar tusuc from early ulceration. After treatment with
sulphostab and brsaxyl the E.5 R. mproved from 37 mm. to 25 20 and
12 mm. in 4 months, though the T R. was then still atrongly posdtire.

A few of the remamung patients over 1 year of age had a slightly rassed
E.S.R. (15 23and 33 mm.), but at later tests the rates had fallen to pormal
The man pornts of mterest from our ebscrvatrons were

3 The E.S R. was not rused 1n patients with latent ayphiles and there-
fore was not of any asmistance 1n diegnoang Istent syphilis, as was sug-
gested by VWem,

g be of much or any help 1n the dragnoss of latent

It did not appear to
n:nwlyphﬂ.u un the absence of signs of sctive dsease A boy of g with
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primary optic atrophy and a posstrve CS.F had an ESR. of g mm A
gird of 8 with lstent neurosyphils and a hustory of ioterstital keratits had
am mital ESR. of 15 mm. and 5 subsequént normal rates dunog a penod
of 21 months of intensive trestment, with a pomtive CSF the whole
tmae, A gird of 12 with Lstent neurosyphilis had & normal E.S.R. for abeat
18 months, when 1t suddenly ahot up to 45 mm., snd slowly returned to
normul dunng the ensuing 3} years. The only possible explanatron of
the sudden e to 45 mm. was toxc actron on the liver of & somewhst

course of with 1y, for ut the previous W.R. test
the patient s serum was bile-stained, though the E.S R. was only 3 mm.
The C.5 F was posttive until the patient was 16 yesus old.  The next case
wxs a brother of the previous coc and also a lstent newroayphilite,
though not 8o strongly pomtive 1n the C.8.F s the shster  He was
suffermg from sctive congenrtal syphils in the form of
haemoglobinuna with secondary ansemia.  His first E.S.R., after a little
treatment at another hosprtal, was 33 mm. and this was followed by
8 38 35 14 and 11 mm. dunng the emumg 17 months.

3 Twopahmu,lgadrupcctxvdy4}md6yan,hldmﬂE.SR_l
0 that the rased rate in
theboymmmdmpan.zmylnnbcmducmhnlmcmuu(tohm

yphilis and probably not to the b lob

4. Finally we did not think that the E.S.R.hn:lthepmgnmnc value 1n
children over 1 year which it apparently may have 1 children up to the
age of 12 months,
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Ofd\enummunﬂrcdpfoblumuftyphﬂupo-ﬂﬂymcufthemmt
interesting s the condition known as paroxysmal haemoglobmnuna,
Altbough the first suthentic case deacribed 1 1854 by Dremler under the

17
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utle A (,u::.l?; Intermuttent Albuminuna and Chromatuna — eccurred
1n & congeni syphuiltuc boy of 1 1t vas 5o befoce
pathalogical basts of the cnndmonoiwisu:mﬂeds mmdcmly tll:;
Donath and Landsteiner (1904) and by Esson (1904-6), and ecvenl
yunmorcbcfnrutwngencnﬂyrcmguhcdtbﬂcongmiulq'phﬂum
by far the most comman cause of the syndrome. Even to-day after nearly
100 years, there sre stull unexplained factors, especually as regards the rela
ton of paroxysmal baemoglobinuns to immuruty resctions 1n syphilis and
the type of case 1n which the syndrome occurs

Definition

After exposure to cold whrch may give rise to an attsck of shvering or
to & genuine nigor the susceptible individual experiences pains in vanots
parts of the body and on the next ocoasson when he or she paases water finds
1t ¢0 be dark~coloured even ws dark as port wine  The urne on examena
ton 13 found to contan very few or even no red blood corpuscles, thus
dwnngushing the conditon from haematuns, sod the fact that these
attacka of haemoglobinutta may recur perrodically on exposure to cold
has earned for the conditton the name  prrotyamal hsemogiotnnurm @

frgore or  par leold h globinuria

Historical
Several English phystcuns between the years 1865 and 1884 (Harley
Dickinson  Gull, Pavy Greenhow Legg and 8. Mackennc) described
cates of repeated attacks of haematurn  under the names wafermutient
heematwria or kaematawria  Pavy m 1866 fimt suggested the mme
paroxysmal  but he called the condiion haematurie, and the name
paroxysmal haemoglobiswria appesns to have been given to the conditon
for the first ime by Secchrin 1872 Stephen Mackenzie and Boas wrote
papers on the duease under the heading paroxyamal haemoglobipuna in
1883 and for the next 50 years the condition continued to be known by that
name  Incamparatively recent imes however other types of paroxysmal
haemoglobinuria have been recognized and this partreulsr condition 18 now
usually qualified by the term syphiliac.  The majonty of the early Engleah
cases occurred 1n adults, and although a hustory of syphtls was guven mn £
few of them most of the panents appeared to have been benefited or cured
by quinine and ther haemagiobinura was almost certainly of matanal
origin It must not be forgotten that st the period to which we refer
malana or ague, a5 the condition was usually called wis not at it un
common 1n ceTtun parts of the country
Regarding the connection of bacmoglobinuna with syphilis, Lege nrote

in 18,4 The presence of syphilis has been noted m x few of the czses,
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bt in most of the recorded cases nothing 1s euid about 2 syphlitic taint.
Lrchtheam, Murn, Ehrhich 8 Mackenne, Boas, hOssner and others all
reporied cases m eyphiliic patrents but these were almost all edults.
GBtxe (1884) described 1 case m s congenraally-syphiliie gul of g who
showed Hutchrwon s tecth, nodes on the tibme and double interstrtal
kerstrtzs.

In the year 1902 Fagge and Pye Smiths Textbook of Medswane
stated that  of late years scvenal cases had been reported 1n which haemo-
globmum followed syphilis.  The disesse was and to be much more
comman m men than m women and most apt to occur 1n young adults,
but might contimiue up to the age of 40 or 50 Even s late a3 the year
108 Sir John Rose Bradford, writing in Allbutt and Rallestan s System
of Medicme  on paraxysmal b glolunurue, whrch he included under
the General Pathalogy of the Renal Functons, rmakes no mentien of
syphilis amangst the causes of the condition  However 1n the same year
Still (foc ext., p 317) stated that paroxyxmal leemoglobinuria 1n children
wsoally of not aleays, mdicated parental syphilu, and that be himself had
notes of 4 cases tn which there waa evidence of syphilts m exther the children
or the percats. The condition being relatrvely more frequent tn children
than n sdults 1t 13 not surpnsing that psedntricans were the finst to
recognrrs the asociation of paroxysmal h globinuna with congenrtal
syphilis  In 1903 Leomard Guthne, during a discuswon at a mesting at
which « patent with Raymaud s disease was shown, mid he regarded

heemoglobinorm and Reynaud ¢ discase as different expressions
of the same state, and the former in children was almost entirely duc to
congenital syphilis.  He referred also to twvo msters under hu care wmith
marked stigmats of congenrtal syphils, who both had paroxyxmal haemo-
globiwune.  Both these mstute climcuns, Guthne and Stll besed ther
conctusons upen clinical 2nd anamnatic grounds, for the Wassermann
test was not elaborated until 1906 too lste to nfluence Guthne, and

Still wes very sceptical of the value of the test as performed at that
tme,

Mows (1911) studied 3 cases, a coloured boy and girl 7 and 8 years old
respectively both congenital syphilitics, and a white male aged 32, possibly
# congertal syphilitic, m whom the atmeckastarted ata3  In the same year
Gnafe recorded 2 case 1n 1 congenmally-syphiline boy of 1o In 1913
Aumagn and Inoue studied 20 cases 1n Jupan wherc the diseasc was
apparently not 5o rare a3 m other parts of the world  Of their 20 cases, 7
had scquired 10, sged from 6 to 42, were congenuta] syphilitcs
while the remainmg 3 aged respectrvely 14, 24 and 49 yean, had posrtrve
Wamermann reactions and no other symptom or sign of the disemse.
Mateug, also 1n Japan, recorded 11 caes of paroxysmal haemoglobmuna
s¢en by him in the year 1911 7 and possibly an eghth case, were con-
gemtal eyphilincs the other 3 were sequired
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In 1913 Browning and Watson stated that i 5g récorded caes the
W R was pontive 1n 53 (9o per cent) OF their 6 personal cases, 5 were
chxld!mtgcdfmmz}toByun,lHofwbomhxdmngm]tdtyphﬂu(nnc
with a negative W R.) while the srxth case was a man of 24 with a hustocy
of scquired syphils, They were convinced of the syphuihic beus of
paroxysmal cold hsemoglobinuris and showed that the Donath Land
stener and Wasermann reactroms ssusted in strenpthenmg tharr con
dunon. Henceforward most authorties concurred m this view and later
observations have borne tesimony to the soundnems of Browning and
‘Watson s observations.

Pathology

The opinions of the earlier wniters upon the pathology of paruxysmal
baemoglobinurma are well outhned by Chvostek :n his monograph upon
the subject publshed 1n 1894 A cntrcal review by Mackenzie (1929)
carries the subject from the era of speculatron up to and beyond the yeans
1904-1906 when Donsth and Landutener and Exson independently
demonstrated that the primary cause of the condrtion was the presence m
the blood of an amboceptor s haemolymn, whrch possessed the peculier
property of sensttining the red blood corpuscles in the cold so that when
they were warmed up hsemolyms occurred The hsemolyss can be
demnonstrated o triro and 1t occurs also ix orro when, if sufficrently 1atense,
1t gives rse to hsermoglobinuna

It was early realized that the condition was different from haematurm,
1nsamuch as practically no red ceils were present in the freshly vorded
unne Tho colour of the urine was attnibuted to unaltered blood pig
ment or to heematin, but, as Lichtherm was the first to point out, the unine
was tramsparent and not smoky or opaque as it i3 1n haematuna,

The occurrence of intravascular haemolysns in paroxysmal hsemo-
globinuris was first d rated by Kussner (1879).  In a patent whose
first atteck of haemoglobinuna occurred at the age of 59, be showed that
the scrum cbtained by cupping was of & ruby red colour dunng an attack,
while between sttacks it wes pale amber-coloured. Rasenbach (1880}
showed that 1n & susceptiblo indrvidusl an attack of heemoglobmuna
could be 1nduced by mmmennng the patient s fect 1n 1ce<old water for 10
munutes. ‘This 1 still frequently used for dusgnostic purposes under the
name of the Rosenbach test.

Ebriich (1881) was also d 1 the pathology of the
He found that if an elastic band be applied round the fioger of a haeme-
;lab{nmcpaumz,mdtbeﬁngcnhmchﬂ]edfarunnnutamdmmcd
for an equal ime, blood taken into a capillary tube and allowed to ot
ehows the serum tinted red. 1 a normal person o such abnormality =

found.

d,
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Durmg the eavumg 20 {ittle further progrexs was made than the
mmﬁdﬁm&:ﬁmdddxﬂrnﬂﬁlmmm
vmomotor distuchanees,

In 1903 Esson of Edinturgh begen his observations upon the pathology
of the condition, and in 1904 Donsth xod Landstener publuhed thew
frst commmmieation upon the subgect. They showed, fimtly that the
rerum o7 plasma of these patients contans a fysin having the property of
bemg sbic to comlnne with the red blood corpuacles at low temperatures
(thaxghdxsma!mpuunmvmaindrﬁmmm) Becondly that

1he haernotytic reaction takes place m two stages, (1) the union of lysn with
the red blood corpuscles at the low tempersture, winch may be called the
senuteoation of the red Mood corpricler and {2) lyss of the red blood cor
puscies on warmung the maxture.  Thardly that complement u essenual
for the second phase of the resction.

Although the mun outlme of the reection affords & correct explanstion
of what takes place m the condition, many subsequent observations have
shown that 3t 1 not an nverable rule. Browning and Watsen (1912
1913) and Matsuo (19 13) among others found that  conmdersble vanstinas
ocear mn the achon of the fymna.”

Moss {1911} and Denme and Robertson {1915) carned out further
work oo the mechsanm of the Denath Landasteiner test, and a pomsible

b of the difficul d vas grven by Yorke and Macfic s
wcdpubln.bcdml;nz They found that the longer the red blood cor
puxcics were exposed to the cold, the mere sensttived cells there were
present for the complement svailable with the result that there waz lem
haemolysis with the blood kept st o C for ¥ to 1 hour than for 57
munutes oty This 1 an teportant observation which should be repeated
but apperently has 90 far not been done, for 1t 1y well sxplae some of
the duscrepent results recorded by different cbservers

Bexnng fn mund the reservations m the interpretaton of the test, the
best method of carrymg 1t out 1 that of Banford s given by Whithy and
Bertton,

There scems to be conssdersble differcoce of opinon w to the amount
of blood which mey be lost in this condition  Rose Bradford (1go8)
mentions that  even half the total number of corpuscies may be fost,”
whereas Denme snd Rob {39135) d that the b
fuﬂawmgnmdentﬂymapermmexpmmmmldmﬂmdm
the destruction of only spproxsmately 6 3 mb. of blood. It 13 Iikely that
only = small fracuon of the hremogloben liberated tn the destroction of the
rtdhloodcapmdawdluapcthmughlhchdncpmotbcunn:.
slthough possibly 1n tha o the remal threshold for kb
may be sbnormal. Gm;;:nmdmumgm(zgp)rep«kdm
studies in cases of March heemoglobwmuna, in whch they estonated
that sbout 10 mb of red cells hadt been hacmolveed 10 the couree of o
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normal atteck, and they found definste esrdence of a low renal threshold
for haermoglobin,

An mterestmg pant 1n connection with thes hsemolyxn 1s that st mav be
present m long-standing cases of syphilis without the patient baving haemo~
globtourna thus Donath and Land found haemoglob m 6 out
of 65 cascs of general paratvus, and humsga and Inoue m 20 per cent of
cxses of tabes and other late syphilihc manufestattons, It scems that the
hsermolynn 1 produced in a number of patients and that under certam
condrtions but not always, 1t may gne rse to destruction of the red
corpuscles.  Whether this ambocepter (hremolyen) » derrved from the
trepanema or from the patient s ovn trssues ts sl & mutter of speculstron
1t appears to be different from the amboceptor or reagin upoa which the
T assermann reaction depends.

Among the cases reported dunng the closing years of the Jast century 1t
appeared that scquired syphulis was s common s the congenital form sn
grvmg nsc to this symptom.  Admuttedly parovysmal haemogiobinura
1 now a rare manifestation of syphilis and there appears to be no doubt
that 1t » mare common in the congerutal form of the dmease than in the
acquired. Harnson, who dunng hms 4o years experience of venercal
disease must have scen thousands of cases of syphilts, informs me that he
cannot remember having seen more than two or three cases of
haemoglobinuna, and he cannot remember whether they had any Raynaud
symptoams.  He has also mformed me that his fnend Dr Clerments, who
had 2 jo years V D expenence could not remember one case of the
conditon  So also Anwyl Dastes, who1n 2 25 year practicein V D clines
can recall only 4 cases of paroxysmal haemoglobinunia, of which 2 were
wn congenrtal avphiliic.  \one of his cases presented Raynaud symptoms.

As regards the tvpe of case 1n which haemoglobinuna occurs, 1t appears
pracucally always to be 1n a case of congenital syphilis which 1 othernise
latent 1n other words, there are no other manfestations of the discase
present (Becker 1948) The same applics to many cases of ntenstinial
kerattt, which has led some suthoriues to look upon haemoglobinuria as
#n allergic phenomenon 2% many regard interstinal keratins at the present
day

Clinical manifestations

Betneen the years 1912 and 1939 we encountered at the fopital foc
Srek Children Great Ormond Street, 13 cases of undoubted parovsmal
haemoglobinuna in congemtally syphilitic children. In addsion, there
were § other cases, 3 possible instances of thos condstion and 1 patrents nho
had paroxyamal h globinuna and a pt fivaton reactiont
(W R ) which was thought to be « fahe-pontive ” Drief cm&hmm:nl
of these 5 otypacal cases ace grien at the end of the chapter The

chimeal details are gnen n Table 12
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Fanily kistory  In our 13 csscs, imvestigations of the parents revealed
the following data
Fathera (13)
5 were old soldiers who had been  out East.
2 W R. posttive.
3 W.R. negative,
1 refused W R,
2 not scen.
Motbers (13)
4 congemtal syphiltc or probably so
6 W R. positive.
1 died previoualy but had s syphiline history
2 were pot seen of not tested.

There were two ponts of mterest gbout the parental historses 10 these
cases.  The first 19 the high inadence of congemtal syphills seen 1n the
mothers, to winch sttention does not appear to have been dawn in the
pat.  ‘The other pont of intercat 1 that the parents infection had often
occurred many years before the child was born, suggestmg perhaps that
it had become relatrvely avirulent ar  burnt out, thus explsimng 1ts
tendency to give rse to & p ety late 1on of the disesse
s the first ign of 1 syphilmc mnt in the
There are a few wnstances of familia]l cases recorded 1n the Iterature,
although we have not encoontered any 1n our senes.  Herringham (1886)
bad 2 wsters affected with the conditon Guthne (1go3) also had 2 cases
m gisters, and Matauo (1912) reported a family in which the father the
daughter and 2 cousins were affected.
Patrents’ sarly and subsequent hustory It 18 clear from the table that,
with the exception of « aingle cese and possibly 2 secood one, there 13 a
complete absence of mfsntile symptoms of congenral syphils, and
umilarly onco ths manifestation of the disease had been satfactorily
treated, 1t was not common for other changes to appear subsequently
-lthoughmzmamtm-lku-mmdm:loped (one with urts), and &
third case ahowed the remaina of old chorodo-retints  On the other
hend 5 of our children ahowed at least suggestive and, 1n some cases
typiuIHutchmmimchmenmuathmrpammnccthwhmthac
were subsequently erupted.
Age and cex The sge st which our pstients had therr first attack
ranged from 1} to 6} years. Among the youngest cases on record 1
the fiteruture s Wiltshire s patient (1867), who first developed the attacks
tt the age of 7 months. It s not possible to get help from earlier records
0 indicate the oldest age at which the conditon may apper becauss
sfter the age of 30 the diﬂ'crmtnﬁanfmmtoquxred syphils becomes
ncreamngtly dfficutt.
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In cur cases the sex dwtribution 13 7 males to 6 females. Thu n
aimular to Matsuo s distribution 1n congenital syphilitic patients—3 makes
10 4 females.  On the other hand, 1t s obvious from the early repora in
the [iterature, many of which concerned patients with scquired syphils,
that in that form of the dmease the male sex 18 predominantly affected

Symptomatology  Mackenze, in the review already referred to 1n which
he describes 3 sdditional cases of his own egya that the clinies] manifeste-
tions may vary conmderably the first mpn being usually the pessage of durk
unne. The exposure to cold may be alight and there i great variaton
1n the amount of chilling necessary to bring on an attack. In fact in one of
Mackenne & patients numerous attacks occurred 1 bed 1n a well heated
hospital in New York in July! The interval between exposure to cold and
the haemoglobinurc stteck may vary from a few munutes to several hours.
In our patients the attacks nearly always began in the autumn or minter
and were agsocrated with exposure to cold, In several of the cases the
attscks cessed dunng the warmer months of the year to come on agun
tn the late sutumn.

In several of the reported cases i1t was stated that a nigor and & e 1n
temperature to 102 to 104 F preceded the passage of dark urine.  Mac
kenme, however atsted that cases may occur without erther chill or fover
Lichthetm s long ago as 1875 suggested that the mechenism of the ngor
was the liberation of the contents of the red blood celt into the circutation
In our cases 1n only 3 patients was it possible to obtain & hustory of true
nigors, although 1n 3 others the mother and the chid shuvered felt cold
and often tumned blue before the artrck came on Ramsed temperatures
wese only occasionally recorded 1n our cases one or two of the panents
vomited in the prodromal stage. At this time also a few complaned of
generslired body pains in the back o in the legs and ocaasonally of
beadache Two had pun over the bizdder which was rebieved by the
passape of bloodstaned unine.

Several suthors have noted that abortive attacks may occur esther =
(1) haemogfobmuna without the constitutional drsturbances (chills, fever
headaches) or (2) typucal constitutional symptoms without haemoglobiny
2 and duning such attecks the patient may have & tramment hacmo-
lob Such a cond vras seen 1n several of our pattents during
the courte of treatroent and the mother was nont 1o s3y that on sccount
of the constitutional symptoms she had expected the child o pass dark
unne but that it had fued to do s0

Browning and Vi stson (1912-13) found that Inter attacks might be more
readily produced than the carfter ones, that they tended to occur &
shocter mtervals and to be of increasing duration Our own obscrvations

do not bear this cut.  Among ather symptoms nated by these authors
were yawnung, drowamess and stretching in the prodromal phesc. .
Two of our prucats kad mild artacks of jaundice 1n assocranon Wit
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epmodes of hacmoglobinuna.  This has also been noted 1n & number of
reports m the htersture.  The development of ansemn duning & series of
haemoglobinunic attacks has also been referred to 1 a number of reports,
1nd 3 of our children became snaemic.  One of them showed moderate
enlargement af the Irver and spleen and smlar visceral enlargement
occurted m another pattent without the development of snxemm. It
not possible to say wnth our present lack of knowledge of the amount of
blood destroyed, whether this ansemia may be attributed to haemolyss or
whether it 1 to be regarded = part of & concomrtant actron of the
syphilinc process on the bone marrow  Unfortunately full hacmatology
cul studses were only carned out on one patent 1n our senes and m that
patient when the anacmia was most severe the baemoglobin was 51 per
cent, the red cell count 3 milbon per comm., white cell count and
differentral count were normal reticulocytes were 22 per cent.

Raynuod s phenomenoa
A study of the sccounts which have been published of Raynaud s disesse
dunog the past century leaves bittle doubt that some form of vesomator
dusturbance 1 not an infreq P of the h lobmunx
in some cases 1t 18 referred o 23 2 vasomotor desturbance, in other cases a
Reynsud s ph of Raynaud s 1 and sometrmes 1t
mdscated that gangrene of the digits, nose or ears has oconrred.  Murn
(1879-85) wae of the opinion that vasomotor disturbances were the cause
of the haemoglobinuna bur there has been little confirmation of thes from
subsequent urrestigators. A number of vriters have noted that urticarnt
resctions are not uncommon m these cases (Lichtham 1876 Mackenne
1884, Hernngham 1886) Sir Thomas Lews (1936) has clartfied the
poution wth regard to the confumon of nomenclsture which hes ansen
In sttempts to describe the vasomotor disturbances. It 1 quite clear that
the clamical Raynaud s phenomenon with local syncope, followed by
cyanoss snd occsmonally by gangrene, and due to abnormal
to cold of the amll astenoles, does not occur m this disease. He has
ponted out that the dryturbance panying the haemo-
globinums 18 a0 uricanal resction to cold  He hes demoostrated that a
18 present comparable to the haemolynn which in the presence
of cold unrtes with the skm cells and causes these to break down when the
part 13 warmmed  Dependent on the degree of injury to the tsues and
puricularty to the endotheinum of blood vessels m the skin, one may get
# 1 result ether urticana 1n which the fingers may be ewollen and white
o cedernatows, or one rmay get gangrene ot m less severe cases, cyanos:s
of the extremities, Thus dermolynn 1 capable of pasarve tramfer and
Caumng jocal duturbances 1f injected into the skun of & normal person
‘bombmapou:dmmld. It must be h d that these

changes do rut show the ch st evol vaf Reynsud s ph
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and that designation should probably not be applied to them. Our
expenience 10 thus respect has been unusual.  We have encountered no
cases 1n which eather urticarlul or gangrenons changes have occnrred.  One
ofwrpunmtxdxddcvtlopgmgrmeonbemu,buthhunlﬁdythtdn
\mndnuuxlcnmpleofparoxynmlbadﬂog{obinurh.mdxﬁlﬂernpm
u given 28 No 14 10 the atypical cascs at the end of the chapter

Special investigations

In all our 13 cases of undoubted syphilitic paroxysmal cold haemo-
globinunia, the Wasscrmann reactron wias strongly pomtive. In most
cases 1t became negatve on trestment and the detils of the results are
given in the table. The Rosenbach test was performed in anly one case
(No 5) 1n which 1t was potitive nd became negatrve within 3 weeks of
starting treatment.  The Donath-Landstener test was only camed out
on one occasion, aleo 1n Case No § and was negative by the techmque n
use ot that tme.

Differential diagnosis
The most mmportant point 1n the diagron of this condrtion 1 to bear
1n mind the posaibility of 1ts occurrence and this applies particularly to the
patient who hes been admitted to # surgical ward.  The isolsted passage
of a red urine frequently suggests the possitality of a surgical disturbance,
and 1t ¥ not uncommeon for extensve 1nvestigations, including often cysto-
scopy to be performed when a patient » actually suffenng from hsemo-
globinuria,  Other causes of red unne may lead to confumon st may
lly follow the p of beetroot, 1t may be due to
porphyna, but by far the commouest cause of confuston s between
H tobinuria and b

o 11 Naked-2y may help to
differentiste these two conditions, because wheress 1n the former the unine
18 clear 1n the latter 1t hes 2 gmoky appearance.  Microscopic examination
of the sediment should be performed as 300n as possible.  In hacmatura
the unne will be packed with mntact red blood corpuscles wheress in
k glot only ! red cells will be seen m numbers quite
out of keeping with the colour of the urme and, 1n addition, there may be
cccexonal casts.  Spectroscopic examingtion will confirm the presence of
axyhaemoglobin and will wsually also show the spectrum of methsem
albumin.

Ouace 1t has been established that the patient 13 suffening from haemo-
lob the perfc of Rosenbach test the 1\ assermann
B action and the Donath Landsteuer teat should pount to the most likely
e of the conditton  Should these tests give negative results other
po-ﬂilmcnwwldl:nvewbemxddmd. A wevere haemolytic ansemis
o(th:tcumLeddtrty-pcm:ymomﬂrbcmw:rrduuhhm»-
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globinurm.  Also intrevascular heemolysis, produced by such potsons as
mmenfuretted hydrogen and by favism, may give nse to the conditton
March hiemoglobinurn may be confused with the syphilitic varety but a
correct history indicating 1ts associatron with exercise rather than with
cold and the fact that 1t occurs m an otherwrse healthy young adult man
should render the differentiation comparatively easy  Nocturnal haemo-
globuraria of the Marchisfave-Micheli typo will rarely be expected to cause
difficulty 1 the differential duagnosis of a patient of this age.  Paroxysmal
ruyoglobmuna s another extremely rare condition which must be included
m the dfferential disgnosus,
In recent years haeroolytic h globmura and
disturbances in the extremrties have been desaribed 1n sssocution with the
presence of cold agglutimns in high titre in the circalatmg blood.  Salen
(1935), Beniane and Femby (1941), Stats and Wassermmn (1943) and
Becker (1948) hare all pablished accounts of this condrtion and 1o recog
nrton.  The Donath Land test may be expected to be negative 1n
uria sssocusted with a high titre of cold agghrtinine, whereas
correctly performed by the technique indicated abaove, 1t should be poartive
m rmost cases of the syphiliic dmease, Study of the family history and
performance of Wissermann reaction an parents and mblmgs will also bhelp
to recognore 1 syphilitic tunt.  The patient s W.R. is possibly not relsable
m cxses of this type.  High titres of cold sgglutinms are often asocinted
with ligh platmm globulm levels and occur 1n a number of conditioos 1
which false-posstive  Wiasermann reactioos have been recorded.  Two
cxses recorded at the end of this chapter (Nos. 17 and 18) are poesible
exmples of this condrtion, although they were not so recognized at the
time. These patients had nothing to suggest a syphilitc origin for thetr
duease aither 1 theur personal or family hustories.  The parents Wasser
mnn resctions were negative.  Neverthedem, the children themselves
had episodes of baemoglobinuna and had tranment pourtive Wassermann
reactions  Thers do not yet appear to be any cases on record m which
falae positive  reactions have been found fn sseocution with haemo-

gbbmumdmmmld-gglumuumbutnhpan‘blethnmrmau
were of that natare,

Treatment

We bave found any form of antisyphilitc trestment given by injectron
to be satfactory in theso cases.  Chmscal nmprovement usually folloved
the firat or second injection and 1t was certainly mantfest by the completion
of the fint course of treatment. To one or two pstients we gave sto-
Tl by mouth  this usually led to a faurdy rapid chimseal cure, but the
Wasermann resction was not rendered permanently negauve. A number
0"dictll'l.icrrv:port:mt.he' have suggested that paroxysmal
m!hhnumummp-nmlyrdmnnommmt Our resutts are
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certasnly niot 1n agreement with these findings, and they are confirneed by
Mackenne, Browmung and W atson, and others who found that Intensve
trestment wmvarbly led to clinical cure and, as Mackenme pointed out,
the clinical cure occurs fist, then the Wassermann reaction
negative and finglly the Donath Landsteiner test becomes negabve. In
future, cases of this disease will undoubtedly be treated with penucillin,
md there are onc or two records already available of adults with the
ecquired dsease in whom & climeal cure has been obtmned folloning
penscillin therapy  As yet, however the follow up 15 not sufficently
long )to confirm that the curc will be permanent (Goldberg 1947 Decker
148

Atyplcal Personal Cases
Ivy P, age 10, Admitted to Grest Ormond Street Hoapaal in 1919 under
mrbank.  She had no history of infinale syphilia and her mother « WER. end
those of her three suters were negatrve  The petient was mentally defective end
had a spaatic paraplegm her blood Vv R. ws stroagly poative end although the
o ml fluld wes not crmined d;db.ld undodbtedly cerebroepiml
wyphiln of the general parenc Mr Fairbank performed an orthopaedic
cpamouonbothdughmuymr:bm!bedcfmduohbcdupkgumd
subsequiently the patrent on severtl occasrons passed 4 red unine and developed
ftngmmmmbmﬁfm The operstron was performed In October 1919,
t 13 posmble that the haermoglobinura and gangrene were 8 direct result of the
operative interference ruther than a syphilrtic process.  One course of araphens
mne wo given snd there wes no more rie. The petient uas
rubacts.:uymndandtommﬁmurymd-u sght of
In abeence of much more 1vestigation 1t does not scem profitable (o
on the actio of thi patrent’s hsemoglobinurm and gangrene, and
= certmnly pot ent evsdence to meclude her among the typlcal coses.

The followning patients give typreal hrstones of the passage of red unine
unfortunately the records do not tnclude a definite statement that mscro-
scopic examunation had been performed and had excluded the powsibility
of the condition beang one of hsematuna.  Althoughin all probability these
nere cases of haemoglobinura they have not been included in the mam

table.

Vera G had her first sttsck of  blood in the unne  1n 1912, when she was 4
years old. "cfplrmclmuldnotbem!trﬂﬂ\td.wdutv\Ehz\enorrcurdd
any infantile sympeoms of syphls. She passed blood in the unoc oa and off
far3)unbetwtmthengaof.;md6mdunndmnnonmh:pmluhzln
found to be mentally defective and to be suffermng from spastre drplega. She hed
10 “ haematuns ™ when she was under ohservation.  Her W asscrmann reacbon

strongly tive and after one course of 1nyectons she wus
:r:ufrrrtdmp:-r:tnnlhmpml when she was subsequently lost wght of

G o first artack occurred at the #ge of 4 years 1n August 1930, when
hc}:::;lnbﬂl:;dl;tbeumfou‘cch ﬁmnumatdanaormgr:wtmp-
lmlnd(hmhdbcmmmbn:ﬂcnmp(umnh\phmt The boy s ¥ et



PAROTTSMAL JIAFMOGLOBINUNIA 261

nmmglypald\:,anndmmhummhcr and a younger
nnzrhachcdufcmgwmxlty-p}u’ﬁ;. His W\ assermanm reacton bcamcnc&
hnm7mmdnunbnmu&nhnemdb:mb-cqumdyh:d5mg:dnmm
wge of 174, yaars.  After trestment was started he had na recurrence of the
lzcrfl:mcrm:-glol:dmn-h).

The followmg two cases have already been duscussed i the text under
the heading of differential disgnoss  Both apparently came from families
whach were free from syphilis, but both showed tranment positive W saser
nunn resctions and epsodes of haomoglonune,  Although the other
tests, such as the Donath-Landstemer and cold-sgglutmation tests, were
not camied out, it appears not unlikely m retrospect that the heemo-
ﬁobinum in these cases might have been due to cold agglutinns and the

Wessermann reactron results  false-positives.”

Mary U wams g years old wn 1928, InMryoh_!nt ear ahe had xn appen-

dcecwmy pcrfu(mcdln mAuﬁus( l.ﬁeb.ldtbn:clﬂnchnf
painlem b in the mother and futher
-mnqm\cmdhcr6bmthcnmdnnznummtcdwbebuhhybutmd
Dot bave blood tests performed  The patient s W R. was strongly postave on
Nnmmd(htnnuhommytrnmxmnontmwrmé!mm
sequently obtuned,

Charkes P mldmmdmlhe“udnt}:lgcaflﬁundadwmeofm
Robert Hutchmon, He had mensles when he was 1 yeurs old mnd abortly
before Idnu-ioutnl.be“udlnl)ccanberxgz }mhndlnmldmd-u'rethrw
follrned @ week later by the pamage o uripe, It waw &t firet

the bands of oxyh glotnn and meth 1 Five
ﬁ)-mu.ﬁuwm«:r loburaria occurred and z days after that 2
ooe Hehrduw posrtive TV R. on ont occmsion and sub-

-tqumﬂy oegetive tests until be was nearly 6 years old. W R of both parents

were negathe. He was ghen 16 ingectioos of arephenamune and ublets of
mereary sodide, after which oo fusther sttacks of haanoglobmura occurred.
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The Lymph-nodes

In Chapter 5 1t was stated that the T palidum travels by way of the
Iymph spaces and lymphatics, particularly the perrascular lymphatica to
the reponal lymph-nodes a0d via the blood stream throughout the body
Lymphadentts may therefore bo present in congenital #s 1t Is i zcquired
"?"’T“‘bmthtghndluemdywurguutb:mhmﬁthnbewngmlul
discere 21 they are mn the scqured disease of tho adult. 1n the congenital
17philie Infent the eprtrochlear gland 1 frequently palpable Hochslnger
od others believed ths to be sssocuted with epiphysits of the lower
eod of the humerus, which s possible but dufbicult to prove Ihe
ingmmal, occrprial and axillary glands may also be slightly enlarged from
the szze of u small ahot to that of & haricot bean, and In the absence of
10 chriows camae, such #1 & skin lesion the presence of enlarped glands
thoald arvose 8 susprescn of congenital syphils.  Lymphademitia Is,
boverer of very Limuted diagnostic value at this escly sge for it may be
eases of wnfmtle congenrtal syphilis and on the aother
band, ft may be present In non-syphilitic patients.

In clder congemtal syphilines enlarged lymphenodes are not infre-
MYthbmtheymuwnﬂydugnmdnbdngtubmﬂm
Still quotes the case of 8 6-year-old boy with a large nodular tumour of
the groin wiuch submded under anthsyphilitic treatment. Jonathan
Hutchinson described the cxse of 1 gl of 1§ years with interstital kern
aod grestly enlarged cervical glands which responded rapdly to
treatment with todide of potssuum  Weill Bertoye and Bernheim (1923)
described  case of late congenital syphills of the lymph nodes which
resembled Hodghin s duscese.  Histologically giant celia, endothelint pro-
Eferstion and changes in the blood vessels were present. Cappell (1036)
hn drewn attention to the similanty between the lymphadenopathy of
+yphilis and tubercle, and to the inhcrent difliculty in histological dlgnanls

"The fier pomta In the differential dlagnosls have long been recognized
by morbid histologuts, but to the averupe microscopist the preesnis of
multi guclested cells 1n sections of a gland denates tubercle. Ba 1 wit),
dimclana, Enlarged glands, particulirly In the cervical reglwn are 1.
sdered to be due erther to infected tnila or w tuberenlois wrtinr g1y
or with but a fleeting thought of any tlicr vause of enlanyr 4 4 | 4y
syphills or other granulomatous cutilitinn, The expert ¢fivrqm white
"‘-‘Jstmgt}mby far the commones! (aivet are tubend 2 wpay w,ff

¢

f
:
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take steps to cstablish the disgnosn, such as doing & Mantous fest £nd 2
leucocyte count.  Should these be unhelpful he would carry out 2 \\ eveer
manntutmdinlhehnrwoﬂpcrform-hop:yanlghndmdugnmc
between tubercle, syphilis, the Hodgkin syndrome and neaplasm,

Ve come now to the consideration of lymph node enlargement m our
senies of patients.  Since the majonty of syphilttc ifants sbot & varnble
degree of lymph-node enlargement, 1n rxsesing the value of this ugn 10
syphilitic chuldren, ifants below the age of 6 months hase been left out of
conmderation  We encountered at least 46 children over the age of 6
months among our syphilitic patients in whom the glands were consdered
enlasged, between 5 and 6 per cent of the total  These we have dirided
mto two groups A und B

Group A, compnmng I4 patients 18 mhowt the presenting symplows ot
enlarpement of the glands and who showed mo othtr manifestatron of
comgemiial syphnls wlthough they may have had early infantile symp-
toms of the dsesse and

Group B, compraug 32 patusts i whos otker wamifestatrons of con
powtal syphahis 1n additran to the enlarged glands, were present

Group A, though the smaller of the two groups 13 from the practical
potnt of yiew the more mmportant, since when the patients were first seen
therr syphilis was of the latent or mient varety m facr quite

quiescent.
Bref details are grven of a ferw of these casea,

Bestrice C wam admstted to the Childrens Hospital under Mr Tyrrell
Grny for ealanged ghtads 1 the neck at the age af 1074, yoars. The mother hsd
dred & years previous); lﬁerlmmlm.ne-wh.lcﬂ
(pmha.b{y“g:nu-nl yus). The patent m said to have had po Infantle
:ymptmofeongcmullyphﬂumdoncnnuntumbﬂmdlmdeyuwm
normal her oaly complant being enlarged ds in the neck ahich had been
e o bty e st st wbo her enor and tn obrr:

to hospatal er cldest sister who w3 10 years her sentor and an
uung*:umof by' hilis with ch istic facres (rhagades teeth and
seddle-nose) and intersus lmth e ity o,

The ucmlmh?:dﬁlmd.-m: t to ym|
Tt\:n,e,:-mmmrd & Mantoux text being done. mb{ood Y R. was found
to be strongly postne Anuyphdmu:&cuomnmmmd'mnl}wpmm:
ntendance wak v u s that had only 4 Injeciom {1 G beo-
2 hmammcm‘-i W nheuumnntmnu};uno!qe,ﬁtgimdl
hx"trmbudcd ut the ¥ R was sull groogly posinne 2 the patient
amvery well and the W R, wen st} posrtive—she had no furtber treatmest
mlhcmleﬂﬂlnd.?ﬂnngukcﬂupdommx.ervxt,lhcmu!dmht
to sttend hospital ggaa.

shave prteent was 21 years older She likewse had Ba
mangfym';l::loﬁ;\(mmlqphdum der cloped enlarged crr eal glands,
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expecially on tre left mde of the neck for which she atterded Dr Paterson s oot
petseuts chake,  Her teeth and ryes wete normal and the patsent had no obvocus
ngmufréﬁ-?:. At the age of 12/;; yesrs she had s smelling of the head of
prnful for oo day only Ifmmmbmvdmymm
and 00\ sy exsmunstion 5o changes ners to be seen 1 the leg bones
procat was trested with nec-alhver-sahaman {($ 45 G ) over ¢ pened of 3¢
i;tmﬁ-,dmhg‘hrd\mz}txhnd:mhsded thete was 0o returs of the

Frank F., boce In 1913, had no mimtide or fater crf:g:}ﬂutnn
-nngurlvbcb'p-r?}urmghhxho-olnge me:i:mran Laondon
County Council

boy a3 such an L.C.C. ase A rdwologra] examimation of
bia chest showed enlarged ghade in the hila of both Jungs but po evidence of
actne tobercle. The ful t fixatson test was cerried out with &
Rﬁ:crmh.v!ﬂkxhc“mnud W smsermuna e tve.
e mhd’ed\mwmbcy'sdchdnty the only mggc-urc‘h:‘ummm
case bang the hixtory of the mother’s one miscarage st 4 monf
before the birth of the petient. nmm@mmmmm‘m
that 8 years okd hu mother saffered from & ! of the sadp her W.R.
3 found to be powtree and both she end her received trestiment st
amother hospetal.  Three older children were bom before the pareots became
infected tro of them were said to be well but they could oot be wduced to come
for » blood test.  The tued aoe wa suffering from & rhewmatic besat™ st 16
ber

WR wam then negatree. Our patient wia grven anti
Rinmasd (17 G b o

g
:
&
g
g
&
{
f
£
:
:
]

the antupetific snd ad towic trextenent the boy recetved, be remawned

nd weedy heart was ruped wnd imtable m slppmyg
E‘:mdcﬁmmvﬂwﬂubnmmdbcdcmd. At 154 yesrs he was workmg
There m no availsble secocd of & Mentowx test, an ocof 2
wecond inTestigenon of tus medsstizal glands.

Four of the patients in this group resembled the above pattent w beng
theught to be suffering from s tuberculous mfection alf 4 were certainly
*yphibise and there was no evidence—b dogical  microscopical or
sadislogoal—that they were aiso tuberaulous

Twa young petients in thus group were (5) A boy who 2t 1 year hed
* dmcharging abacen of the neck, which nas thought to be poesibly tuber
culous in pature, Mo tubercle bacilly could be found m the scrapings from
the abecess.  (2) The other patient was s gurd who at the nge of 1 vesr
bad some cervical ghands removed from the left aide of the neck st her
local howpatal at 2 years she had an sbecesa in the might groan and at
5 13 years she egmo had feft sided convicaf sdensts which wes thought
tobeducto tubercie or syphilis  In nesther of these two cases was the




266 CONGENITAL §YPUILIS
tubercle bacillus discor ered #nd the edenttts may have been gUMMItou in

ongin

Three patients m group A aged 4 or 5 years, had cervical sdeniis to
which septic tonsils may have contributed their quota with the syphilise
caugation, far there was not much smprovement in the ghindular swelling
a8 2 result of antayphibine treatment until the tonsils and sdenoids had
been removed. In this connection it may be recalled that Hochunger
{1927) sa:d that in older syphilitic children adenmd vegetations were apt
to be unusually comruon and that the related cervical and submuxiiary
glands might be enlarged, which the unwary would probably diagnose ss
tuberculous.

The 33 cases of Iymphadenopatby in group B Included 6 panenn
rngng 10 age from g to 30 months  In 4 of them the glandufar enfarge-
ment was essociated with septic tansils.  In the other 2 cases It was prob-
ably treponemal 1n ongin one, a girl of o months, showed general lymph-
node enlargement with periostitis, dactyhitls, and a history of parotits at
3 to 4 months the other a boy aged 18 months who after trestment with
beavy metals {mercury and brsmuth), dunng hus first year quickty became
serologically negrtive 1o bleod and cerebrospinal Auid then developed
cervical sderut, probably indicative of a relapse of his infection, which
manufested iteelf m an stteck of alopecrs 2ad 2 serofogical relapse.

The other 26 cases 1n thu group vanied 1 age from 34/, to 14 years.
In 21 the glands affected were the corvical, anteror and postenor while
tn 3 others the onginal cervical lymphadenopatlry spresd to other regions
later  Of the 24 patients with cervical lymph-node enlargement, § nd
unhealthy or septic tonsiis, end 6 had ulceratron or gummatows disesse
of the pharyogeal wrall 20d sdjacent structures.

The remuning 2 patients had enlargement of the lymph nodes 1n other
utuanons (1) A boy of 6} years whose hilar glands were enfarged and

calafied, and had otherwie no sign of tuberculoais, but posaibly
fibrosss of the lungs (3) The other a bay of 4 who had had glands remaed
from the nght grown st another hosprtal At 43 he vras admitted to ( reat
Ormond Street Hosprtal with an attack of meningits which chinicalls and
pathalogically was thought to be tuberculous except that no tubercle
bacills were found 1n the spinal fluid, nor was a VW R. done on the fluid.
Upon the child recovening {rom lus menungitn—od we had no strepto-
royan and pars smmo-salicyle scad in those days—it was realed that the
mesungitts was not tuberculous but probably syphilitie.  The finding of 4
poutive W R. gave support to this drgnosis and intenuive antayphiline
treatment was instituted (neo-srsphenamine and mercury rodede)  Dunng
the attsck of meningit & mass had been felt in the nght thec fous, and
a8 tha did not dimmush in stze under antsyphditic treatment 3 bapey
of the mzn was made which showed that the growth was malgnant and
probably 1 lymphosarcoms.  The enlarged inguinsl glands which, a3
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stated above, had been previously removed at another hospital, were no
doubt due to the mme camse. Desprte X ray and radium trestment and
forther antuyphilite 1njections, the lad went downhill and he died at hus
home at the age of 64/;, years. No further examination ws poswble.
Thas was the only case we ed m which 1 syphilis co-
custed with malignant discase,

The most 1nstructrye of our cases with enlarged lymphatie glands,
bemng as 1t was, the most carefully studied, was that of the gul Beryl F
(mentiotied on p 170), who had enlarged cervical glands from about the
ageof 3 years. Shehad  sunlight treatment  for 3 years and during ths
time the abo attended an eyc hosprial for eye trouble (probably inter
stital keratrs)  An older sster was attending the samc eye hosprial at
the same ime, but Beryl s cye affection wam not correlated with the en
larged glands. As these persated after 3 years of sunlight trestment, the
child wes placed under the Tuberculows Officer for 4 years, and = no
active tobercle could be discovered she wes sent to Great Ormand Btreet
at the age of 10} years. Here at the Outpatients: Clinic the relevant facts
noted were  Ansermnu, ? cause cervical adenrtm brver + + +  spleen not
enlarged.”  Shortly aftervrards the girl was admrtted to the vwards so that
she could be more tharoughly myestigated  Several glands were found
to be enlarged in the antensor and posterior trungles of the neck, in the
submexillary and infra and supra-clavicular regine.  Two blood counts
revealed & moderste degree of ansembs, hsemoglobun 50 per cent, red
blood cells 3 800 000 per coam., white blood cells 10000 per c.mm.
One of the enlarged cervical glands was removed for biopsy smce lympha-
denorma had been consdered a possible dixgnosis.  The section of the
siand was thought at the time to show tymeal tuberculous changes with
characteristic giant cells, bat no tuberdle bacillh could be found. A Man
toux test waa negative even with a 1 1 10 dilutton of old tubercuhn,
O'T., and }t was conndered unlikely that the gland could be tuberculous.
The posibility of syphilis was then suggested and a blood test at the age
ufw‘/“ym-g:vclmu-ug}ypwumWR.deuhn ‘The patient was
given antuyphiline treatment for nearly 3 yean, but the cervical glands,
although reduced m wre, remained somewhst cnlarged and she had a
relapee of interstinial keratrtia. The liver too, was otill enlarged. The
paticnt wras obviousty a neglected cae of congenrtal syphilis 1o whom the
hmplatic system had been severely impl d. Another ph
under whose care she was admutted to hospital 2 years later ssked for &
Mantoux test to be repeated, but even at the strength of 110 10« negative
result was again obtuned.  The sections of the gland were then shovwn
to Professor Matthew Stewart, of Leeds, who was of the optnion that they
W eTe not tuberculous but syphiline.  He drew attentson to the fact that the
scctions showed elmost necrotic tmue, around which there was same better
presen ed lymphatic tssue contaming multinucleated cells but no epitheliosd
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tubercle bacillus duscovered and the adenites muay hasc been gummatous 1n

origin

Three patients 10 group A aged 4 or 5 years, hsd cervical adenits to
which septic tonsils may have contributed their quots with the syphilitc
causation, for there was not much improvement tn the glandulsr sw elling
a3 2 result of antyphilitic treatment until the tonsils and sdenceds had
been removed. In this connectron 1t may be recalled that Hochsinger
(1927) sad that in older syphiitic children adencid vegetstions were apt
to be vnusually common and that the related cervieal and submedliary
glands mught be enlarged which the unwary would probably disgnose as
tuberculous.

The 32 cmes of lymphadenopathy mn grouwp B meluded 6 pabents
ranging 1n age from ¢ to 30 months, In 4 of them the glandular enlarge
ment was assoctated with septic tonmh.  In the other 2 cases st was prob-
ably treponemal in origin one, a girl of g months, showed general lymph-
node enlargement with penostitis, dactylius, xnd a hustory of parotris at
1 to 4 months the other a bay aged 18 months who, after treatment with
hesvy metals {(mercury and bumuth) dunng hus first year quickly became
serologically negative m blood and cerebrospinal flud, then developed
cervieal adenits, probably indicative of 2 relapsc of hus Infection, which
maniested rtself m an sttack of alopecis and & ecrologrcal relapee.

The other 26 cases 1n thus group vaned in xge from 343 to 14 yeurs.
In a1 the glands affected were the cervical, antertor and posterior while
n § others the oniginal cervical lymphadenoputhy spread to other regions
Ister Of the 24 patients with cervical lymph node enlargement, 8 had
unhexlthy or scptic  tonsils, and 6 had ulecraton or gummatous disease
of the pharyngesl wall and adjacent structures.

The remuining 2 patients had enlargement of the lymph nodes in other
situatrons (1) A boy of 63 years whose hilar glands were enlarged and

mostly calcified, and had otherwise no sign of tuberculosa, but possibly
fibrosus of the Jungs (2) The other 2 boy of 4 who bad had glands removed
from the nght groin at enother haspital At 47 he was admtted to Great
Ormond Street Hoaprtal with an attack of meningitss which chimucatly and
pathologically was thought to be cuberculous, except that no tubercle
bacilll were found n the spmal Aurd nor was & W R done on the flurd.
Upon the child recoveniag from his weningrie—and we had no strepto-
moycm and para amino-salicy lic aaid those days—it was reabred that the
rmeningites was not tuberculous but probably eyphiltic.  The finding of £
positrve W R. gave support to ths dugnosss, and intennive antisyphihoe
reatment was instituted (nco-araphenemine and mercury jodide)  Doring
(hc-mckofmmmgxm,-mmhsdbcm(dnnthenghtnucfmmd
a1 ths did not diminsh 1n aze under antiyphilitic treatment, & beopyy
dttmmmrmdcw}uchchowcdth:!(hcmhuvmﬂwﬂaﬂtlﬂd

probably 2 lymphosarcoma  The enlarged mguinal glands shich, »
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stated above had been previously removed at another hospital were o
doubt due to the same cawse.  Desprte X ray and radium trestment and
furtber untwyphilitic injections, the lad went downhill and he died at hss
home at the age of 64/, years. No further exsmination was possible.
This wae the only case we =d 1n which congemts! syphils co-
custed with malignant discase.

The most imtructive of our cases with enlurged lymphatic glnds,
beng 3 1t was, the most carefully studied, was that of the girl Beryl F
{rennoned o p 170) who had enlarged cormcal ghands from about the
ageof jyears. She had wunlght treatment  for 3 years and during this
time she o attended an eye hospital for eye trouble (probably inter
stiml keratins)  An older swicr was sttending the same eye hospital st
the axme tme, but Beryls cye sffection wis pok correlated with the en
brged glands.  As these perusted after 3 years of sunlight treatment, the
child was placed under the Tuberculoeis Officer for 4 years, and us no
actrve tubercle could be discovered she was sent to Grest Ormond Street
at the sge of 1o} years  Here at the Qutpatients Chins the relevant facts
noted were  Angemn, ? cause cervical ademits Jiver + + + spleen not
enlarged.”  Shortly afterwards the gul was admitted to the wards so that
she could be more thoroughly investigated  Several glands were found
10 bo enlarged 1n the anterior and posterior triangles of the neck, m the
submaxllary and mfrs- and supra-clavscular regions.  Two bloed counts
revealed & moderate degree of anaemia, haemoglobin g0 per cent, red
blood cells 3,800,000 per c.mm. white blood cells 10,000 per com.
One of the entarged cervical glands was removed for biopey snce lympha
denoma had been dered a pomible dug The section of the
gland was thought at the time to show typical tuberculous changes mth
characterstrc giant cells, bat no tubercke bacilh conld be found. A Man
foux test was negutrve even with a 1 m 1o dilabon of old tuberculin,
O T, and 1t wes considered unlikely that the gland could bo tuberculous.
The posalbility of syphils was then suggested and a blood tost at the age
of 10%/); years gave a strongly pomtsve W.R. and Exhn. The patient was
grven antityphiliic trratment foe nearly 3 years, but the cervical glands
although reduced in mre, remamed somewhat enlarged and she hed &
refapte of interstitial keratitie.  The lrrer too was #ill enbuged. The
prtient wes ob ly a neglected ease of congenrtal syphiles 1n whom the
hymphatic system had been severcly implicated. Anothes physican
under whase care she was sdmistted to bospital 2 years tater maked for &
hhntmtmmbempcncd,bu\cvmlt!hltnngthofl]nw.wm
result wes again obtained  The sections of the gland yere then shown
mefmorhhnhchmgo{Iuds.wbomofdxop,mhtM
wrere not tuberculows but syphilitie.  He drew mtention to the facs that the
mmdmddmmmkm-mndwm,bmmmmw
pn-ltr\'r\\lymphahc\mu:mnmnlugmuhmwu&h‘nucplwd
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cdhummuzllymbemmsewwuoimbcrcu}aughnd:. Here
garded the section a3 showing a gumma of a lymph node and Fig 8
illustrates the condition well and closely resembles the tustrations green
by Cappell in hrs paper referred to sbove. Cappell there points out that
the lextons in these syphilitic glands may very ezsily be mataken for tuber
culous lenons, but there are differences 1n atructure whrch would arouse
the suspicions of the more expenenced observer such as pen and end
arterttis, pertvascular cell inttranon and necros of nssue with preserve

and
resctron (1 12 10 O'T) mas negatne on 2
ocemions

tron of structural outlines  In the early stages of thar enfargement such
glands respond to antyphilitic trestment which would help m he
dugnoss  In our cese nhich was a very chronuc one, the therapeunc
response was not so sstisfacton or so complete, for the patient still showed
mhrgcnwnto(nnommmonﬂghnd:c\tnwlwnmlmnnnbcmuf
pears.

"])huc 46 cases of enlarged Iymph nodes obseried i about 850 con

gewtal syphilis patients below adult age represent 2 percentage of about
55 at lesst 6 of them suffered from bresking-down or dicharmng

hich sere posetbly gummatous 1n narure
gh;‘nd:‘d;n;n 1o the foregomng 46 4 other patients with enlirged lymph-
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nodes were cases of sequired syphilu.  One a boy of 7 years, m whom the
posterior cervical glands were enlarged 1n syphils supposed by the
mother to have been acquired through en enema syringe.  Another a gul
2ged 419/12 years, 1n whom the disense was contracted by sexual contact
(see Fig g93). Her ingumal glands were enlarged and hard but they
raponded rapedly to antuyphilitic treatment. The other two patients
were cases 10 and 11 given m Chapter 13 (p 443) 1n whom the
regiona] glends wete somewhat

The moral to be drawn from cur expenence of lymph node enlargement
1 late congenrtal syphils, although 1t may not be so apphcable to-dey
o 1t was when our observations were made, 1 that in every case of sub-
acute or chrome lymph-node enlargement, before 2 spot  diagnons of

is made, 23 15 00 often the case, a tuberculin skan test and 2
W R should be camed out, snd 1n the event of these beng negutive or
o the W R, alone should be postive, bropsy of a gland should be resorted
to m order to disgnose between tubercle, ayphils, and the reticulo-
endothehoses.
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CHAPTER 8
SYMPTOMATOLOGY {cont )

AFFECTIONS OF THE CENTRAL MERI OUS S}STEM

THE affectrons of the central nervous syatem are the most important of all
the manifestations of congenitsl syphils, There are several reasons for
this (1) they are often Iatent and »f ot actively looked for will reman
undetected, to the serrous dettment of the patient (3) they are much
more comnmon than 18 generally realired (3) if diagnosed in the latent stage
before clineal neurosyphilis has declared itself and the conditton o
adequately treated there r 8 ressonable probability that benefit or even
cure may result. If on the other hand, neurosyphilis 1 not dugnosed
until 1t s clinrcally obrvious, the chances are that by this time the conditon
1 incurable and the patient 1 destined to become erther a psychopath a
permanent tnmate of 4 mental or 2 moral deling In ey
event the unfortunate vicum may hecome a considereble habilrty to the
community and to the State, and one of the saddest aspects of con-
gemts! gyphilis unnl recent tmes was to bear wminems to the physicat and
mentsl degradatiom to which the young suffercrs from tho discsse vlti

mately descended before death released them from their pituble plight.

Incidence

Many observers (Ravaut 1903 1907 1934 Boss and Lind 1951 Veie
and Stokes 1914-15 Fildes, Parnell and Mmtland 1930 and others) have
studted the effects of syphults upon the C N 8 of the adult, wath the result
that all sre agreed that the CN S 1 mvolved mn at Jemt 25 per cent of
the patients 1 the early sccondary stage of the scquired duesse  Far
fewer observations have been made upon the C.S F 1n congemtal than
n 2cquired syphilis.] Tezner (quoted by lbrahum) found the C 5.F
abnormal 62 § per cent of syphilitic infants, §o per cont with 1 pontie
W R. Jeans and Cooke found changes in the spinal fldd in more than 5o
pcrmtdlhurma,whxchntndacnc:ordwﬂhmrmuﬂmﬁgum
from Grest Ormond Street (53 per cent). The incidence of powure
hils by Dreaker (1904) Rovnx

! Eacly p upont J
(woﬂdz:\d others ate grven m the bibbography
ar
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neurosyphiln 1n infancy drmunnbed s our investigations proceeded, for by
the year 1939 when the list of new casce was closed 187 infants under x
yeur of age bad had Jumber puncture, with only 50 positive cases among
those who hed been treated for 3 months or less (26-7 per cent)  Even
1f all the 32 patients who were exsmmed after more than 3 months trest
ment snd had negative spinal fluds had been postrve at tho outset, which
w most unlikely the total 82 (50 +32) of the 187 nfants lumbar punctured
would till be under 50 per cent (43 8) (Table 13). It 1s fmportant to add
that 1n a considerable proportion of these cases the condrtion is latent
and woald not be ducovered except by the routie examumation of the
CSF 1n all cases of congenttal syphilts (see also Lecs)
The largest reported series of C.3 F mvestigatrons in congenutal syphilis
13 that of Jeans and Cooke (645 cases), an sccount of which m given 1n
thetr book. They found that sctrve neurosyphilis was twice s frequent
amongst white mfants #s emongst the non whites, and that 1 older chil
dren the difference was considerably more marked one-suxth of the white
children luving neurnlogical lewions, whereas only one sixtieth of the col
oured children were sumilarly sffected. This higher inodence of neuro-
syphils 18 parslleled by the greater prevalence of tabes and general paralyus
smougst adult whites than non-whites, Jeam and Cooke adopted as
thetr esentul critenon of neurosyphilis 2 pomstve W R. 1 the C.S F and
they stated that the presence of globulin, alight pleocytoss and even an
abnormal colloidal gold curve are not to be regarded as evidence of neuro-
#yphihs, unles accompansed by & postive W R, Since that time those
concernied 1n 1nvestigating the C.8 F 1n syphils bave devited modes of
gradmg the resulta. The Co-operative Clinreal Group, U.SA. (1937)
clamsfied the fuids mto 4 groups according to the degres of abnormality of
the 4 main teats (cells, protans, colloidal gold, ete., and the W R.) and
their group 1 the W R. was neganive.  In 1942 Kierland and hu co-workers
auggested only 3 groups, mild moderate and severe, 1a the firat of which
the cells might be 10 to 20 the Nonne-Apelt reaction (N.A.) negatrve or
incressed  the colloidal curve and W.R negstrve.  Lange and Harna (1945)
introduced an improved method for performing snd reporting quantits-
tvely upan the gold-sol test, and Dattner (1648) has wnitten upon the
eralustion of the 4 tmportant fectors in the CS F examination (r) the
cell count, (2) the total protein estumation, (3) the collosdal test, and (4)
the complement foaon test  These 4 tests Daftoer connders obl
tory (1) and (2) mdicate actrvity (3) indicates the type of CN 8 nssue
involved and quantitatrvely gives the trend of the process, while (4) grves
the specific nature of the dwesse and quanntstively grves the trend
Wheress these gradings and inf may be spphable to 4
my expertence with the congenital
that the grad;

neurosyphil, ;armd't.hcc?m
induced me to conclud d for sdults could not

he applied to children (sec Table 14)
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Although a large volume of evidence hus eccumulated ponung (o the
frequency of the invason of the C.N.S by the treponema and the seniow
potentiabtres of the conditron, it 1 remarkable how frequently the fnvest-
gation of the C.5 F 1 omitted by peedmtricians and sometimes even by
venercal-dmesses specialsts  The reason often given s that lumbar
puncture of children s 00t esay ar to be Iightly undertaken, although a1
matter of fact if the chuld is properly held and the operstion 1 performed
upon & table or firm bed (prefersbly with 8 board plsced under the mattress
to ensure a correct position of the body and to prevent the bed saggmg
towards the midline) there 1, at « rule, lirtle difficulty in carrying out this
runor operatron if the usual precsutions are taken.  In the pre-pensciltin
era we conndered 1t very umportant that the C.S.F should be cxamined
1n every case of congenital syphulis, mince if 1t were found abnormal
this was an xddstronal reason for insuting upon the regulsr sttendance
of the child for treatment, which could only be relubly camed out by
repeatng the lumbar puncture every 3 months until it became permanently
negative. Even m these days of the peniaillin trestment of congemital
syphilts it 13 advosed that the spinal fluid be examned 11 every case and,
1f poanible, before treatment 1 started.

Qur senies of CS F investigations was carried out on 640 patients,
of whom sbout 600 were unselected cases of cangenrtal ayphilu, thet 1s to
sy umelected from the point of view of neurosyphilis, the remainder
beng (1) children 10 syphilitic famtlwes whose blood W R. had been found
negative erther spoatxncouly or a3 a result of the mother s treatment
before or dunng pregnancy and (3) some  posaibly soquured  cases (sec
Chapter 13) st fiest regarded a3 congenital.  Meat of the lumbar punciures
were performed after the year 1923 when small wards were provided in
tbe Childrens Hospital for the treatment of patrents suffenng from
g and trep ! inf Before that time one hesttrted
to do lumbar punctures upon outpatients, as many of them came from far
afield, #0 that a number of the children mvesugated had aiready been
attending the Clinic for from ope up to several yeany, by which ome the
blood W R had become negative n many of the cascs and there o
no doubt that the trestment caused a number of pontive apinal flurds
also to become negatrve—how many 1t s imposible to sy The resutts
of these spmal fiurd investigations are shovwn in Table 13

In analynng the results one endeavoured to make them conform to 1be
usually recognized gradmgs m scquired adult syphilis, but certam def-
culties were encountered, notably & positive W R in the fluld in the shecace
of ather changes or st the most, with only a slightly positne Lange curve.
In q 1 hat d clasaficatron was adopted (e
Table 14), and even this clnsnfication could not always be npwdly 8
10 on account of dmsoctaton  or lack of correlation between the vanows
components of the group-types  This dusocuanien o In mv expenence
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more marked 1n the case of congenttally syphilstic ciuldren then n the
fuide of adult patients with acquired syphulis.

Other pomts of mterest which emerged from the mvestigation of the
&40 spingl fruids were

1 The number of latent and clinical neurosyphils cases emong the
patrents examined 47 pathents with pomtive fluids showed no symptome
ot ngne of neurosyphilis and in sddition there were 6 mfants who may
harve had neurosyphilis, but 1n the absence of fits, hydrocephalus or obvious
mental deficiency it was impossible to be certmin 7 chuldren showed only 2
alight or moderately strong W R., doubtless due to permestion, mnce the
reaction rapidly became negative, and such cases were not regarded as
being neurosyphulitic in nature 64 patients with posttrve flusds had signa
oc symptoms of clinical neurosyphils, such % hydrocephalus, with fits,
mental defie: hemplegm or parapl some of the last oamed were
dugnosed clmcally as spastic paraplegia or diplegs, of @ poliomyelits
oc polio-encephatits, In addrtion there were 8 cases 10 which & mild
hrdrocephelus was the only mgn, together with a pomtive C.BF  of
chaical ncuroeyphilie. In 7 further cases with a positee C.SF the
tymptoms (' head nodding, mental weakness i the child of » mother
with GP1 a2 cases of difficult children and a few others) suggested
pomsitility of clintcal neurosyphile—together toulling 79 cmses. In
*3diton 37 children with epilepsy mental defisency mystrgmus and
other signs of C.N.S. affection hsd a neganve spinal fluid on the fint
fTminaton but 1t w probable that if the patients had been Jumbar
Punctured carlier 1n life some of them would have been found to have
positive spunal fluids.

Y
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2 The rate at which the vanous fectors mproved was found to vary
in different cases but the cells almost always became normal before the
other constrtuents of the spiaal fluid, just a2 m the scquired peurosyphils
of adutts.  Usually the W R. remained posttive much loager than did the
other constrtuents, especally i ofder children.  In 65 patients out of 137
m whom a pontive flnd wes found and 1n whom the necessary informa
tion wea obtamed, the C.8 ¥ became negatrve before the blood (usually
m from 6 to 12 moaths) 49 times, mmultaneonly with the blood in ¢
cxscs, and only 7 times was the blood negative before the C.SF It m
generally believed that ance a congenrtally-syphilitic patient bas green
1 peganve reaction in the spinal flnd, 1t 1 unlikely ever to relapse.  Thus
does not sccoed with our expenence, for 10 of our petients had spmal
fhuld relapses, 2 or 3 of them having had 3 relapses esch.  Smee there
may be & imo leg, of 23 much as § or 6 months according to Jeane and
Cooke, dunipg which 1 child s spmal fluid develops & postive WR. a
CS8F which hae been found negative before the age of 5 or 6 manths
should be re-examined for the presence or sbeence of neurosyphilia.

Table 16 gives a record of the varymg types of spinal luid found 10 our
cases of infantile congeutal syphils, with comments. Cases 7 and 8 are
interestng se occurTing 1n mfants 8 months old, both having alight hydro-
cephalus, In the one, the flud was alightly opelescent, the proten o2
per cont, cells 190 to 200 (chscfly mononuclesrs), N.A. 4, Lange
4554341000 Wasscrmann 4 3 and no reduction of Fehling's solution.  The
ather child grve a clear fluid, protewn o-03 per cent, cells 150 to 200, some
polymarphs and endothelia] cells, N.A. trace, Lange 2331000000 and
the WR. 44. The first patient died very shortly afterwards and could
therefore not be retested. At post mortem there were marked adhesions
of the meninges at the basc of the bran and the ependyma of the ventricles
was granular The other patient, who had ¢ repest lumbar punctures
until nearly 10 years of age, hed practically normal protewn cells 61 13
631 4,3 6 rand 2 NA. varymg between 1 snd 2 until the Inst two
tests, when 1t was quite negative. The W.R. remained strongly posiive
untll the age of 5 and gradually dimunmshed to negative at the age of 74
yexr.  The Lange rernained at about the sme strength until the age of 5
when it abruptly becarne practically normal. The boy defaulted at 12
years of age, when he was small in stature and mentally bright.

As regards tho sppearance of the fluid, 1t 1 usually clear and without any
clot, but occassonally when there are many cells present it may be alightly
opalescent sometimes 1t may show threads of clot and exceptionally there
may be a yellowush tint, the result of previous heemorrhege. Case 5
exhibited these charactermtics. This particular case abso showed a high
percentage of protetn a marked Lange curve and very marked globulin
content as shown by the NA. 5 It should be noted that this patient,
In spite of the ind of severe invohy of the CN S, had no
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newrofogical symptoms and the fluid became almost normul in 3 months
on bpmuth reatroent alane. It 19 1ndeed remarkable how frequently the
sprnal fluid may show evid of infection, even severe (vide
alo case g) yet the condition i qurte asymptomstic (Iatent or adent).
Although this 1 not shown 1n the table, we found that in the large majonty
of congenital syphilttic spinal fluds sugur was present 1n normal amounts,
thus differentrating these fluids from those obtatned from patients with
other formm of acute meningitis.

The conclusion thet one has resched with regard to the gradiug of epnad
flurds 1n congenital nevrosyphilis i that it has but & limited value and
from a dmgrostic and prognostic pont of view the C.8 F findings must
be correlated with the chinical condition.  Furthermore, one examination
of the spinal flrd 13 insufficent for prognostic purposes, and a pronounce
ment upon the outcome of the condition should be withheld untit at feast
one course of treatment has been given and the spinal investigation b
been repeated 3 months after the first test.  Generally speaking one may
say that if the second spinal fluid test shows a marked improvement in the
celiular and protetn content the eutlook is good provided the patient 1 not
obviously mentally defective or suffening from convuhions. A parctic
type of Lange curve 1s usually regarded as besng of sinmter import and,
with a few exceptions, thu accords with one s own expenence  Cese 11
18 2n interesting one.  The protein was never much ramed, the cefls were
8o per c.mm at the first investigation, the C S F W R. became negative
between the ages of 6 and 18 months, and the serum ¥ R, also mpidly
improved and became negative before the child was 2 years old yet hus
mental condition detenorated to such an extent that by the time he nas
nearly 4 treatment was stopped a3 1t was conmidered improbable that fur
ther treatment could serve any useful purpose.  Buch untoward resules
raust depend primarily upon onginal damage to the developing nenve
trasues and only sccondanly snd to a kess extent, upon an extension of
vascular disease leading to degenerstion or destruction of the cerebnl
parenchyme otherwae 1t 1s difficult to account for the fact that the W R.
became negative in the blood and C S.F  and that the latter eventually
showed no abnormality whatever

In Chapter 5 (p 87) 1t was stated that at one tme we r:hr.-do\;pon the

e type of lange curve for dugnomng the G P vanety of neuro-
g;zhﬂu \0 young chikdren Table 17 shows 6 such or wmilar fluds,
from which 1t 13 scen that 3 patients died quite young while one sunived
ta the sge of 17 years with hos syphilis mactive for several years but suffering
from cpibeptic fits all the trme.  The other two patients were stil! ahve at
16 and 11 years of age but both were suffering from epilepuform fite.
On the whole, therefore, ones bad prognoss for infanta and young
children with paretic Lange curves appeam to be justified, the q":“m}";
being whether the patrents dic in infancy or being cured of their
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syphtls by much treatment yet remainung all the time so-called epileptics
they die eventually 1t may be 30 or more years later with irreparable early
damage to the higher mtellectual centres.

Pathalogical anatomy
The anatomico-pathological lesiors 1n congemital neurosyphils are
very vanied and in the main resemble those scen in the acquired form of
:.hedmjmc. The lesion 1 gits, either diffuse or &
d, g form sffectmg the base and/or vertex of the brain
and possibly too the spinal cord Thes may be accompanied by focal

Fic 83 A cwrotid artery from a male aged 11 months
showing

groas
of extcnynve intimal prohferation ( 90)  Note that
the elastic lamina o intact  Elsstic osue stam

chinges m the cerebral parenchyma which are doubtless due to vascular
lesiom, and not infrequently adhestons are found between the bran and
meninges. In several cases we have seen the granular appearance of the
ependyma of the ventricles present in children ¢ conditron usually asso-
cuted with general paralyns in theadult.  Early observers (Clifford Allbutt,
Heubner Darlow and others) noted the frequency of syphilitic arterial
disease, especally at the base of the brain, and of the small vessels of the
brain and spinal cord  Case 2 (J h p 276) 18 & good cxample of very
marked syphilitc artenal disesse in which the lumen of the vescls affected
was almost obliterated, with resultant softeming of the bmn’lr:dmcd(!c:c;
porencephaly See Figs. 83 84.) The veins may be umilasly

and thar“lll); :h(:ckmcdrg;y phiebits.  Haemorrhage may also result from
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syphilitic dmexse of the vemels, so that occasionally x nnthochromsc
spinal flusd may be obitamed on Jumbar puncture, the result of bleeding
durmg of shortly after berth, which 1t more frequent n syphilitic than m
non-syphilitic neonates.  In the more chronsc ceves the inflammatron may
_go on to sclerous of the bram and the vaned clinical manifestations result
ing therefrom wfl depend upon the site or srtes of the lestor.

One of our cases wa of paruculer interest

Peter L. bad rmb and xuflles from the first few wecks of Life and seemed to
Hoprove ot mercury trestment untll about § months of age  Then he begprm
10 0l and about 3 werks before admismon to ta} he began to ke s “ cqow

&mﬂ!‘ On sdmission to hospital under Dr Thanfield there

Fio 44 Necrosts of cerebral tmiue (potenceplaly) fol
lowmng upon & Herxhemmer resction affecting the
posterior cerebrat artery m xn mfant aged 104 momthe

“a factal paley the urme and legs were spastc and the knee perls
ﬁg;mmmmbummfdnnt&hmmwhw:pmu
m

syphilis nt was in colour cells 185 per cmm. mostly lysmp!
bealls

e

oy
posuve The child went rapudly downhill nt the mrtopsy
mmmﬁmhmmwmnmm the brun

ditlon of the blood  cvecia and of the cerchnal nases was bt reconded. Nething
st found m the larvnt o secount for the spar and # was concluded that
thet st have buen of central o

On the other hand the kessona n congenutal neurosvphilis may be o
localired &3 10 4, ve N3¢ to muimimal avmptoms, such a1 molated puptilary
changes or lan nyeat mamfevlations the svphibite nflammation affectung
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prtunmblyorﬂy-mywuﬂb]oodvmdtupp}ymg-ncn‘ccmmor
nucleus.

Having treated at some length the causes of the physcal mansfestations
of congemtal neurosyphils, 1t remaina now to speak about the orgms of
the psychreal manifestabom of the ducase. These may be inherent in
thepaumtfmm!aﬂgbcfofebmhord\cyuu) anse later 1n a pattent wha,
with an apparently healthy bran, develops normally showing sverage
or even sbove-aversge intelligence and ability for & ime and as the result
of some stress has 2 mental breskdown in the form of congenital genesa)
ptress.  This type of case will be considered 1 a later section.  The
other type of case, that of oniginal mental defect may be attributable to
one or more of the following causes (1) Heredity 1t was formerly held,
though how true 1t may be to-day one cannot say that acquired syphilis in
an mdraduzl usually cannoted an infentor mental development of tn other
words that the sufferer came from & poor atock.  (2) The effect of
syphiln tn the parents may be to damage the germ plasm to such an extent
that the progeny has a bad start.  (3) Should this postibility be avouded,
the foetus may encounter the third hurdle in subsequent developmental
demage to the cerebmi tasues due to the treponemna or 1ts tonins  Sir
Frederick Mott (1grr1) lard great stress upon th point in scveral of his
lectures and publications  (4) And lastly postoatal causes of paychical
daturbances, &8 of many of the phymcal manifestations, may onginate 1n

syphilire mentngovascular drease,

The clinical fe {ons of congenital neurosyphilis
Reference has already been made to the fact that unless neurosyphilu 1s
actrvely sought by routine C.S F investigattons upon patrents, many
neurosyphilitics will be overlooked Authonties differ #3 to when the
investigarton should be camed out in sduins with 1he scquired discase,
whether after 1 years or after 2 years treatment, but as [ have already
stated 10 oy optuon in congental syphils the C S F imvestigrtion should
be caried cut as soan es the diagnosis hes been made and confirmed by
seralogical and radwlogscal tests. The CSF may be of Grade 1 or
Grade 2 only mdtcating a shght or mild actrvity of the mentngeal reaction
so that although one may say that octree neurosyphilts 1 present o the
absence of any symptoms the condition would be called fatent oe nfent It
raust be poented out, however that tn infants 1t 13 often difficult ta be sure
of shight neurologreal f such a3 hendache alight spaaticuty
pans and so forth On the other hand, the posstive C.SF may be
amsociated with convulsons, mental defimency or paralyus whea the
condition would be called clmoal or manfest neurosyphilis. 1t may be
d that latent o I neurosyphilts can oceur at any age into
sdukt life and then become manifest or clnleal os a congenital G.P 1 of




tabes.  And lastly one has scen patients who were at first sight regarded
1 [xtent peuroayphllitics who on closer tnvestigation, have grren evidence

pathic tendences, such m  sweanng like o trooper  fighting wildly on
being brought to the chimic,  stealing the toys of playmsics in the ward
and accusing other children of taking them,” and so o

Tamx 18
Panents ( 8 - the Nombers of Latent snd
a3 nthﬂyccn‘ml m-:g]i;lb) Age, phlicy
Latma Chmmen! Monsmrslogroal Towts
o, | e Horrermpimies )
Comse | Drathe | % | Come | Dioarto | % | Coma| Douew | & | Covw | Dot | %
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Table xﬂgrvuduuﬂ.nnhheneumqphﬂu and non neurological cases
in our senies.  The two most mmpartant observations brought out by thes
table are (1) 1n the under 1 age-group the prognosws of congenrnl syphils
waa almost a3 serous 1n the non-neuralogical cases as 1n those with Intent
neurcsyphills, but considerably better than wth chmcal rieurosyphiln
and (3} that 10 the over 1 age-group the mortality rate was very low even
befoce the advent of penrcilin,  Lastly reference may agein be made to
ourob‘a'vmouthltmthcuvtrxlgcgmupchmmlnemmyphﬂuuﬁm
showed i neurosyphils such & general
punlmubnnndubo—pnuu,rnmmddhmcymdlhcruulnu{
menngovascular Jesom, the majonty of which failed to respond to the
treatment formerly employed 1t may be mentioned that Ravamt wes
for many years d 10 Latent yphilis  be publihed « mono-
gﬂphmxp%w‘lmnhnltre-cdlhcmpururxe.rq)utedbyGncn
(1953), of studying the cells of spal fluid during steining with pyreain
methyl green (Unna Pappenherm s stam).

Clinleal neuro-syphilis symptomatology

In umgeruul ncu.msyphﬂu all h.nd: of symptom complexes, phynul
dmg to the location and dursbon
ufv.hed.buu. 'I'hennureuftheluionwﬂldepmduponwhabernwn

Y or mentng ular in ongin, and the ultimate result will be
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degenerative from softening or sclerotic from saarmng  On the ph

nde the effects miy be seen i connection with the motor w':my::
ruechanisma or of both. The former would indude fits, se1zures and
funts paresss or poalyss affecting one or more of the lmbs tremors of
the face, handy or tongue. In the eyes especully pupillary changes—
fixed pupils, unequal pupils, dwvorders of resction to Irght and sccommo-
dation facal and other cranial nerve palues and disorders of speech.  On
the scnsory sido there may be anaesthenac and parsestheswse, dimunshed
or absent tendon jerks optic ncunitis and optic atrophy prmary and
sccondary affections of heaning exther scuity or a dulling of the sense of
hearing  hallucinations, illusions or delusions 1n connection with the
specral scuses. Lightrung pans and gastric crises, staxw, Romberg s
ugn and disorders of gut trophic lesions such 1 perforating ulcers and
Chareot s jotnts On the psychical side all kinds and degrees of mental
defi ) conduct, duworders of pereonshity and behaviour
may be encountered Not without duc cause has syphilis been called
the great mimicker of dmeascs!

(1) Syphilitic meningitis  That syphilitrc meningrts occurs sn many
carly cases of congenital syphilu, particularly dunng the exanthem stege
18 shown by the presence of increased protan and cells in the C8 F  the
latter practically all lymphocytes with the occasional admuxture of & fen
polymorphonuclears and plasma cells  Authors have reported the finding
of the causal argansm tn the C8 F sediment but this 1 by no means &0
frequent en occurrence as 1 the African sleeping mckness, where the
Tryparosoma gambiense \ras found 1n every case of the disease 1n which 1t
was looked for (Bruce and Nabarro 1903)

Usually syphiliic meningitis i latent or chrorue, theugh 1t may ocersion
ally pursue an xcute course and carry off a patient almost a3 quickly a3 may
an attack of septic or tuberculous meningits.  We have encountered
o few such cases, but a3 a rule closer investigetion revealed a varymng
degree of local vascular discsse i astocration wth the mengitis, together
with underlytng parenchymatous changes in the grey matter  On the
other hand, we have scen a care of gite (or R lar en
cephalins) which judging by the result of the LS F anveshgation (Table
17 case 5) appeared to be acute and severe clear up in the space of 1
months by ingections of bisogy! alone

A hnstory of early meungits was given by the mothers in several of our
patients and mothers frequently stated that they had lost children from

early memingitis.  Ferguson and Crutchley (1929) mention that chrong
menngeal inflammatory lesions may be found at post mostem in the
ahsence of corr ding cltnical f otir expenenct »as un

able ta confim thar findings and 1 any event 1t nould be extremely
duficult 1n such cases to be sure that patients had not at some ame dunng
therr Incs had ugns of chinteal meningitts




Tat lous ingitls and congenital syphills Hochai (op
at. p 156)states, g8 we have slready mentioned, that 2 not inconsiderable
number of syphilitc children die of tuberculous basal merungitn.”  Such
s not been our expenence, for we had only one ifant die from the
dmesse m addition one older child aged 10 years and posmibly u third in
whom the tubercle bacilli could not be demonstrated 10 the C8 F sedr
ment or clot, although the other changes found in the flud were compatible
with erther syphils or tuberdle, died from meningins.  The presence of a
postrve W.R. m the spmal flnd from & case of acute menmgitts does not
pecesnarily mean that the menmgrtis 1 ayphiltic, m sdditron to bewg of
tuberculous or other bucterial ongm. It m quite possible that an acute
menngrtis may irkreanc the permeability of the chorad plexus and so allow
fibanogen sand the reagmn upon which the W R. depends to pasm through
mto the CSF It will be of Interest to give our 3 cases 1n same detsil
as each one contributes somethmg to our knowledge of the subject.

2 vacant look.  The blood of both and child ves tested and

found to give strongly e 1) ssscrmann In

erphitic sl cuberculoos v e il

50 aquint, the papils were equal, there wa no s dgn and the funds
o chb 1| des md no

P furnished
;&B.F whightly turbid with 8 cobweb dat, protein 033 sugar abeent, cells
t0 70 per cmrn. meanly mononudlears, chlondes 59 G litre,

Wlwo,“kmu?lu{dpmﬁn(m)lndmba&bwr Ix:‘z:
mémmv. The therefore tad afl the charactermtics of 2 tubercutous

ftuld and m addition the strongly poastree W R, It 1 a fittle diffienlt
© whether there was abwo a meningius present, but there was

2 tubercul pgitis. I all probebnhty the flud w as pot syphilitic
a0d the posrtive W R. wms due to permestion.  The father had a negative W R.
and had had tuberdle, for which ertifichl pocumothorax had been performed.
He gave no hastory of ¥ D

At post-mortem there were tubcratlous changes in the lungs, with t
8 Mnmlhum{fuqmbﬂdumd:h\umdnpbmﬁq;]:l
tuberculous changes at the besc of the bratn  Unfortunately no mention s
made m the post-mortem records of the condition af the cerebral and
Tesacle a8 to W hetber they showed any syphilitic changes.

Thomes ., born 1914, wes admitted to Great Ormond Street in 1gag with »
history of wnjury to hns olle 6 weeks before sdmmeion. Four!c:hi:n:rhc
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o-ob%, sugar cells 15 cmm., mononuclerrs and palymorphs In
sbout nud;ﬁt, trace orgbbuﬂn, cotloldsl gold uulp:ﬂoooc culture
sterite, W R v strongly posive.  The rapsdly deteriornted end
deed 10 days sfter the lumbar puncture wes At post mortem there
were miliary tubercles in the roeninges, the ventrictes were dilated and there
were numerous tuberculomas the sze of a pez In vanocs parts of the brun.
The hungs were studded with mihary tubercles. There wae a large caseois
gland et the bifurcaton of the tracties and there were tubercies i the hver
spleen and kidneys,

Thus spinal fluid differs in many respects from that found in the previous
case, the infentile form of tubercul, ing The protein 13 much
lower cells are far fewer, Lange weaker and #0 on, 30 that one might be
terapted to esk whether 1a the form of tuberculous memngitn which occurs
in older children, and etpecully 1n the presence of tuberculomas In the
bran, the migns of scute Meningrtn (cells, protemn, etc) may be loa
roarked than 1n the iafentile form,  With regard to the W.Rinthe C8 F
we are here confronted with the same question s in the previous cae
whether thn could have been partly syphiliic and pantly a tuberculous
memngitis or whether the poutive W R. wma the result of permeation of
reagin from the blood.

The tlurd case 18 of mtereat beeause we had no evidence that it was 2
tuberculous meningitrs and yet 1t might possibly have been a0

Peter C. born 1928 1 asid to have snuffied at burth and had 2 rgh at 10
When bo attended the hospitsl under Dr Puserson at the age of 3 months

ws found to be enbarged end X-ray of the hmby show ed no aign of bane
T'beblood\VR.Ofu:mthﬂlngchﬂd“ang] positive xnd the
child nas treated first with mereury and « fortnght Ieter with mjectioes of sul
phostab  An cxamingtion of the spmal fluid gave the following result fuid was
aleghtly turbnd mthncobwebdo:,nd\l;i” x‘?nz?u-rmudmpr;d-dnd 2 ?:vl“y
morpie, protan ot abeent 2, strong}; ve culture
u:g:me‘;ombad:/b;m"mu!dbe{mndmz}xmddoyz. Unlortumately
the child died 2t home 6 duys sfter the second 1njechon of sulphostab which was
mendmuhufwnm—nnrmmbemwdm
Except for the brck of of tubercle becillr in the dot, these find
would do perfectly well for those of a tuberculous memngtis flnd, and if
:Rgmthecn:lbepa-hwWR_uwldlgmnbelhcrmﬂtu{pﬁmmn
from the blood.

Finally 1t may be mentioned that we saor several cases in which 2
dugnous of tuberculous meningits had been made on clinkal grounds
y:tpuﬂao]ogmﬂyuputummq’phdnmdummﬂythec:mof
thcmcnmgim.them'gtm-ndunua;howmgno;@nwbamﬂuf

tuberculous mfection.
(a) Hydrocepbalus. A aerous menngitss with increased subarach-
notd and ventricular Autd s 2 lesson 10 congenital This

itd
streszed by Jonathan Hutchsneon (1861), but the sssociation of a mil
;;;mwphalus with congenital syphules eppears to have been oreriooked
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tn thw country since Hutcth s tme. Hochmnger lud particular
strem opon the mportance of hydrocephatus 1n congenrtal syphilis and
muntuned thet every case of hydrocephalus 1n mfancy should have
Wood and CS F investigation. I have for many years held this view and
acted upon 1t whenever possible,

Syphilrtic hydrocephalus 1 not present at birth but develops gradaally
from the third to the fifth or sxth month of life and 1t 1 23 2 rulo alight to
moderate m degree.  Only rarely does st give nse to the excesmve degree
of hydrocephalus—the so-called  balloon head  which 1 pearly always
of pon-syphilitc ongm, Syphilitic hydrocephatus waually gives nse to
o0 symptors, por wndeed to any functional duturbance of the nervous
sptem. On the other hand, it may be associated with convulmons,
mrtability ght terrors, slecplessness and hexdaches, Ibrthnn states
that 1n rare cases of hydrocephalus syphils 1 d rable only in the
mothcrmdd:ndxednlan.R.mxybencg:nvc. He regards such cascs
o the expression of a syphiline dystrophy ar paresyphilrtic disease.
Vre have encountered thn occesionally 1n our senea.  Recovery follosrmg
antuyphilitic therapy and repested lumbar punctures has been observed,
but residual symptoms may persst exther in the form of motor dsturb-
ances or varying degrees of impurment of the mtellectual faculties.

Among the 640 patents whose sprmal fluuds we examined 112 (17 § per
cent) showed some degree of bydrocephalus or enlargement of the bead,
of whom 40 (36 per cent) had positrve spinal flds when cammed  For
the reason previowmly given the number of poattive flurds should be con
niderably greater st lemst another 10 per cent I estrmate, mnce 218 of sos
patients lumbar punctured (Table 13) had recerved more than 3 months
treatment.  Mildly hydrocephalic patients whose spmal flnds were
camined before or soan after treatment was begun usually had patho-
ogrcal flinds (esther 2 grade 1 with increased protein cell or Lange curve,
or ant or more of these abnormalites together with a posttive W R,
wiuch would indicate that the ydrocephatus was # sign of neuroayphila.
On the other hand a bug, bossed head with 1 negatrve spinal flurd probsbly
indicates n bony rather than & neurclogical lesion or the hydrocephalus s
to be regarded as tho only munifestation of an othermso latent neuro-
oyphili.  If however there were concomrtant symptoms of active diseass
present, such as fits, hemrplegn, blindnen, etc. the C.8 F would almost
certamly be found pathological.

Ve found many of our hydrocephalus cases interesting and mstructive.
A fewr of them are grven in detail

mFﬂ:m(Al&th)hnbemr&crrdmonuh:rwbmnhe
P and his sab mduced me to

ertng from by bnstory
‘mennhhrctordcxrdthu“tﬂ cases showld hate & TP assormans
donr ™ thas seerna 1o be 2 opmn}tymmmh-uk_

There was a hisory of mn the scquired in tho first warld war
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for which he recened treatment. The was born
bmmrnb,mdnlkunsrmh‘ofl[;cn:“n:dmh:nm hydrocepbahm,
Hcmcndcdmo{t}xmﬂudﬂdrmnbmpmbmlmimimt}xmd

;
;

by a physican who poted that “the head was ference end that
there was 2 right-srded hemiplegra” o was made, nor war 1 blood
W asectmenn or lombar puncture mbed for tmordacdn:ﬁt

t

oneoflhcputmmdudcdlnd:dmmpﬂmo{p:rnmnmmng«nnlvphﬂu
(kfaﬂf‘ﬂ'7p159). Shorth sfter thes he deneloped a lesfon 1n the kft eve,
which Mir Doyne, our ophthelmic surgeoa, thought was almost certamly mter
stunal kerams.  The blood and spinel fiiud were now examuned =t 2§ yeans
blood was vers strongly posmtive, the C.S.F dear cells 26-30 per c.mm., proten
o16  Noane ]m;wﬁ:m\\&w(‘r 17 amse 6, p.a79)

that vesr eloped herpes, another mteresting ferdon whch
one has found swsocisted wrth congenital syphits in 2 number of cxes {see
f{:g.;y After 3 courses of sulfarsenol be began to shaw signs of unpravement.
¢ was able to stand alonc for & short tme and hn epecch was w©

ruther a bad prognoss to the casc but ss the patent
under treatment, snd partrcularly ss the nett myestrgabon of the frud 14 months
later gave practically a nomal resslt the manter exrly prognoss would be con

After farther treatrnent, thas twe with buomith prepam-
tiom, the serum W R, becamne gradmilly weaker but was not finally nepstoe
until the patwent wes § vears okl His paralvms fmproved, he was able to nalk
eventrlly without an iron, bat the nght hand wes etll ‘The mother

stated that the boy could und: L ng that was said to him, but be
spoke very itle.  He was clexn in fus A(dtngcofx;bege:n‘l:;
an,

hrve twrna. He fedl off hu char but did not lose conscourness,
had periods when * his hands shook. A final bood and sprmal flud test then
taken gave normal results and as the lad was now st an age when he had to lene
school, vet had kearnt nothimg he was transferred to an iwtitutien for mental
defectives. L pon inquary one hexrd recently (lgg)fml.bcmtdxaltmﬂ
tendent that the patent was stTl alive st the age of 31 yearn.  Hie suffers from
epilepsv and has about one sttack a month. He 1 abde to »alk and v quate 2
mcfal worker in the ward.  He appears not to bane detesionsted, phvucafh of
meptally smce be was sdtted 1 August 19387

This 1 & remariable but at the same time # tragic record  remarkable
because from the it CS F result one would have thought that the panent
would have died from G P 1 within a few vears and tragic because having
surnved for so fong it will be necersary for hum to cemain under msntu
tonal control for the rest of his bfe Probably had tumbar puncture heen
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aurried out earlies when be fist came under observanon with hus hydro-
cephatus, the neurosyphilis might have been rapidly cured and the sub-
sequent damage to his bran gverted by appropriste trextment.

Vllm:“..bom]unemro—lnlflnln—dlcbmthcrhcwglkopmm
Both children a msh ot 3 moathe. mbo{mIMnanbelﬁ;]dq
months wes a case of latent congenital syphilh. e tad hydrocephalus in
infancy and when scen at 16 moaths the head was but there was no
crumotabes.  The C.B F was clear no clot protem o0, cells 65 per comm.

mainly amall | N.A. negative, W sescrmann 44-4-4.  When resdmt
ted the f Augun;xgzx)dmmudmunhadmycu—daihlydm
wted xnd the ¢ died »

Loursa \V,, bom October 1924.  Patient souffied 1 little (n infancy and 1
suld to have been for a fortmght st wnother hosprtal from which
sbe wes discharged o well.  On admisslon to Great Ormond Street

the W R. of the fimd wa strongly positive that of the blood was negative, which
-lhcnhlrmnc:olthhmuzﬂnnmlhnemnnthmmmnencdcm-

germtal syphibs patient.  Death occurred a few after admismon, At the
post mortemn there was very marked hydrocephalus with adbemons of the
meninges at the bese of the bran betwern medulla and the cerebellumm
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The cerebral veasels and mmuses appested heathy  Eveept for ol in
cmdﬁhmxhnemmmu:hdnngewbtddcﬂtdmlbcmuml
vocena.

’Ihmopomnofmlrrmmtheuseaae(x)!h:h]t}mghtbcdﬂdmob\i
mﬂynmdgbﬂh:hubbodnumgnd’wmdlbem:nlﬂuhpmmc
{2) the other was ﬁnuTyimfa(tbcmbcruubcrxlfuummml
syphilitic, having sttended N Eve Hospital t the age of 7 to 8 veans for
interstitial keratitis, and her blood was very strongly positive when examuned in
1925 She then had 3 children, of whom the wut the second,  The first
mdtblrdboxhup?u:gdmbe).buhhym negative blood teats (see Chapter

Lale D., born 1924 had no infantile vmptorms of syphils and was brought
to Great Ormond Strect at the omeaudu,nbm'{-:Plu“vuynmﬂmd
had hydrocephalus, with the sde of the head more t than the
night pastertorly ™ Hu blood and spinal fluid were both found to be strengly
positive (sce Table 16 casc 7). He was treated intensively with sulfarsenol
and bumuth but unfortmately o he Lied a comiderable distance from the
hoapital fus mother defaulted several times, in eprte of our waminge. As a
result the spinal fluid and blood remained strongly positive for § yeurs desplte
the trestroent be received, which mcluded trypassamide  Ultimately be wm
given malans  dunog which hn temps TORC ON ThO 10 1068 F
%0 that after 6 paroysma 1t wms thooght advmable 10 stop the stiacke. Tt §s of
mterest 1o note that after the ma! artachs, the liver and spicen had become
much enlarped Lbekftiobeofdmclr\crrmchmgdcrwnm&ﬁnml breadth
bclwzbe;mfum.lndthecdgcofmcqﬁcmzﬁngnihhbrﬂd bdol\}fui}wmhl
margin. parsamide 1njections were continued, with the resuit 2 yrans
nfterdh_tid s glnnbothﬂnbloodde.S.FG}ud.mhmmd thzmg:ﬁu;;
The child wes subsequently grven stovarsol (about 44 G In am

and spimal Aurd remained the former to the sge of 12, snd the hatter
ta the ege of 10, when they were last tested.

Arsong earler notes of progress itens * At 18 montha the child has impeoved,
the besd 13 mmch smalles and better-shaped then when be first came under
oberrvation M3}ymnmmcd:htbeanum\er{mnnhdm
At 5 years of age there waa nothing abnormal 1o be seen in his fundy bmné}
he started watering of the right eye protably due 1o s bocked duct. The €S
“Nchmmglv[mﬁrcnsm}mtmcmg:u\e;‘guimddwﬂ
e ble that 1t may hae been negatre before thes Jm tly before
bt We have alao a note eaying that the child wats bad-tempered this o en
observation [ have made in severa] cases of neuroey philis, though in
view of the epormous amoant of treatment thw patienit had undergone miohmg
nnumerable prickings 1t s not to be wondered at that his temper was somes hat
fruved.

Comstance §  born March 192, had hydrocephatus, shight depression of the
brdge of the nose and orerhangieg forchesd (Fig 86)  Bhe uubm.-ghum
hosprtal st the sge of 3 months on sccount of cenla t of the =
and spaam of the fepa. \r:)-ubwedt\pmlcwphwmntbelonﬂmd
chuld wae s ey snsemue (RIB.C 1 g mallon, W BC =~ g00

humen and the
dmt;.lm:r\.H'by:'),fm"nhmh-hcw-ngnrn:u-a usion of 110 ml. of the
g.r)-cubbod. The C.5 F gave the following result _very sfight lc:;ng

cells 27 per c.mum., slight reduction of Fehhing
B L amgeand N A mace WR. 400 Tanent died very shorth aftce
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adrmmsion and at post-mortem the bran was found to be very soft, with rmch
pebitinous exudate aft over vertex sand base.  The hateral ventricles were very
distended.

Peter W, bom&pnxmbegmtnnxﬂerfmmmhrwnm&ofthehudn
thzngcofgmonlhl ldrm-iunmlbeChﬂdmn-Hoiphlundch;r
Lancelot Lb:nhlr'_ge&nn}tm\\n'dl}: wumurcdlohebﬂndmd

[o8:}

;Fu nor the W R, of the blood wes cxamined
hnpwtmdlelpmdﬁu(dmnmmzlypumvc\v&mdbo:g

p:rmu-mfmndmm.pmunbhndm At sutopsy there was » largn
eternel on the nght side, wth flukd md o
bﬂ’\ccnllyrnn( fulec membrane.  There was also s left empyema,

the “pus green and commnng of a gelstinous fymph showing
%hmplﬁﬂrlﬂ'ﬂﬁbﬂiu: i

<

Derek C., born Oct. 1929, had sruffies and u rush all over the -xdu
of 3 werke. Hn?mibcpnwcnhrgeuﬂmunﬂn,nndn yooat]

c1me under the exre of Dr Bernard Schlesnger at the H {a(S-ckChﬂd.rtn
Pepillocdema wae present.  The cercbroepinal flnd was normal In af) respects,
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including & negathe W R. The blood guve 5 tive 1 a alsa dud t
mother o blood. Onmnunmgt}xmi.}rrmcmeht}ykb:rwmm:
1ncor tecth were acen to be barrel-shaped and suggestne of congenital syphilis
(-evl-'xg 39).  This suspicion was atrengthened by cliciting the fact that the
rnodn-merhdwﬁeredfmmeytumbkfmwh}dthcnm\cdmmm

em.), 50 that surgical mterventon was decyded u First one then the other
interns! carotid artery was tied, but the child after the second operabon.
Cisternal fluld obtained after death show ed somew hat increased protem (eog%,)
and celbs (36 per c.mm.) but sgun & neganve W R Unfortunately b autopsy
was refused,

The family hutory wes mteresng  The mother was # latent congenua
syphihitic, a sister ly also & brother suffering from the dmesse. The
mother’s snd chuld « bath gave o e W R but the hushand’s blood
wat negatne, There were 2 alder chil who were sud to be well and there
had been no We could not induce the mother to bnag the 3
older children to the for investiption.

(3} Cerebral vascular lesions. In the chapier desling with the
cardiovescular lestons m congenital syphils reference was made to the
frequency with which the medium azred and smaller cerebral vessels nere
affected  This commonly occurs m mfancy usually from the age of 9 to
18 o 24 montha in the form of 2 panarteniis (end  mes and pent artenta),
which often results 1n thromboms within the vessel or vessels ivolved
(Fig. 84). The clincal manifeststion of this, as we shall presently sce 1
2 true paralysss 2 opposed to the preudo-paralyan of Parrot which usually
occurs at an earbier age.  Thus type of vascular lesion s rarely f ever
eeen apart from menngitis, so that 1t 1s customary to regard cerebral
ayphilis n the infant & bang prnmanly meningovascular n nature and
angin.  The spread of the syphiitre process 1o the subjscent grey matter
may convert the ] mnto & 12 lar mychitis or encephahne
In older congenrtal syplulitscs changes indistingusshable from atheroma
arteriosclerosts and ancurysm have been described especnally in coes of
congenttal genernl parsiyss.

(4) Pacalyses of the extremitics. Paralyses may occur m syphilive
nfants almast trom birth onwards.  VWe have scen that syphilis & prooe
zngntme!oh:ancrﬁugcmlhenmbom,mt}mwmdlh:blﬂh
njunes which cveatuate i an early infantie paralfvus and are dugnoeed
ws Ecb o paralyss and Lustle s discase may be produced in thrs »ay A
commoner causatron s stated 1n the previous section i thrombests resatt
ing from cerebral mentngovascular discase, which usually gnes mc ton
hesmplega, but to a monoplegn or panaplega (Fig € ). [t
ce with several of such patrents that the syplulitie dreease
or even tuq\cﬂl'd
e medical

13 r;y::pmcn
underlying thetr clinrcal conditron was not
by the phymician or surgeon in charge with the result that th
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treatment the patrents received while being harmiess, was waelss from
a cunative pownt of view  Mesanhile, in default of antbyyphihite treat
ment the Tanows sugical operthons on muscles, nerves and tendons
were ususlly accompanted by concomitant mental detenorstion, whrch

b progreseed to & condition of genertl paretysw.  In order to
clnch the disgnoes of neurvayphilis 1t u esental thet the C $F be
imestigated a2 well 13 the blood Wassermann reactron for & posstive
serum Vv R would not be conclunve evidence, in the absence of patho-
logical champes 10 the CSF  that the nerve leston was of & evphiline
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ncluding & tive W R, The blood gave a poutre W R alw did the
mozha-b!u:fOnnmﬂmngdrnm?rrmchclybwup’ucmuﬂ
1ncisor teeth were scen to be barrel-thaped and ve of congemtal syphilia
(see Fig 39). This snpiclon was strengthened by eliating the fact that the
rwtbcjnmtuhadmﬁ'ercdﬁomeph’wbkfafnhmh.h:mcdrtdlu}cﬂm
treatment and that a brother had “hydrocephatus end leg trouble.  An \ oy
of the infant s limbs showed no abnormality butonwmimtof!behium’of
rubmdmatﬂamdtbcpcumwﬂoodtmmralm}ccﬂomumwm The
hesd coannued to enlarge, howerer resching & arcumference of 16} In. (458
cm.) so thet surgical mtervention was deg First one, then the
mterpal carotld artery was tied, but the child after the second
Cisternal fluid obtained after death showed somew hat increased protein (e-ay%}
and cells (36 per c.mm.) but again # negative W R. Unfortunately sh sutopsy
was refused

The family history wes interesing  The mother naa a btent congeartal
syphilitie, a smter and probably abso a brother suffenng from the dwease  The
mhn"umdchﬂdnh&odbothp\cl W R, but the husband's blood
was negative.  There nere 2 obder chil who were sard to be weil and there
had been no We could not induce the motber to brmg the 2
older children to the Clure for im estigatron.

(3) Cerehral vascuiar lesions. In the chapter dealing with the
cardiovascular lesions m congenital syphilts reference was made to the
frequency with which the medium uzed and smaller cerebral vessels were
affected  Thus commeonly occurs 1n infancy usually from the sge of g to
18 or 24 months 1n the form of A panarterrtis (end mes- and pert artenits),
which often results in thromboms within the vessel or vesscls involved
(Fig 84) The clmical manifestation of this, as we shall presently see,
a true paralysm as opposed to the pscudo-paralyus of Parrot which wsually
occun at an carlier age.  Thy type of vascular lesion 13 rarely Jf ever
scen apart from meningites, 20 that 1t 13 customary to regard cerebra!
syphils 1n the infant as bemng primarily menungovascular i nature and
ongn  The spread of the syphilitic process to the subgacent grey matter
may convert the cond mntos ng lar myelits or encephat
In older congemutal syphilitics changes 1nd hable from ath
artenoscleross and aneurysm have been deseribed especlly in cases of
congemtal general panalyns

(4) Paralyses of tho extremuties, Paralyses may occur in syphiline
infants almost from burth onwards  We have seen that syphils 1 prone
to grive nse to hacmarrhage 1n the newbom o that some of the birth
tnguntes which eventuate in an early infantile parafyns and are duagnoesd
s Erb s paralyns and Little s discase may be produced in thn way A
commoner causation a3 stated 1n the previous section 1 thromboks resuft
ing from cerebral meningovascular disesse which ususlly gives msc to 8
heruplegus but to 1 plegia or pansplegn (Fig 87). It
was my expenience with several of such patients that the syphtine d“":d‘
underlying therr clinfcal condihion was not recognized ot even “"":;:al
by the physcian or surgeon in charge, with the reault that the m
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not spectfied.  Of the 13 cases no fewer than 10 occurred in patients with
congenital neurosyphile, bat in 3 of these the spinal flwd exxmnation
gave 1 negative W R, when exammed at the ages of 43 (twnce) and 84/);
years respectvely after trestment had been grven 30 that the flud might
possibly have been pomtive had 1t been examined earlier  From these
figures it wonld certanly seem posible that syphils, and particularly
neurosyphilis, mry open the way to infection with the virus or viruses of
herpes.  The patient with ophthalmic berpes was o girl aged 12} yesrs at
the time, # neurosyphilitic who suffered from dupitwtansm.  The berpes
affected the nght eye only the eyelids beng oedematous end closed.  Our
opbthalmic surgeon, Mr Doyne, reporting on the cae, wrote  She seems
to have 2 very atypical Aerpes ophthalmicus possibly due to a drrect nvolve
ment of the Gasserun ganglion 1n the syphilitic process.” The first
case wm observed 1n 1920 m 2 patient aged 27/;, years and the lust one 1n
1936 1n & patient aged 6 years who developed scatsc berpes all down the
leg after imtensive trestment with tryparsamide and bumuth sod several
counses of miphostab imecttom, The C.8F was posve for 2 yeans
after ducovery but 1t had become negative when the herpes appesred
(b) Syphifis and polromyeltics and excephalitis  We bave records of 17
patients 1n whom there appeared to be some sssoctation between these
conditions, syphilis and virus myelitn or encephalstis, end they can be
drvided into three categones (1) 7 cascs of congenrtal neurosyphilis which
were diagnosed, I believe er ly =4 pol phalius, poliomyeirtis
or encephalitis lethargica or vagoely a3 encephaliis  without sssigning
wny actwology (2) 5 ceees which were diagnossd s poliomyelins or
? poliomryelitss in congemtal syphilrtic patsents, one or more of which may
harve been instances of neuroryphils and (3) 5 cases disgnosed as polib-
myelite occurnng dunng the treatment of congenttal syphiln. A few
ilmstrative cascs from these three groups may be of interest

Growp 1

Norma 8., born 1933, was edmutted to Great Ormond Street st the age of
lerthnwlthlhcai]owinghimy She squffied st the ego of 3 wecks and
after sttendunce for some weeks ot another childrens syphils e
dhgrnzdnd\elgeuf’tq‘l:uhmdlppmprhtc,thou(h-omz'hnmdeqm:,
trextment was ghven. infm(-rmaedmhemﬂms;odprvgn:-whm,n
the age of 1 year and after the child bad learnt to stand, had » sudden bernd
Phegut whah was wreccompamed by asy prevrons febrile attack. On exsmination
the beft arm wes found to be o8 was b the left shoulder and kg The

opinlons agreed writer that the condition was due to congemtal nemro-
trphﬂimdpmbahlythermhuhmalh:mfoﬂoﬂnquponﬂmonolth:
20
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mrddle cercbral & rather then to poliomyelits.  The spastic condition of
the arm, the state of the refleves and that the cells m the C.S.F were all mono-
nudemwerecormduedtubccndmcelxﬁ:mtbcdhgrmofpohom
Thechudmlmwdmg*ytruttduhhnﬂp}mibmmhncdmth of
meycury sodide, and after only 3 weeks treatment pover was begnmng to return
to the left arm and beg Atlhemdofjm!htﬁ‘thﬂd‘nmtbnbldmnch

ved and 7 months from the onsct of the trouble she had sgain stasted o

Atdmmm(x&mmth)tbcC.Sandbcmmcmrmlh-ﬂmpm‘md
the serum VW R. had also become tve, Antu)philitic trestment was

tﬂbmfmmlhtlgcofzymlheﬂu

walking well and could use ber Iéft arm and leg normally  Unfortunately she
wis lost eght of at the age of 4} yesns in 1937
Thzhmilfyhmoxywulmuung The child’s father gave no hustory of
,lx}p;hﬂnoro any venereal infection and hus W R and Kahn were quite negative,

mother on the other hand, was sud to have a strongly positive W R. at
another hospetal where she was thought to be suffering from congenital syphills
with mgns and of congerntal txbes dorsalin.  Bbe w s given treatment
at that ta! snd 1n 1933 her W R, and Kahn were eard to be atill atrongly
posstive.  Her firet ency which occurred soon sfter purrisge resulted m
a foll term stillbirth our patient was her first Living child.

James K. born May 1932 wae 2 small baby at birth had no soufBes or ept
plhiysites but a resh ot 8 necks which the G.P d s “impetigo ™ He s
ad never to have been nell to haye started coa at 8 months and to have

had henuplegia at 10 months. On sdnuston to hospital there was macked
npdlz the whole body the nght arm wis useless, knee jerks were obmed
with ﬂ?nﬂ.;lgmdzbephnn:rrﬂnuumﬂaw The CS8F nm very
alightly tu and contained 60-70 cells, all lymphocytes, protein o-16*  there
was good reduction of Fehling Nonne 2 Lange wesk fuctic curve W R, strongly
posive.  Serum W R, aws also strongly poartive. T'hephg:mn n charge

the casc a8 baing one of tul kous meningitm, but there was no
3 of tubercle present st the post mortem which us carmed out two or
three days lster  On the other hand there was very definrte syphilitic decase
of the cerebral vestels and mennges, and the mternal carond and middte cerebral
artenes wero atmost occluded by q&chj.bucmu-hl disease (Fig 83} Sectrons

of the brun showed thickentng of itqnchnmd with pertvascular cellular

L1l the mfil ore into the cerebral parenchyma. The
bmnuuuu,apccuﬂyhdxleﬁcachnlbcmuphcm,nmdmm
o definite treponcmata could be seen by Jshael s stain.

Lilan C,bomn 1 had weakness of the mght &rm and keg at about 4 montbs
nhsch was ushered i by s succosson of fits. She was brought to Grest Ormend
Street w hen about 8 months ofd w hen the hesd was found to be enlarged wesk
nesy of the nght arm aad leg was prescnt and the cluld was thought to he blind
The clincal dugnoss omde was encrphalits, which was no doubt hiterally
cotrect, but oo repeating the lumbar the following week nhena ¥ R
was carned out upon the Burd the W R was faund to be sumnghy posne and
the encephalits was shown to be sy philruc in nature

was d as cn s letharpes » of
The folloning cese which was gnoscd tcp!nhbm. i

consderable interest, [t occuered during the late war w
sdritted ta the Blind Schmol Hosprtal at Leatherhesd with the disgnowus of
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halitis ltbargice. On Ining the patient his rather teeth
mado one think he be 2 case of juvenile G.P 1, and und
fied

brother At the age of 16 months be developed a hemuplegia of the right
md)lf}.furvhi:hhcw.bﬂughthrmOxmdemHmﬂhlmd
v di d e wcute encep Three

the ward he developed & mght facul without there having been any

enteeedent fevermh ttack,  Knee

were present  the nght plantar refiex was extrpwor  The C.8.F was clear

cells per_ comm. | lymphocytrs, 12% polymorphs) protein o-035%.

The Noane, Lange and W R. pot having been aeked for by the climen, were
exxmined on ths occamon. The fluid would have been

brought sgem to the hosprtal 1n ocder to o
the tendo Achilfis, and 1t happened xt the seme tme his brother James wes 1n
another ward and wms found to have & y pomtrve W R led to the

ity
nemosyphills (protein 0-a4%, cells 21 Nomne 1 I‘ngc:n;:xwoo)mthn
&;mﬁmmub;edmnmmyphm.wdnmofh.hnm
previoualy

John P., born June 1931 suffercd from enuffles at the sgeof a bat hed
0o reh of climcal eprphysits.  An X ray at 4 months of ege ahowed
on‘E:nmdthobec banes and s serum W R. wae positive. The

Ful.m:liﬁfd wis normal m all respects. 8 before he was 2
years old the “to drag the left leg ™ which Dr W the physicien
who exw hm, thoaght mught be poliomypelrts. m-ndf&m
mdhrlmﬂdnmkdm:.mddxp-nmtmmllwbgi:ﬁﬂclhgd,

left leg anb-

our surgron, who concurred m the diagnons,
xqu:é’gmmdnﬂmmﬂamdmhummthcﬂghxnﬂmm—
ally Wyllie cxme to the conclusion that the condrtson was the rewalt of same
congenstal aboocmality

Tt

cesen of iog duang of ftal syphalia.  These
caes did undoubtedly occur and they might have been due t & virus, se ba
been recorded now for some years in viru trthe and jnndice.
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In our clinic we aloays steriized our syringes by boiling and thoroughly
nming them out 1n fresh sterile water between d{c njections of patients
Admnrttedly the same syninges served also for taking blood from children
for Wasermann tan We very rarely came across a case of jaundrce,
20 there could have been no cases of obvious bepatrts, bt possibly the
netve type of virus may heve been so conveyed as 0 roany of the cases
were neurosyphiliic. It sppeared to me that the average non-neuro-
logical phycian was apt to dignoee acute anterior poliomyelidls or scute
encephatiis too hightheartedly and on insufficient grounds and beanng
mind the duastrous consequences, phymcal, psychical and susgieal to the
unfortunate patrents, it cannot be too strongly urged that in aff cases of
hemupleme or paralyss mn young children & blood WR. and CSF
nvestigatton, including W R. should be carnied out before the vague and

| disgnous of henmplegu, encephatitis, antertor poliomychrtis,
1 1ttle s duscase, cerchral or spastic diplegis, etc. 1 made.

In addstion to the 17 cxses recorded 1n the above three groups in which
there appeared to be some soaatron between syphilis and poliomyelms
or polio-encephalitis, there were 14 others, making 31 cases in all, m which
parulysis of the extrernities was present  In 27 of the patients syphilis was
dmgnosed by the finding of a pomtive W R, 1 the blood sod/or CSF
In the remasming 4 the child s W R. was negative but a syphilitic sctiology
was probable mnce either or both parents were definitely syphiliee.  In
a2 few of the cases there had been a history of a falf on the head before the
anset of the paralysss which may have been the cxciting cause of the laion
mnatmuch as the blood vessels of & syphilitic chidd are more kabie to ruptuee
than those of a healthy chuld.

(c) The parositis  cawer referred to 1 Chapter 7 may be further
examples of the smociation of viral disceses with syphilis.

(5) Convuldons and fits. It 15 not uncommon to get & hutory of cont
vuluons (setsures, turns, fita, ete.) 1n congenrtally syphibtuc children and
1t ta at umes dufficult to determine whether these are of & syplulttic nsture
or whether they are due to bansl causes.  They are often diagnosed s
betng epueptic, so that the problem of convulstons, sctxures and cpileptt
form attacks in a congemnlly-syphifitic individual 13 a difficult one to
adjudreate upon snd indeed divergent vicws have been beld by different
observers.  In this country Gowers and Turner have held that congenral
syphulss plays only & very small pact m the setology of epilepsy  On the
other hand Mot was of the opinton that congenttsfly-syphibtic patrents
were luble to many neurological disorders—G P I tabes, tabo-pareas,
primary opuc strophy chocea, hystena, meningrhs and epilepsy  French
witers have long held the viewr that parental syphuibs plays an ymportant
part 1n the senology of epilepsy 1n the offapring Bratr found evidence
of inherted syphilis 10 5 per cent of epileptic patients, and Jeans and
Cooke sty that they are convinced that syphilts 1s & cxuse of epiiepsy
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Our own experience has been that fits may occar sn quite young syphiliic
children, 1n which case they may frequently be assocuated with an scute,
subacute or chromc meningits, On the other hand fits may occur
ather Ister 10 infancy from the end of the it year 1n sssocaation with

paren

followed by loss of power m one or more of the limbs, 30 that the hemt
plegna, which 13 rather & common festure of congenstal neurcsyphuls,
may start with 1 convolmon.  Having once started 1n thu way other fits
may occur farcly frequently and at irregular intervals, or they may reman
m abey for montha, even for years, befare the patient 1
agam sttacked.  In nearly all these cases the C.8 F o pathological.  As
the result of energetic trestment the fits may be reduced i number but
1t imes the intervals between them became shorter and sharter and
occasiomually the patient may die 1n & condition of status epilepcus.  On
the other hand, the more common cvent s for the patient to develop symp-
toms of general paratyns, dunng the course of which a varuble incidence
of convuluons er sctrures may occur  Thus 1s s0 commonly the case that
m the desth certificates of these patients epilepsy hes practically always
figured umong the causes of death and 10 most cases congenital syphils
bes been omitted.  We had scveral patients who were chimeally consdered
to be epileptic, with pegatrve blood and C.8F  yet were of syphilitre
parentege. It 13 impostible to sxy whether parental syphils had been the
actmal cause of the epilepay 1n the child, but the fact remauns that these two
conditions, syphils and cpilepsy have been present in parent and child
respectively  This satocation of parental syphils and filial epilepsy
referred to by Collin m his book on epilepsy in children.  In some of these
cases 1n which the child was not tteelf & congenrtal syphilrtic, the Wasser
mann rexction in both blood and C.S F has been neganve and one foand
that the patient did not denve any benefit from entisyphilhitic trestment.
It wus assumed therefore, that m such a case the condition was not truly
syphilitic but rather of a parx-syphilitrc  pature. Mott wrote 1n 1911

If syphils can produce srrest of the development of the reprodoctive
organs, there 1s surely no reason why 1t should not lead to arreat of develop-
ment of the most hughly drfferentiated and specualzed ussues of the body
namely the cerebral cortex, or cause pathological varations in its structure
and function.  If this view 1s correct, which I believe to be the case, it
follows that injury to the germ-plaxm may be the cause of many defects of
the nervous system resulting 1o mental retardation and s predisponition to
epilepsy snd vanous peyclustnc disorders.

In scveral of these cases of paraltyns of the extremities menml deficency
muy coexist. Not infrequently the paralyss has been heralded by a fit
and occensonally s transient aphasa has been noted I the lerge mapority
of these cases of paralyss we have found the outcome extremely
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unsatufactory for even should one succeed 1n curing the patient s

and in rendenng the neurosyphilis nsctive umdmm%‘uperln;:yp;]ym:
negstire serum W R. and 2 normal CSF  the assocuated menta] defect
tends 10 be progressve and to lead to the prtient s death either in the first
few yeans of Iife or at any subsequent age up to 20 or 25 yaans

In addition to the cases of paralysis which were due to the syphilis mself
e came across 4 cazes of paralyns and encephaliths which were the result
of arsenical trestment and which will be referred to more in detall under
that hexding

(6) Cranial nerve palsies. The cranual nerves muy be affected {1) by
the syphilrtic toxin scting upan therr nuclei in the brain, or (2) anatomically
at thar ext from the bran ot slong their course by syphilitic menungits,
or mare rarely by gummata (Bariow and others) or (3) by dusturbances of
their nutntion occamoned by syphiitic dusease of therr blood vesscls
The ocalomotor snd facal nerves are most frequently affected 3o that
wrregular or fixed pupils, some form of squint or facial pulsy muy be kmong
the resulting mandestations of the condrtron. (I should like to emphasize
here the unportance of noting the presence of unequal and/or fixed pupils
because, although not pathog: of congenitat eyphils, fired or
unequal pupils should arouse ones suspicion of the posibility of the
disesse, and 1f u blood test should confirm the suspicion, the C.S F should
be investigated because of the probability of neurosyphdes beng also
present.)

We had u few cases of facul palsy 1n infants and may mention in particu
lar ane infant 3 months old who developed a facual palsy a few hours after
its second weekly njection of bisaxyl (02 mL). The conditon was re-
garded a3 bemg of the nature of & Jarmch-Herxheimer reaction and st
dissppeared within five days without any specr! treatment. The CSF
invatigation showed the presence of neurasyphils (cells 50 per cmm
protein a-06 per cent, W R. moderately strong).  The weekly myections of
bisoxyl (o°3 0 4 ml etc.) were continued without any subsequent reaction
and the fluld became nocmal after 10 bisoxyl injections,

Optic neuntis has been recorded by several observers n congenital
syphihze infants  We have sten 2 cascs of the condition snd Nonne
reported 2 number of cases, some of which were cured by annayphilite
teeatment. Deafness was formerly regarded s & charctenstic symptom
of congenital syphiizs and formed one of the thsee components of Hutchin
sonstnad It is leas common 1n 1nfancy than in later childhood and con-
sequently owing fo the better treatment of congenital syphils, fewer
cates are encountered to-day than formerly

Congenital G.P.I
Ongally G P 1 was thought to affect only odults and that 1t dud not
usually occur i palients under 3¢ yoars af age  Clouston, 0 1877
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reported the firt case of cangenital G.P1 m a bay of 16 and 2 years
previously Hughlmge Jackson reperted a typical cese winch started at the
age of 15 the hd dymg at the age of 17 That case, however wa not
recognuzed a3 bemng one of genersl paralysts but was reported under the
ttle  Nerve symptoms in congenstal syphils.  Since that tume %0 many
cases have been recorded—8ir Fredenck Mott, for example, having had
notes of no fewer than 60 personally obecrred cases—that the condition s
now no longer regarded sy a ranty  Tennent (1936) states that apparently
1t0 2 per cent of all cases of G.P 1 are of the congenrtal (juvenile) variety
and Stewart (1933) considered that about 1 per cent of all cases of con-
gerutal syphilts develop general paralyms.  The age of onset has been
graduafly lowered, so that cases have been recorded at 6 5 and even 4
yeam of age.

In commdenng the age of onset and the types of congemmal G.P I,, we
are confronted with obvious difficulties. By defirution the disesse implies
2 progresuve mental and physical deterroratien due to syphilinc degeners-
tive changes in the costex of certam aress of the brain, with ncreased
ghosis and concomutant changes. These critera are difficult to apply to
mfunts and very yoang children m whom behaniour and mentality changes
are impossible to ascss and prnumary mental defiaency due to retarded
development may be present. Often also menmgovascular dscase 1
presznt, the progress of orhuch leads to further mental and phymscal deterior
atom, often with fits or seirures or oculomotor troubles, ete. The CS F
may resemble that in adult G PT (sec Table 17), even to a pareuce Lange
curve, though thr may mmprove under trestment, s we have foond 1n
both congerutal and adult G.P T At post mortem all varicties of changes
mey be found beml or vertical meningrtis with tymph over the surface
ot with adhesions of the meninges, dilatatson of the ventricles with grang
lar ependyma (2 cases at lemst) Many of these cases have memingo-
vascular disease, with extemsion to the surfece of the bran gvng nse to
encephalitis, which m a cause of the increaning dementm so often seen 10
these patientn. It 1s thus type of case winch has induced wniters to suggest
that GP 1 may date from barth (Mennmger 5 out of 40 cases, Stewart 8
out of 14)  We have had at least 16 such cases, 12 of them under 1 year
of age and 4 1n the first few years of Iife, which all come into thrs category
The 12 under 1 yesr of sge died 10 mfancy of the remaining 4, all with
tymeal paretic fluids, 2 were atill alrve 10 1950 (Table 17 cases 5 and 6) at
19 and 28 years of age respectively  ‘The panent M H 2 girl aged 19
wis then mentally and physically backward facile with hat defective
speech and an extermal strabesmus.  She was finnt seen at the age of 24
yo‘f:lnlndﬂn:renlhmuryofhcrhmngtndﬁufrwn7mxbyun
1ge.

The other pauent sull alive (1953) at neardy 31 years of age, Alfred M
wa referred to under hydrocephalus (p 287)  The case was rather
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suggestive of G.P I at the first spimal flud investigation, but at the sccond
wnvestrgation 16 months later the flud had become practically normal, so
that the prognosis was conmdered to be more favourable than 1t was
ongally  In spite of having an occasonal fit, the patsent 1 apparently
able to do useful work m the institution of which he 1 #n inmate and he
can bardly be regarded a3 a typrcal case of GP 1

Of the rematning two one developed a paretic typeof C.S F aty yearnof
age after 2 years mercury treatment and a default of 5 yeans. He was
then treated with sulfosin, malam and intracisternal ingections of salvar
sanized serum.  He died at the age of 13 years of septic  meningitss
sccondary to otits media (this may have been syphiline) The other
(G ] Table 17 case 4) had a negatrve W R. at g vears after the blood
had relapsed twice, and his paretic spinal flnd had abo become negatne
at that age. He surmived until he was 17 having suffered from fits the
whole time.

The se-ond 13 pe of congenital G P 1 which 13 the one more generally
recognized by paedistncans, neurologists and psychutnsts, s that m
which the patient hes apparently been developing normally showing
average or even above average ability at school and sometimes cven having
been regarded as precocious, when sometmes abruptly but more usually
graduslly he begins to show evidence of renta! deterroratron

The thrd fype of case » that wiuch ocours 1 sdolescents or young
adults and partakes of the nature of sequrred G.P I 1n its symptomatology
and course, Thu type of case may occur in mdividuals who are not
known to be congenutal syphilhics and who under some stress may break
down mentally in the form of G.P L, but whrch, 23 1n the casc of the patrent
mentioned on p 296 was thought to be clinkcally & case of encephalites
lethargica, It 13 mnportant to bear m mmd that this rype of G P11 may
ocrur s late as the third or fourth decade of Iife and therefore may be
Jooked upon as an acquired case of G P if the hutory 13 not carefully
inqured mto (case of \Im. A p 306). The relative number of cases
eccurning n each group will depend to & connderable extent upen the
type of practice followed by the physaan recording the obseryvations,
whether paedutnicnn neurologist or neuro-pevchatrst.  Thes 1 well
brought out by the differences recorded in the ages of onset.  In Voits
firnt series the wverage age was 17 years 10 Ferguson and Cnichley 8
16 cases the average age of onset nas 13 years Stenart as already men
uoned had 8 cases m mfancy and 6 1n the older age-group

OFf cur own 2o cises of undoubted and posuble G I pavents
(Table 1g) 1n additsen to those already mentioned &s occurnng 1 nfaney

and the first few years of hfe, the average age of oraet was 11 3 yean
(heyuungcnbang.;md5yanofagcmdm}ygoflhepaumuhﬂng
over 20 namely 23 28 and 36 lntyp:;tbettunnru}chﬂkdd‘ﬁcﬂfy
shout the dezgnous but mn fvpe 2 onc May Come acToss difficutt cawes
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which some sutharittes mught call G.P I and others might regard as cere-
bral syphilts with sccondary dementia, Thss in the long run makes vety
little difference to the patient, although possibly cerebral syphile may be
rather the more amenable to treatment.

In the congenrial form of the disesse the sexcs are suid to be sffected
equally 1n contrmst to the lugher rutro of males to females 1n the scquired
form, but our 20 cases showed 12 males to 8 females

The clirucal course of the congenital discase is longer then that of the
xcquired, but smce the introduction of malama and penicllim 1n treatment
this 1 probably no longer the case.  Certamly 1t sppears that patients in
whom epileptic attacks and convulnons are frequent succumb more mpidly
than those not so affected. The stigmata of congenrtal syphilis may be
present in possibly a third of the cases which develop GIPT and 1t s
frequently found that theso patients are undermized and sexually under

Eflen K. emarted st the ago of 6 and e 2n account of bher case s given n the
W(xwhmm ve only a résumd of the case bere. The
child was to Grest Ormond Btreet mmder Dr (now Bir) Robert Hutchi-
wn, suffering from  mental dworder 7 The hotory stated that the onect wes

be correspondingly promuwang  Upon however 1t wes mscertmned
from the schoolmstress thet sbe had noted the child s pecnliar behavrour during
tha, 80 that it wes obvious that the onsct was pot so mudden

coafirmed the dugnosts of congeartal G.PI  Dr Hutchwon ha ing kmdly
trlr-f:rrl:dd\:rlntntmmy:pt:hl\[)‘lrdfmmrmtl € her two
courses of I 1 of sl ’ocm.mlhig‘hdbccn

demongtrated to e by Sir James Purves-Stewart.  Thus resalted m a very
ement m the CS F bat not m & parallel improvement m
conditon.  Accordingly abe wus givon a course of malins

i
!
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some moaths fater and sbhortly after that 2 second course of ntracat
tions, A fow weeks Inter the child had mmudxﬂm?‘ﬂ:h:?dbcﬁ
cean m her habits, took her food well and was able to y n the garden with
other children  She even remembered things thet had done ar home,

mmmmmwmmmmpmmuuuu t ber
To conctu history of carc, wr may sy thet the CSF
beenrne quite pegative, as abso the blood, at the age of 10 yeas (1919) and
they have remained ¢ ever since. I spite of all cfforts it haa been found
impostible to educate her and at present she o m an institutron whose medical
supenntendent recently wrote me “The patient i alive and well. 8he iy 30
old with a mennl of 4 and 13 an cfficxent folder m the Inatytution &
ry " At 33 yoass o tgz?lgsj)lbdwﬂmmc.mcaxnﬂﬂon. Asa
ruultufm-apenmmth-uxmehincﬂmdmdwophm(hnhm
condition certunly

Eg

suceeed 10 etaying the actinty of the treponerna, the dumege to the pareach

of the brtin sppears to be ble. It Ll'nwc\vrbeumhnyl‘?;c
&m:ﬁmdanut with heat therapy and penucitiin n
[ casc.

M. A. o congenutal G.P I who started at the age of 35-36 yerrs, extubred
the following features oo investigation “Her memory wm feulty there were
severe hexduches sccompanied by vormrting and often with a desd feeling m the
left arm and fde of the mouth, she way eupbone, lacked insight, her attention
was and speech nas slow gnd dymarthnc.  The papils mere normel  The

Cs cuunmcd;zce!hp:rmmmo—d% Lange 3444444321 W R
strongly pocrtive © She was treated wnh malans, Three years latet her doc
tor zbud:jparedmhn:mmrd hed no further ngrr of G P 1
and WR = to be negative.

The fanuly hestory wis interest The patrent s parents had 12 of 13
chﬂd:mn!wbomnnly4mrvindm?{nﬁ1bcrdkduf5.}’l after an Mnem
lesting 3 vears, Two older brothers of the putient had nuld I K., one of them
e ut the age of 36, which cunously enough was the sge st which M. A
her GP L OF her awn 2 children the first is said to huve been avery
wnall baby weighing oaly 4 Ib (1 8 kg ) st birth. He had & double hernda and
was under the doctyr for the first 6 to g monthe.  Ho blood may haie been
positive 1n mfancy but it was not examined.  When he had his blood tested st
11 years it was negatrve.  His brother born 6 years Iater was a heafthy baby bt
MJIWWhﬂdIhmhmyhlwbtmdue(onnﬂd}g‘dmpbshnw
1t oy have been & family trae because hs had & hexd aimost cvactly
wmilar (Fig 88).  Thus boy had haemoglobunurea at the sge of 3 #nd his W R
was strongly pontne st § years of age snd on seversl t occrvom
duning treatment.  He Liter returned to his own doctor for treatment wha -
formed me that the 1 R. had become negatisc at the sge of 10 yeers.

Our third survhing case of G.P 1 occurred m 8 boy who was bom 1n June
1gto  He had infantile symptoms of congenital syphils with rpmhyims m the
arms and legs and was grien the usual mercury treatment wha romsnnl of
1nunctions for 7 years. At the end of thet time b blood W R. w s stell srongly
pmmwmdm)cmm'nﬁmluntdnlbelgeofﬂynn,bulnnfrlurmdylht
treAtment was veTy miesmuttent snd iregular At 11 yeurs of age hus nght pupd
was much bigger than the feft «t 12 be descloped pelyura ;ndn:gﬂ upth
were poted to be equal in muze At 14 years of sgr tad ggan become un
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equal and it was then that the C.B.F was exanuned.  Cefls were 30 per cmm.

protan o1%, NA. Lange 2334410000, As the boy wes too old to be
sdmitted to our heruukmnmlrewml-[ under the care
of the hite Sir James Purves-Strwart, who kundly un the further treat

ment. The bad was given two courses of intracuternal infections of satvarsan

fred serumn ay well a0 2 course of malera, .Jmpmnban'.hhnmnnm

deficient ion and he wis eupb loquacious st the age of 164

T\upupihrummedunﬁ'uﬂinmmdnﬂxtgcdmmfmdm

imctive to Eght, At the age za:emtppnrmdyvcrytdlmdhhbbod
At

althongh the papils were stil alightly unequal and the nght falled to resct to
Iight.  He was last scen 1 1938 when he was 28 years old e was then quite

A hilibc mother and

child showmg tal boseng  Tha

rocther kad GP 1., tho child hsemo

phobenurie
well except for recutrent winch be had contracted 1n Palestine. It s of
lol}tu'tdmldd!hnh.brvdlcrdncbpuiG.Pll!lgymnuddkdnﬂxlge
12

Several of our cases are of the text book type, others show interesting
divergences from it.

One pabent (L.P brought the Ou Clinke, a short end
mmmdmnlmﬁﬂm%mmm«h;ﬁmﬁn

ut the sge of 11} and ber pupils were uncqual.  She was diagnaosed by the

clm in 2 bemg posably a cae of bypoputurtansm. Sbub:- Ph)"‘;
course of and intrecisternal injectoos, after which the blood end spmal
fiund becarne quate negative et the age of 16, At 30 she went to & nerve baspital,
where ber conditen was u  cpilepsy end " and she died
eventually st the of 32} tho dexth certficate cerhifying  chrome epilepay
tymupnmdhrumpmnmm. 23 the causes of death with no mentlon of
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cangenftal wyphiks, though this informatica and the treamment the patient had
mcuwrdﬁvmmh:dbemmvmmtbebotpnxlnnhnnnu.(ﬁbklg,me&)

Another patient (E.G ) whom we fint saw at the age of g years was sent
by her fi doctor because she had always been beckward and she found it
“difficult to walk ar to stand still Onldmhnoulhszmiyvdl—dndoftd.
had typscal Hi teeth, which had apparently escaped the doctor s
ﬁﬁnnm.unanodomlmdmylmcmbcﬂm\mu.nth:uhemﬂd

y walk, Her hands and tongue were tremulous and the eyes showed
nurk:dd-ormdo—mmummhmmlnpqmmmm. Knee jerks mere
doubtfully meressed.  She wa given & considerable amount of treatment with
tryparsrmude and bsmuth matara and neo-srsphenamune.  The pupils became
more 1n thetr reaction to light.  Later on, the patient seemed to have
benefited by the treatment mﬁctmmmnhobmu%e ta the clmic on ooe
occasion sid that * she was beconung quite witty smprosement was only
tanpmforn;henﬁufqdwmncdhvagﬁumd 19 #8 she fell about
very the hed to be placed 1o an intituton, in which abe remaned unil
bcrdav.h-:dmngcofzgi The death cernfication was  general debility
vasting  coogenutal idiocy without any reference to the prime case of

-pﬁ:n In the abeence of a post mortem it is difficult
to exy whether there were anstomical kessons of congenital G.P.I present, but
during life the conditbon was regurded as such. It is of interest to note that the

Robert B., bomn 1919 exdly was mdefiite.  He stasted having fits at
the age of 8 at g years he sufiered from fits of temper froatal and later
omprmlhmﬁ‘umddcvdupedlmuhd-qmnu He wm found 1o have n
postuve blood and CS F mdlugn'm-cwmofmmmmmlulﬂtnm
after which the C S.F improved, s did also his genenl conditron hengs
able to sttend school agmn which he did regulary without any complunts s
to hus conduct. A year later he was sgamn brought up to Great Omuoad Street

terwards be became troul and had to be sent

1n & hit and some months aft
into an mutibaton. There he had vrolent ootbursts and became dirty in b

habrts.  He deterorated very rapidly and wxs sent to an instituton for men-
tally-defective chykdren, where he was diagnoscd a3 a typical congenrtal general
paral: On Jon he was fined und rambling m his speech, restless
mdiztd,cuﬂdnmconmnﬂmuﬂyh;dmdmnuufmprmdm
hngmgclndutymhnlnhumdcolﬂdmxn-hofdrmhmndf” Hewas
K en mmalara, but hus condition went from bed to worse.  He died, after vanous
convuliive seizures, ut the age of 143 (Table 19, casc 17}

Mary W, who is s:d to have had po infantike symptoms and later feit about a
good‘dznl,hzmg wa her raother sud, “a bod balsnce  appeared to be otherwise
ﬂmmmnw*‘k}:ﬂwdﬂd& of {mwwx

»m scen at I
had on and off until she “Ecim; e e e

at g years of age. She showed marked tc eye she

wn?w-bednchpcd-nﬂmqnhﬂnn. much more mental.  She

beumemyﬁnnnhmﬂcdwmmmfymdﬂrhpnm* nx]!:;l;:.gk;;((;
wesghed [ cory, 1 +

o A e, b AR 1t Is of interest to

E She regarded o3 a case of
ng:falt)ﬁxtdtu:omr-mdmzbodtdg{(;?l (Table 19 o2 1)
Omod\etp:ucntmlhuategmy(l\\)wbohxd-tnuqummc
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C8F m:ypo-ﬂ:lyhxvebccnlconguuulG.PI She yeas last seen at
a1 years of age when her phy-ucnlcondh\unwh(rlnndlewnmmully
wak

LW was bom n Nov 1920 Shembtmxghtmcmtoﬂmnd&m:tmd
cxme under the care of DT Mhnngﬂnthcngcufnuﬁynrm She then
compluned of lunngnhemeo(hu‘l:g-mdm&mgmﬁy There was D0
hmyulry-phﬂumd&upumimdthcdﬂdmt}ww!mm:ddxﬁru
pregrancy Rnhnndmuﬂla‘crcprnﬂﬂfmmmmondnuhgc. There
e 1o epiphysitis or parssu. On the barth of a brother yc-nht:rq-phﬂ.u

gmnhtd-ndz:undmbepaudn

cxse 10,
1‘hzmmngmmmdm-hhoughlhec-cnumelﬁmmmlytbe
ﬁrlmlmrd.thtreﬂh\dd;dmcvﬂmuofcgmbnldamlgtmmemnl
Ttardaoon and the inequality of the pupils

Symptomatology of congenital GPX  Apart from the infantile and
ﬂ"‘!‘ﬂeﬂfcuc.whld:unmlyduubffu“ybcrcglrdtduLrueG.PI
lhcﬂ:m'.hctwogrwp‘,npmuuﬂymmuoned which rosy start
shruptly but more often 4o so insdiously Even when the patient s
[nmdlgknnhmuryohuddmmuﬂthumsybemconcd«umth:mc
of Ellen h lubuqumunqulryufba-:}wolmjnuulchndmth:ftcnhn
Mduﬂntthcpmnusnmt}nzbecbﬂdhndbcgtmm-hmngm
of abnormal mentality She was resticm and apathetic, inconsequent in
hﬂbdnnmnlndononcoccumnhthldlvdyunmullmugﬁt
‘hfnbwhlhmﬂmlmdhtalwitodlwnglheuﬂﬁchﬂdm
She wes inattentive and umble to concentrate sometimes when asked &
qmdwd-dwtgmmneplvbm,wmpmcquummdf
lnlph:ofdmth:hutofyg\rmbypbepumumdmhinngbtm
apparently well she was late 1n coming bome from school ene afternoon,
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mngmnﬂtypbﬂ.’u.tbougbthhlnfombunmdlhemmtthcp:ﬂcmhld
reccived from us had been given to the hoapital sutheritics. (Table 19, case 6.)

Another (E-G )} whom we first saw st the of wis sent
pwrmﬁdﬂmmamummwm 9’:1{.&‘:{:;‘1?
difficult to malk or to sand il On sdmisson shie was fairly well-developed,

doubtfully increased.  She s 2 bkmountufmjmtwnh
trypersamide and bismuth and neo-arsphenamine.  The pupils becemo
more in their resction to light. Later on the paoent seemed to have
mdttl;emtrul::rnt in fact an nunt who t her to the clini on one
ocramon “ahe was becoming quite wntty Iraprovement was
mnp::?ﬁx-tthe of 14 ahe started having fits and Xquuhefd]ll:g
very y abe had to be placed In an instrtutson, 1n which she remalned unti]
berdcﬂ.hutbotgeufzﬁ} The death certfication was “genenal debility
wasting without any reference to the pnme cuse of
dewth nemely congemtal syphilis. In the sbeence of a post mottem it b difficult
to exy whether there Rere anatornical leszons of congenjtal G.P I present, bat
dmngﬂfc!hcmud.monmrt%:dtdumd!. It 18 of interest to note that the
patient s mather had died of G.P I at the age of 38 (Table 13 ceac 15)
Robert B, born 1919 early hrstory was indefiute  He started having fits at
lhe-gcoggm at g years he saffered from fits of temper frontal and bster
occlpital ches and developed a marked squint.  He was found to have s
positive blood and CAF and was given a course of mtractsternal injections,
after which the CS F improved s did alto hus general coadition, he wer
able to sttend school agam, which be dud regu without any complamts &
to bis conduct. A year Leter he was agam brought up to Greet Ormond Street
m a fit end some months afterwards he became and had to be scnt
into an matitution.  There he had violent outbursts and became durty In his
hatwts. He detenoruted \nyﬂpnﬂymmm!mmuﬁﬁmﬂm}ugm
~defective cluldren, where he was deagnoscd a3 2 congeni

ﬂﬁ: d he was fused and “'yfci.:]hhxp«cbml.bl
and could not coaverse rationally had outbursts of temper uxed obecene
lngusge, wss 1n his habits and could not wash or drese himself 7 Hewa
given melena but his coadinon went from bed to worse. He died after vanous
coavulsive sermures, at the age of 143 (Table 19, case 17)

fary W who1s smud to have had 0o infantle symptomm and later fell sbout 8
having, #s her mother sd  a bed balimee  appeared to be otherwise

well unti! the age of 61 when she scizures,  These she
had on and off until she was last scen at the sge of 17 She started menstrustng
2t § years of age. She thomed marked syphibic €30 changes and before she
wis 10 she developed u status epilepticus, becoming much more mental  She
beceme very fat, with marked mammary devel and at the zge of 11
she neighed 10 st. 7 Ib. (666 kg ) and at 13} years, 13 st (824 kg) (0

€ 9tk She wis regarded a3 2 cwse of tuftarsm. It b of meerest to
record that this panent s mother also died of G.P 1 (Tabke 19, case 19.)

Ope other patient in this eategory (T W ) who had & typhaally paretic
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Ataxy which may marufest itself by an swkwrard gut and meo-ordmation
of the upper lmbs, may also occur we noted this symptom in 3 of our
patents.  Stewart has drawn particular attention to this symptom, which
he regards o one of the earhest motor ugns, and be believes 1t to be more
often an indrcation. of cerchellar degenerstion than of 1nvolvement of the
posterior columns of the cord.  In congemital G.P 1 the tendon jerks are
eually cxaggerated, with extensor plantar respoosés 1n some cases. With
the advent of taboparews the knee jerks dimappear and incontinence of
unne may occur though Ferguson and Critchley noted early sphincter
disturbances, includmg retention, incontinence and precrprancy of mc
tunton, in more than half their cases of congenital G.P T pl d
by tabes. Epileptiform sexrures are frequent dunng the course of con
gemtal G P L or s we have previousty obeerved, they may occur at an
early stage of the disease and date the later by months
of cven years. As the dwease progresses gross choreforrn movements
may be noted the patient becomes bedndden, contractures develop and
emacation occurs.  He lies huddled up bones almost protruding through
the skin, 0 that 1t 13 impossible to prevent bed and the patient

The suthor saw som¢ exemples of this type of congenltal GP I at the
VWakefield Asylum 1n 1911 and 1912, and the picture presented by these
unfortunate patients was almost 1dentical with that seen m patients 1n the
Last stages of sleeping nckness m Ugands.  The pathological anatomy of
the two diseases is very mmilar a wastmg of the grey matter of the frontal
and central lobes of the cerebrum assocuated with degenerston of the
pyramtdal cells, perrvascular round-celled infiltration and marked meresse
of glul traue, due m the one case to the Trepomema pallidwm and m the
other to the Trypanatoma gambrense

Pathology of congenital GP.I  The pathology of the condition m 1n
the mawn very like that of the adult form of the disease, namely atrophy of
the bram with dil of the v les and granuk of the ependyma.
A pially there are ch te infl ory and deg
changes In varning degrees.  The reduction 1n size of the cerebral hem
*pheres may be duc in part to the chromie wasting of the cortex of the bam
1nd, posibly in greater messure, to an sctual developmental arrest of
growth.  Changes mmilar to those scon i the cerebral cortex may be
found in the cerebellar cortex, to which Striussler was the fint to draw
attenbon, and he Ykewme noted the frequency with which the cells of
Putknye displayed two nuciel.  There s very marked incresse of neurogha
1 microgiia, and the trep may be d ble by Jahnel s stain,
sometrmes m large numbers.  In many cases syphilitic lesion, particu
hﬂyml})cformoﬂncrmcdﬁbrmn,uuvbe(wndhlbc{mcﬂmlmpn:,
nd i« comidenable number of cases stheromatous lestons, or patches

of fatty matenal resembling atheroma, may be found in the larger blood
21
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vessels sorta, carotid, ete. Hypoplasia of the sex organs and of other
endocnine glands tmay occur and juvenile paretes frequently eahibir o
hypoplastic constitution and, 10 consequence, varying degrees of infantil-
um (Mott Nicol, Haxs and others).

Diagnosis This depends on the four usual fectors—hustory mental
picture, the neurological signs and the blood and C.S.F inveshigations.
The early and mentally-defective group of cases may be difficult to drag-
nosc with certanty cven at autopsy and it 18 probable that mest of them
arc cascs of meningovascular ayphils with secondary cerebral degenera-
tron.  The mental symptoms 1n the older congenital paretics are more
mdefinite than in the adult type of case, so that the congenitals cannot
be dmided into clinical types  Added to thus the many and vaned neuro-
logical manfestations, as recorded in ouf 20 tases, make the dugnoss more
ddficult.  We were unable to follow our cases through to the end and
several of thern died m antutions where post-mortem exarunatrons
were not performed and the causes of death were, to say the least, rather
questionable. Even an sutopsy would not always provide = certan
dugnosus, for Nteol and Hutton record that of 7 post mortems they carned
out, only 4 gave undoubted eidence of G.P I two had meningovascular
syphilss and the scventh case was  ? cpileptic, ? congerutal GP1 - The
blood and CSF would always grve & pontive W R, the C.SF would
also show the cardinal changes of a paretic flmd with however fewer
cells per c.mm. than m the sdult type.

The dugnoss in the very early cases may have to be made from wdiocy
epilepsy meningovascular or cerebral syphihs and cerebral tumour and
in the later cases from encephalits letharpica, desemunated sclerosis and
vanous prychoscs.

Prognosis It 1s hopeless mn the infantile type of case to expect a cure
Two of our cases survived for 17 and 20 years, spentininstitutions.  Inthe
type of case which supervencs upon some years of normal mental develop
ment, the older the panent 15 when the symploms manifest themselves
the better 1s the outlook, provided the condition 18 recognized early and
efficently treated  Patients who become affected exrly in childhood o
did our parrent ELR at 6 years of age, and who was grven intensive treat
ment with malena, arsenre, bamuth and intracisternal wnjections which
a3 above recorded cured her syphils and arrested the cerebral degenera
ton, practically always show retardation or arvest of mental development
though thetr physcal d may be wath their age
E.K. at the age of 30 looked her age mentally she was estimated at 4 years
Some of the older treated pabents may Mprove to a VATyINg extent so
that thev are able to carrv on cven mtellectual pursuits though showing
2 fittde evidence of some peychuc disorder! in others the conditron may

1 Gicol formetly Drrector of the Vott Clenic at Horton u hes in
fornrr)a:\::lfminmrmngflnﬂyhemhbdundcrhlmm‘ both
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be arrested with the patients mentality permanently mmpared while
some deteriorate despite all that 1 done for them.

Treatment  Doubtless pencillin should be given ts soon aa the con
dition s diagnosed but T know of no reports s to the results of 1ts use
in congenrtal GPT It should be used 1n conjunction with melar and
other forms of treatment mentioned above, and 1 my view treatment
should not be relaxed until blood and C.8 F arc both W R. negative and
the fluid 1 normal jn all other respects.

Congenital tabes

This » distmctly rarer than congenrtal GP 1 at the most we have
encountered but 7 cases 1n our series and 1n one of these the diagnoss was
not absolutely certain - Ferguson and Crtchley report 8 cascs of tabes In
the 5o cases of congemtal neurosyphils mduded n ther paper  Its
madence betwreen the sexcs was equal, which they say m the usual expen
ence.  The aversge age of onsct was 17 years, the extremes belog 10 and
24 yearn  They gave as the cluef polnts of importance in congenital
taben the age of onset, which u about puberty with fuiling vision and par
aextheslee ay the firet symptoms  atwna and hightning paine are rarely com
plumed of but headaches, photophobia and diplopia are common later
symptons.  Sphincter troubles were uncommon i therr patents, and
apart from alight mental dulling no peychalogical changes were noted
Ataxia and loss of sensation are slight compared with the findings i adults.
Nystsgmus was present m 3 cases, strab 1n 4, pupil lles in all
8 cases, with dilatanon 1n 4. Optuc atrophy was also common, so also was
absence or dummstion of the tendon jeria  Trophic disturbances were
rare and the authors reported no gastnic criscs, altbough from the hterature
these are regarded s fairly common.  Serologically the blood T R. was
positive 1n all their cates  The CS F grve o possive W R 1n #ll cases
but oue whuch vres notmal in sl respects.

‘Worster Drought (1924) showed a case of juvenile tabes dorsalis 1n »
girl of 10 &t 2 meeting of the Royal Soctety of Medreme and at the same
tme & case of early Fnedreich s ataxia for companson.  He ted out
!hltdrdrmlnnybctwcmthemdmnthclu-ofknccpo:;dmﬂe
Jerks, and while & juvenile tabetic haa Argyll-Robertson pupils but no
ataxy the patrent with Friedresch s disease shows general muscular 1nco-
erdimation with an ateoc gart and pormal puplilary resctions.

In our own senes of 7 ceses the sge of omeet was between 8 and 50 yeaars
in § cases, ot 19 and 35 years m the 2 adult cases  In two of them, onea
ol who started at 8 and the other a man who started at 35 the mitial
symptoms were pnmury optic atrophy with sensory disturbances, but
{xther end son suflered from G P.I the latter of the congenutal vuriety He dod

well an the woal trewtrwent of G.P [ and wes able to carry on & useful
occupstion, though at times he shomcd tagms of some paychic dworder
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later both patents developed mental symptoms, so that the cases Jud 1o
be clessified a8 taboparesis  Aawith G P11t must be borne In mind that

congemutal  tabes may start 1n adult Iife, even as late a3 the third and
posubly the fourth decade. The first complaint of the patient fs, as #
rule, s congectron with visson, and on ophthalmoscopic examinaten this
1 found to be due to opuc atrophy  Other signs arc mequality of the
pupils and their fulire to react to bght. Sphuncter troubles were not
obwncdmmyufourmsa,bmcnuranhubtmducnbedbymrnl
observers as being an initial symptom of congenstal tabes dorsals a1,
however enuress may be due to commoner csuses than tabes, it 18 very
likely to be overlooked as 2 symptom of this syndrome 1n young patients
Gastric crises and girdic pains are definitely rarer than in the adult type of
the discase.  Lightaing pains may occur in & small proportion of the cases,
while trophte desturbances such as Charcot s joints are very rare. As
already mentioned, two of our patrenty subsequently devzloped peychical
changes, 30 that they had to be regerded as taboparetics and owing to the
fact that the war prevented our following up the other cases, 1t is impossible
to say how many of the others, if any subsequently showed signs of parests.
Congenttsl tabetics may show remsaions often of some yeurs durstion
sccompanted by return of the blood and C S F to normal  The impair
ment of vison  though it roay partiapate in the remmmon, rarely if ever
shows any perminent improvement,

The follawing ponts of terest emerge from the histonies of our 6
(7 7) eascs of tabes dommalin.  The 6 undoubted cases gave positive blood
reactions (W R.) and 5 of thosc whose CS F was tested gave pomtive
results wth the flud. Three of the 6 jurenile tabetic patents had
chormdo-retinitts and in two of these the ongmal dugnoss was primary
optic atrophy while the third patrent s stated to have had chorodo-
retints from early hfe until the age of 31 years, when he became quite
blind  He was a congenrtallysyphulitic father 1n whom the chnical dusg
nosss of congenutal tabes was made by Dr (now Sir Francis) Walshe at
Univernity College Hespital where the patient was cxamined e had
dilated fixed pupils the knee and ankle jerks were sbsent.  His SW R
wat postive the CSF was not investigated.

One of our pattents 1n whom the onginal drgnosts of prmary optic
atrophy was made was very nteratng

He wm the second of § children in the fanuly snd the anly one with 2 powitise
A% R when the children were tested st 11 g 7 § and 3 years of age respectisely
Both parents were st thu ume ;8 mental tal suffening from genersl
30 that early hustorics of the children were not obtamable The bar
mdcdmc)elwq‘nulnnncmmnoiddmnnhnnnlhcmdﬂ' )
yan H3SWR a3 positive end the diggnoss of his condrton was bilaters]
,,Pmnmphy He was not treated but referred o a | hospris! for eriows
Lmesscs which he attended at the age of 8 yean. mutdvh.o“
gaie his complamt e weak sight and ng forwards 1n the dark!

i
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there were noted ﬁvnulbo-mq‘ doubtful Hutchinsoman

nd updcn:mp ’I‘hcd.hgnun-mum—

guuulubudom h’

mvlrlnllndmzrn\ryrubbmgl A.zhep-:muh:.dhy
d:.umndndopedgmm\l for which they
the children were consequen iq;u-nd,;h:puna\lw u.ndcrm:y
care st the London County Cm;mmlSy-phjhUunnSt_Johnu
Huq:mhtdu of 9%, years.  On admmmon the left pupdl vaa much b?gu
than the T fixed.  Viazoq with the R.E. ws very poor <6 6o an

tmgood tth.F.,é/ﬁa. The eye specialmt at this hospital thought the discs
ﬁd gd)gwnldlppur‘tbcrdun,ﬂxtmm:mu
er 23 to W

oc secondary !
H'-S.VR.deﬂmm:ltmngly %cﬁmwzm cells 18
(mmn__zpulyl.)pcrmmm.,pmcunm% N.A.x \V.RHM"Ingc
or110-0. with tryp buxaxyl the blood
mdc.s,rbmmemmudndun. mdr:uninu:lncglmt,lndthcm
w13 DO nfhhuhunr,bequufuiyunudxombmkofthc
lccund\u d war  After the war be was discovered st LbeRnrlIBEndSchool
wl’atbchtﬂbecumemmmﬁemﬁ?.”, wwught brush
m-klngmdl-ln:bcanm.pmwymmintheemphy t_h:Sd\ml(lg;x).

Our one doubtful case of tabes dorealns occurred 1a & girl of 10%/); years.
Bhehxdhxnntmcnmofmnnmdﬁcm,mdnm:bu{mm}ung whichrt wms

conmdered mught be duc to gaatric cowes.  On cxammnstion ber knes Jerks yrere
abwent, the blood and C.8 F norrmal.  The fundi wero normal, but our ophthal
mologiet Mr detected  old corneal scarring of the right eye, not typical
of interatitial keruhi 'I‘bmw-mapucmphybm the symptoms
related above Dr W G Viylle, our juslon that o
probable dugnons was tabes docwalis. 'I‘h:gl'rl-mothcrw-ryphﬂrﬁc,
Congenital Taboparesis

Although neurologusts have for many years recognired the occurrence
ufubop-rcthu-.cquelmncqmmdryphﬂu,thcpubhlhtdmcord-pnar
to the year 1929 of congenital G P 1 and tabes do not differentuate con
gerutal taboparess.  Ferguson and Critchley (1929 and 1930) were appar
ently the first to refer to this condinon which they dugnosed m no fewer
than 12 of their series of 5o cases of congenrtal peurosyphils,  Of the 12,
7 the nuthors say would have been regarded as G P T but for the absence
of the tendon jerks, and 1n 4 of these the C 3 F showed & typraally luetic
Lange curve  On the other hand, 3 of the cases would have been regarded
a3 tabes doreabs bart for the presencs of fits, tremons speech disturbances
md mental changes in varying combimtions m the 3 patients.  Of the
other 3 cases in this category one was rogarded a3 typical tabes dorashs
when first under obecrvanion, but shortly after ducharge from hospitel

! I ths connection thtrnu'!oqnphb'yl‘m‘ Bruetsch 1s of mterest. H mamn
talne thet g;n:rv optic strophy B mumoowT snce degeneration of the
optc per the result of syphuiioe mflammation and therefore atways
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she began to show marked psychological changes and lly she became
& typical genenal panlyte. It u of interest to note that thus particular
patient had Charcot joint changes n her spme. The twelfth patient 1n
this senies was mentally normal, but had tremor of the face tongue and
hands, specch defects and absent knee jerks, The C.SF contuned 27
cells a poutire globuln reaction and & mild Lange curve (o012331000)

‘The adult taboparettc (n our seres was & man who presented 13 a case of
tabes, 8 brief account of which 15 a3 follows

RV, born 1903 wae first seen st the age of 35 by Dr ] C. Hawksley and
hmnbnlfnmngmhlubcdcmhlbmng;mmhtbclm
cyepueﬂtmﬂm fixed.  Left cye had been removed in childhood for
an in Knee jerls were absent and Romberg s sign pomtive. The blood
and C.8.F were both positive when he was first scen at the Connuught Hoapital,
For a time he improved under treatinent, but some years later hu itron
detenorated snd he was semoved 1o 2 mental home f!mhub.‘ood-udﬂu!d
wr‘erﬁﬂnmm.\md. The WV R. was stromgly positive in both and the CS F
showed cells 134, globulin increased, Lange 4444321000 (1943). After malarnal
treatmens he 18 aaid to have made an ex t recovery and returned to his nark,
vwhich he was shle to ctrry on astufactorily for a He then becume thin
developed shight defect of speech alight tremor of the lips and tongue all tendon
jerka were absent and he hed apal of the lower himbe.  The 1 R nas lon
strangty powtive in the blood and mmdmh:};hmrg:dhemrhwmmmly
and Lange 5554433200, Hu on changed to taboparcas,  The
;nmudxdnotrﬁlsmyfurdwruumunh:dmu}wwu.tu\-dy:-n-ymg
on his business. Subsequently however he was glven a course of pensafun
to which he responded factonly eo that he was mill able to mork
albest at & reduced tempo 13 Yexrs after the omact of his illness. 1t Is of microat
mmmrdt}mhufxdxrdxdofubommwhhu}mmndwﬂmm
R.W s child, born 1931 hed no infentile or later symptoms. T e

wero good. V) R. was neganive, 81 was abso her mother s
It would appear from the Jiterature that taboparess 13 more likely to
1n congemtal tabetics of early adult age as was the patient

RW than n juverule congenttal tabetics

Neurotropism ¢ familial vulnerability of the central nervous
system

It has long been the optnion of some ayphilologmta that there arc two
strans of the treponema—s dermotropic and a neurotropic.  The pomibon
wras fusly stated by Harrmson (1931) when he came to the conclumon that
tn all probaebility familial predi tron was 2 more important factor n
the development of neurosyphilis than wes the presumed existence of
two types of treponems Viany suthontics sharc Harnson s view and my
own abservetions would appear to support it In several of our famibies
her famulies 3 or 3 of

there hums been neurosyphil (n 3 generations n ot
the chuldren have suffered from neurosyphilis 1n many ceses onc o1 other
parent baving been aimilarly affected  These obervations by themselves



AFFACTIONS OF THE CENTRAL NERVOUE SYSTEM 317

might support ether sssumption, but conjugal neurosyphils would
farour the smumpton of the exmtence of a neurvtropre strun of treponema,
&1 Levaditl and Mane had suggested in 1919 after ther investgations on
geoen! paralyws.  Jeans and Cooke (op ab., p 185) came to the con
clunon that the tendency for the treponemna to localze i the nervous
mystem was probably not dependent upon any sclective affiity of the
treponema for the pervous system, but on certaln unknown racul
familtal or mdividual properties.

Coyugal syphilis

Hutton (1941) found the inaadence of famihal peurosyphilss sufficently
high to ymnfy the investigston of all mantal partners  Thus aspect of
neurosyphilis (conjugal neurosyphibs) was studied by Kemp and Poole
(1925) and by Nicol and Hutton (1936 to 1944) when they found that the
?mcedpruumablquug.]G.Pl tabes and taboparcss vas particu

y high.

That the white race i more predisposed to neurosyphilis than the noo-
white s well known and the fact that certain members of a family are
picked out by nenrosyphilis seems to suggest that there are indinidual
vuntions {n reslatance o the nvanon by the treponeme.  As tentative
suggestions to explam thn vanstion in mndividusl resistahce one might
mention the opinion which has long been beld that insufficient early treat
ment, particularly arsenical, may be & cruse of the invaedon of the CN S
and certunly in many of oy cases the children had undergone mercurial
trestment, which wes usually of 2 very perfunctory nature, especially in
the case of hospital oatpatients. Anather possible explanstion may be
Yanations 1n the structure of the patient s proteins (Dodda 1g50)

The nervous chitd

Certain French writers and the Colombumn wnter Torres-Umatia (1935)
have stated that the children of syphilitic parents may posscss an unatable
nervous system, which 8 manifested m varous ways, 13 by beadaches
insomnia, cxcability of temper untrustwrorthiness, fidgetiness, enuress,
bysterta and mild choreform movements, We have had instances of thus
kind emongst the children of syphiliic parents and even if the child should
have had a postive W R. it waa difficult to decide whether the symptoms
noted were really attributable to the syphilitic nfection.  Should the
child improve on antuyphilhic trextment 1t pight be justifiable to conclude
that the symptoms were due to the syphuls but persomlly one would be
more inclined to thmk syphilis was the cause 1f the child s spinal flud
werenbnormal.  The problem is practically mwoluble and 1t would depend
upon the predilection of the particular observer whether the symptoms
were regarded o3 syphulite in orlgin or othermne,
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Behaviour problems mnd psychiatric manifestations

We have had sevenal children 1n whom psychical manifestations were

the only sign or symptom of an otherwe latent neurceyphilis. For

ple, one chid 2ppeared hat pr and used to  swear
like a trooper  She also made a tremendous fuss and screamed before
each injection, and was very naughty in the ward becanse she used to
steal the other chuldren s toys and put the blame on someone else.  She
vwas neurosyphilitic and under treatment her behaviour improved remark
ably Another neurosyphiltic pstient used to steal moncy from his
mother s purse at the age of 9 but non-syphiliic children have been
known to do the same,

The possible relation between parentsl syphilis and character defects,
behaviour problems and peychopathuc tendencies i the offspring has been
debated by authontiés for many years, Fournier Hochunger Hutinel
Nonuo and othera have all referred to the cffects of syphils upon the
descendants, but they gave no statistics In support of their views.  Haines
(1916) found that nearly a1 per cent of 365 delinquent children had &
posttive W R Bazeley and Andesson in Boston (1915) studied the subject
from rather a ddferent angle by anslyaing two groups of 0o delinquents,
one group syphilitic and the ether non-syphulitic, with the result that they
found no very striking drfference between the vanous misdeeds of the two
groups  The Solomons, who quote these studies, think, however thertu
an indication thst 5t s worth while consldering the possibility of con
geartal syphilis 1n the case of ll juvenile delinquents. I have long held
this view and in the 1920 # advocated to the authoritics that hefore young
offenders were punished or sent 10 an ihtuton, they should be tested
for the presence of congertal neurosyphilis but the suggestion was not
very sympathetically recerved and I do not think 1t was scted upor. T
ventured to suggest that if the C S F were found positive they should be
approprtely treated for their neurosyphils, together with the socl
messures for dealing with delinquency  In view of further expenence 1
would recommend that the parents and other members of the famuly should
also be investigated a3 the delinquent humself mught concervably not have
 powrtive W R or any stigmata of the congenital disease and neverthelens
come from a syphiline stock.  Such investigattons, which should not be
impracticable, would also help to reduce the incldence of congenital
syphilis and of many cases of mental deficrency and paychosls themaelves
the result of the acquired diseasc.

Mental deficieacy

\When we come to the relation between congenstal syphilis and mental
defictency Wt arc on more secure ground  Most authonties now agree
that syphilis 18 & cause of mental deficiency the mamn dissgreement beng
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1 to the actna] percentage of crees 1n which syphilis may be the causal
agent.  As was pointed out by H R. Dean many years ago, the percentage
would be mftuenced by the age at which the child s blood was exemined
The younger the child the more likely would the serum reactions be
found poutive, and Dean observed that at about the age of 16 a very
marked reduction in the percentage of pomtive blood reactions of men
tally-defectrve children took place. Another pomt to be remembered 1
this connection fa that the parents and sibs of a mentally-defective patient
should afl be examined from the pomt of view of syphils, because they
tught show evidence of the Infection either in the blood or 1 the form of
stgmate, wheress the patient himself might have a negative W.R. and no
stigmata of the dsense.  We must also bear 1n mind the fact that it 1a not
esentual for the treponema to be tranaferred to the patient because paren
tal syphilis may undoubtedly grve rse to retarded cerebral and meatal
development, In addition the mental defictency mught result from lesions
defntely iflammatory (menmgits, hydrooephalus, encephabta, neurtos),
as well a1 from meningovascular lesons.  Mutism and deaf mutism could
be produced n this way and I have on two occasions seen deaf nutm
m the negative child of a syphiliic mother  Here, agan, 1t was fm
possible to be dogmatic about the causanon of the condition 1t may have
been a cuncidence,

Btewart (1g25) mvestigated Soo patients in the Leavesden Mental
Hoapital, the 1nmates of which were low-grade mental defectrves with
physcal infirmity sncluding paralyns of all types, blindness and deaf
mutum.  Of the 800 patrents examined, varying from 6 to over 40 years
of age 642 gave negutive Winsermunn resctious, of which 43 showed
unequrvocal signs of congemtal syphilis, so that of the 8oo exmmined
exsctly 600 or 75 per cent were non-syphilthc and 200 or 25 per cent
wyphiliie. It 1 mignificant that 42 of the cases gave neganive blood tests,
yet many of these had been posmitive m childhood according to the case
reports, thus confirnmg Dean s early observations.  Stewart found that
'htmgmﬂfumgm:ullyphﬂu.indx-cpumuwhmeWmermmn
Teachons were negative, were in many instances remarkably pronounced,
fmmwhxdxhemmc]mcdmrpcmhxet}mdnmemmlydxbody
® damaged by syphils in infancy the more likelibood 1s there of the
mfection dying out 1n later years,

Precocity

One of my early cases (1919) showed marked precoctty which focused
Y attention upon thrs feature a2 1 possible xign of congenrtal syphilis and
induced me to look out for similar ceses 1n the future. | have notes of 10

rdpmﬂiﬂmﬂymhﬂmcchﬂd:mzofrhmbam
ery.
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On gotog 1nto the hterature, I found that Jonathan Hutchunson in 1863
had remarked that one of his cases was pr ly intedligent Hughling
Jackson (1875), m the case of juvenile G.P I above referred to remarked
that as & child the patient was  rather precocous, talked early learned to
resd and wnte early was fond of reading music and was very religions,
Jackson conmdered these achicrements as evidence of & precocious
cleverness rather than of intelligence, 2 style of ability quite consistent with
a want of a high and robust intellect. Mere cleverness 1 no good ign
of mental supenonty on the contrary precocious cleverness in children 1s
an evll sign Judeon Bury (1884) reates the two foregoing cases and
adds one of his own in # female aged 11§ who died with typical aigns and
symptoms of congerutal GP 1 The Solomons (1922) remacked  Some
congenttal syphiliics are unusually precocious and have s high mental
rating  In ther view thes does not indrcate that the syphilitic heredity
s a0 #seet or that it 1s the cause of precocrty but merely that the syphila
had no deleterrous Hfect upon the particular child s mentality

In thrs conpection it should perhaps be mentioned that precodity ma
take one of two forms the more common bemng 1 mental or paychical
precocity and the leas common a physical or sexual precoaity  Of the
10 cases which came under my own cbeervation 8 were instances of men
tal and 2 only of scxual precocity  Of the 8 3 were cases of neurosyphil
snd a fourth, whose fliud wras negative at the age of 3 subsequently (at the
age of 20) became mentally peculiar  Amongst the 8 was s gr] NO
who is more fully referred to 1n the sectron on the Endocnine Glands aa n
pattent with physical infantilum who from an carly age was able 1o act in
pII'llelm

The cases of sexual precocity were two girls with neurosyphils who
menstruated et the age of g and did so regularly thereafter  One had

ngerutal tabes and d 1 strongly positrve blood and sprnal Bud
until thesge of 13 The other (M W ) referred toon p 377 a3 a case of
? hypopitwitsnsm and fita, and occurs also in the scrount of congenital
GPI

Jonathan Hutch m ho graph (1863) refers 10 a panent with
syphilis (cese 6 p 170) who had interstitul keratitis at 6 years
St. Vitus s dance at 14 a syphilitic tongue and other mentfestatrons.™
Many suthoetties, particularly French end Italian, have regarded syphulis
«1 # possible cause of chores, and both Mott and N oone held the view that
choreiform movements and true chores mught occur 1n children whose
parents were syphiliic  Mettler (1903) ducussed syphilzs 23 2 cause of
chores and concluded that 1n rare instances syphils might be & oane
In 1945 VW esckhardt, wntng on Chorea syphihitica indicated that the cases
reported 1n the literature seemed to fall roughly wto three groups




AFFICTIONS OF THE CENTRAL NIRVOUS SYNTEM 321
(1) Acute dyskinetic episod bling Sydenham s chores m con-

genutally.

(2) Hemichorea assocusted with esther congenital or sequired syphilis
an

(3} Chromc progressve chores resemblmng the hereditary type of Hun
tingdon assocaated with acquired syphilis.

The cases In Group (1) were all congemitally-syphilitic patienta between
7and 16 yearu of age.  In each recorded case the dsturbance ran s course
n 2 fow weeks. Improvement or cure after antisyphilitic treatpent o
mentioned by all the wuthors he referred to but this must not be regarded
s conclusrve endence of a syphilitic causttion

In my own records there are 11 cases 1n which the patients are sud to
have had chorea or to have twntched, grimaced or been fidgety These
cases fall into two groups, A and B Group A, the larger group mn our
expenience, 18 that in winch the chorea-centre  in the brun 1s affected
by syphilinc vascular disease or by a presumed syphilitic toxm, and which
presurmably may be amenable to antuyphilitic treatment.  Group B would
mctude cases of typieal chores occurmng 1n & congemtally-syphiliic child.
We have not had many such cases under cur obecrvation, but an interesting
one (1.8.) is recorded en p 127

'The other casc of Interest, which was probably in Group A, concerned
2 boy who wes born m 1908

He was sn mpatlent under the care of Dr Voelcker complsining of twitch

lag, ? chorma” He mmproved very rapidly under injections of NAAB and hus
blood quickly becarne negatrve. 'His case m mther of wnterest becruwse hus
mother married 2 busbands

C

and he then died of GPI = By the sccoad abe had the patient
l!d&:L‘hhmbmd}udbtmmokiddurmlnduu&dhsWR.'bcnmmmcd
at tme s strongly poatttre.  The mother a hlood wis not very
Rmi!rvelndnhlmoo(pamuto‘l'dch ema infected the boy “II:E{
was probably the first husband s discase which the wife had contracted, and
that the husbend s infectson was sach e old one that probably tt was no
longer infective to the wife ar the boy

Arsenic has been used 1n the trestment of chorea for a very long trme
nd the fact that injections of arsphenamines benefit a patient would be
no proof that the chorea was of » syphilinc nature.  Certamly the case of
LS suggests that In the event of & panent not responding well to the
mmnt(wdmmlndrhmmnwmthe‘i““. thould

test

Mongolhm
Mongolism has long been the subject of speculation and research and
in addition to its purely medical interest from the posnt of view of its
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On going 1nto the hiterature, I found that Jonathan Hutchunson in 1863
had remarked that one of hts cases was precociously intelligent Hughlings
Jackson (1875) 1 the case of juvenile G P I sborve referred to, remarked
that a3 a child the patient was  rather precoctous, talked early learned to
read and wnite early was fond of reading mustc and was very religrous,
Jackson consmdered thess achievemenis  as evidence of a precociows
cleverncss rather than of intelligence, » style of ability quite consistent with
& want of a hugh and robust intellect. Mere cleverness 1s no good mgn
of mental supertonty on the contrary precocious cleverness in children is
an evil sign.  Judson Bury (1884) recites the two foregong cases and
xdds onc of hrs own 113 a female aged 114 who died with typscal sfgns and
symptoms of congemtal GP I The Solomons (1932) remarked  Some
congemutal syphilitics are unusually precocrous and have » high mentl
rating  In ther view thr does not indicate that the syphilitic heredity
13 an szt or that 1t s the cause of precoctty but merely that the syphilis
bad no deletenious kfect upon the particular child » mentality

In ths coanectton 1t should perhaps be mentioned that precocity may
take one of tvo forms the more common bemng & mental or
precocity and the less common & phymcal or sexual precocrty  Of the
10 cases which came under my own observation, § were imstances of men
tal and z only of scxual precoaity  Of the 8 3 were casas of neuroayphils
and a fourth whose flud was negative at tho age of 3 subsequently (at the
age of 20) became mentally pecular  Amongst the 8 was a i, NO,,
who 13 more fully referred to 1n the section on the Endocrine Glands as a
patient with physical infantilem who from an early age was able to <t in
pantormuime.

The cases of sexual precoaty were two giris with neurosyphills wha,
menstruated at the age of g and did so regulary thereafter One had

gerutal tabes and mai d a strongly posttive blood and spinal fluid
untdl the age of 13 The other (M W ) m referred toon p 377 as & case of
? hypopituitaram and firs, and occurs also 1n the account of congemtal
GPl!

Chorea

Jonathan Hutchinson in his monograph (1863) refers to a patient with
congental syphilis (case 6 p 170) who had intersuval kersutis at 6 years
St. Vitus s dance at 14, s syphiliti tongue and other manfestations.”

Many authortties, partreularly French and Itallan, have regarded syphibis
13 2 poxnible cause of chorea, and both Mott and Nonne held the view that
choreiform moverments and true chorea might occur in children whose
parents were syphiliic. Mettler (1903) ducused syplutes a3 a cause of
chores and concluded that in rare instances syphilis mught be 2 cree.
1n 1945 Werckhardt antng oo Chorea 11 phelitscn 1ndicated that the cases
ceported 1n the fitersture seemed to fall roughly into three groups
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Ferguson and Critchley d d the subject of congenrtal syphils and
moogolnm, although they themselyes found no mongols m ther senes
They also referred to an observation of Van der Scheer that the not
mfrequent golad app of same cong: 1ly-syphilthc patients
mught lesd to making an crroneous dugnoss

My own series of congenitally syphiline patients fummhed 4 mongol
and mongoled types of case. Two of them both boys, were typieal
mongolt. One had a fissured tangue, high arch to hw pafate and long
upper mewor teeth.  His blood and C.S I were both strongly positive,
and remained 0 1n spite of fairly intensive treatinent wth neo-dlver
safvarsan and mercury 10dide over a period of 3 years.  He was then given
malarie treatroent and tryparssmde, 3o that at the age of 15 hus blood and
flud were pormal.  He was somewhst mentally defective and also hard
of heanng which the aunst reported to be due partly to middle-ear and
partly to mternal ear causes, The mother had Argyll Robertson pupis
and died 5 years later but the cause of death is not recorded.  The other
pstent, Tommy 8 o referred to on p 376  He had big hande and
suffered from polyuna, which suggested 1 possible prtuitary lewon. Ho
foce was mongolod and the hetle finger curved 1n the charactensnc
manner with mangole. His C.SF was pegative.  The other two cases
of the mongolord type were s girl and a boy  The gird had & poor men
tality with 2 alightly poative C.5.F at 4} years of age and the boy was
mongolold 10 type when young  He defsulted st the age of 31 so hn
subsequent hustory {s not available.

These 4 cases, 2 mongols and 2 mongolod type out of a total of about
ooc thousand cases of congemutal ayphilis, do not appesr to possess amy
stimstical value fn determining the aetology of the condition. 1t must be
memtoned, however that we did not have the oppartumity of seemng all the
chuldren ma the syphilitic families 0 that there may have been one ar more
mongols emong the offspring of the ryphilmc parents in my senes. It
mbtrcgrmedthnﬂmd:didnmmmmehupmmuforwphﬂn,md
tho search for entdence of ayphulis in the parents and other members of the

families of mongols, as was carried out by Fraser snd W 1 el
L by atpon, early

Treatment of neurouyphilis
Whether the neurosyphils were latent or mamfest, treatment was
lf“y:mrtcdwrthm}ecdmuohnemcmgcthamthmamrybymﬂmh
m—nthbwnummjccunm.mdthcf-cttbnﬂ:erpmﬂﬂmdwuponnm
Mmmn‘pond:cpthmtbﬂngbmughtmguhﬂvfmunmmL
Af!ath:mmplchonofnumncfoﬂowedbvnmomhircnlhcpmtﬂl
a3 ascen again and the blood and spinal fluid retested.  As a rule, and
in the younger chuldren, an 1mp would be f
sfter one course of treatment. On the other hand in older children 1t
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might be necesaary to repeat the course and sfter another month s rest to
retest the blood and apinal ﬂuxd Uswally after two or three such courses
of traatment very d mmpr would be fest m both
fiwds f 0, the reatment would be conunued on the same ines until the
blood and spinal flmid had become negative.  1f auch were the case the
courses of mjections would be continued poesibly varyng the arsenrcal
preparation or perhaps keaving out the srsenic and grving longer cournscs of
brsrouth, for at Jeast another 12 months, eaamining the blood every 3
maonths and the spinal fluld at 6-monthly intervals. Then if both blood
and CSF remamed negative the child would be carefully followed up
wth & blood test every 3 months and a spinal flud test every 6 months
dunng the succeeding year  The usual annual overhaul would be carned
out for as long as possible, with a blood test and clinical examinatton and
at the earliest agn of any return of neurological manifestations the spinal
flwd wrould be retested.

Should a year’s trestment on the lines indicated not show a manifess
zmpmremenzmtthSF a change-over war made 1n the drugs used
We trted ! and later teyy de and found the latter
of consmdersble value, It m a pentavalent srsenrcal, readily soluble 1n
water and can be given by intravenous, intramusculur or deep sub-
cutaneous ingectron, #0 that st can be used in children in whom the veins
may be too emall for intravenous medication. \We often used 1t with
brsoxy! mired in the same syninge for deep subcutaneous or intramuscular
njection with macked benefit to the patient.  If after two years treatment
neurosyphilis wos still active, malana and intrecusternal injections of aal
varsancred serum  erther alone or tn combinstion, were guwen 26 of our
pattents were treated with malana snd 12 with intrscistermal inpections.
Several of the pauents so treated did not do well eventually znd even
though therr neurosyphils may have been rendercd quiescent some of the
patients died 1n mytituttons from remote effects such s tuberculoss of
fits the latter uyually being called  eprbeptic. It remarns to be seen if
the introduction of peraillin i prophylaxis and treatment will prevent
the occurrence of scrrous cases of neurosyphilu.  Adequate records have
not yet been published.

13 the results of our obeerianons have no¢ been pat od record & few reicvent
detusls may ot be out of plice.  Of the 36 patrents given malana 21 were
treated at Great Ormond Street, theother 5 bnngtmo!doro(hcmucmuumbk
for the hosprtal. TTklgﬂﬂﬂsl‘dfmJ' nyesntora?, td?))“"" In jo patients

the mulsna was
|n}cmuoinnh:n.|ﬂ)£ood(lsm4ni)lmgnm The incubation pertod was
11 to 15 dayy—an l;—m mosquito group of patkents, and 4 o 3
dat-«n:nges— '}; The temperuture sometimes tlmdﬂi
F. butnm]rxoﬂumtbencrfmndxrdun(hcnﬂc. Tatients
‘m usually sllowed to hae 10 spikes” of temperature, shter which the in
(ection was cut short with euquinine (2 g1 ~ 130 0% 3 thes 3 day for § days).
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Two patints had & of malaria sfter an meerval of 7 monttn, A few
matents had 2 courses of malarls, one patienit cven a third course

There are obvious drawbscks to malamma therapy—the difficulty of
obtuning infected blood or mosquitoes, the anaemm roalana produces,
and the possibility of spreading the infection or of relapses occurneg m the
patent—so other forms of pyretothernpy have been recotnmended.  Daily
mtravenons inpections of T.A.B vaccne—starting with 5o million bacill:
then grvmg 100 200 300 500 750 1000 I §00 3 000 #nd 3 000 milltons
—were trled and can be recommended except 1n cases where the vemns
are likely to prove difficult to inject.  Sulfosin  was tned in a fow cases
but found to be unrelmble m children.  The Kettening hypertherm s 2
useful apparatus for rusing a patient s temperature, but 1t has Ittle vogue
in th

‘The tther special form of treatment which we used for perastent neuro-
syphils was the intracusternal injection of salvarsanized serum.  This
method was first advocated 1n this country by Su Jemes Purves Stewart,
who introduced the method to my notice and treated one of my pafients
fnthis way He was an adult genen! panitvtc to whom we gave malanal
treatment and & course of mtrhcisternal injections.  Hiw blood and spinal
fluid became qurte negetive and the patient survived for over 20 years.
In all, T trested 12 neurcayphiliic children by thr method with only one
dnaster  In that panent there was some difficulty 1n obtaining blood on
the fifth occanon that the treatment was to bo grven with the result that
the hlood becams infected with & heemalytic streptococcun. At that tmme
Tt was not our practice to best the serum to 56 C because 1t was thought
some constituent of the blood might possibly be destroyed in tha way
20 the blood and serum were obtaned with escptic precautions  On this
particulsr occmsron, howerer the ssepes broke down and the serum
igected mto the child 8 cisterna guve 3¢ to 1 streptococeal meningitis
with fatal results.  Bince then we always hested the serum to 56 C. for
;\:;:-Olu "The sccident happened 1n the pre prontosil and pre penscilin
Intracisternal puncture is now quite 1 common procedure, so one need
ot describe the operative technique 1n detatl, but mention may be made
of a umple contrivance we used for mesunng the amount of C.8 F
“ﬂidﬂwn(nhcwumcbmeu—Stem)mmdyt}:burdoflm-mL
glass syringe fitted on to onc end of a piece of rubber tubmg about & yurd
long and ettached at the other end to the ctern puncture needle. The
needle having boen duly inserted, the barrel of the synnge was held well
below the level of the patient and the fluid, when 1t reached the 10-m!
roark made mare vimble with & blue wax pencil, was tipped into a receptadle
xnd the barrel allowed to fill agmn. In thia way 30 or 40 mL of spinal
ﬂurdmuldbcufdyw{thdnwnimmthernﬂent.mdduccdythuhldbeen
dmtbedﬂut:dnlnmrdudmum(cqtnlparuoﬁhcsmmdﬂm—lﬂ
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sthine, warmed to about the body temperature) would be pourcd 1nto the
bamehmhwmﬂd&cnbehddup:mg{Zcubm»ethumumt An
amount of dituted serum equrvalent to the emount of C.S F withdrmn
would tn thes way be run into the spinal canal. At firat the ingections were
given at fortrughtly intervals, but afterwards s course of 6 injections was
given at weekly intervals which the patients tolerated quite well so well
tn fact that they were able ta get up the next day and play in the garden
with the other children.  The ymprovement in the spinal find which was
cxamined weekly was 1o some cxes remarkable and T feel convineed
that thrs form of treatment 1 a valublo one which should be employed
more frequently then it 8. The reason why 1t 18 not more used ro doubt
is that 1t entails a considerable trouble 1n the preparation of the salvarsman
1zed scrum, and there 19 & certuin smount of diffidence about performing
cutermal puncture.

The advent of pensalin hss perhaps rendered many of these thera
peutic measures more or less obsolete, because most cases of nenrosyphils
would be treated at the outset with penicillin alone. 1 thmk at = still too
early to speak about the ultimate result of penseillm therapy and certamly
1n this country 1t 18 generally held that penicillin ahould be supplemented
by trestment with arsenic andjor bbsmuth.

Of the many cases of congerutal neurosyphilis encountered 2 conuder
able number scemed to respond to the treatment above outhned, and by
and large 1t appeared that the outlook for the patient was promising 1n the
cases recognuzed and trested m early bfe.  If neurosyphilis o not treated
within the first § years of life the condition doubtlesy on eccount of the
associated meningovascular lesioms, will progress and affect adversely
the parenchymatous tissues of the bramn and spinai cord.  Should the
patient, howrever not be seen unti] after 5 years of age and have ether &
hermuplegu or suffer from fits and be mentally backward, particulardy 1f the
CSF should show a posiive W R, and 2 parenic type of Lange curve,
the outlook for the patient s gloomy indeed. No Line of treatment
whether 1t be malana, Tl ctions of salv d serum

ph pharmde tryp de bmmuth or even 1 venture to
beheve pemiallin nself will succeed 1n arresting the downward trend of
the dsesse It 1 true that occasonally the patent may be cured of his
syphilis, and even of hus neurosyphilis, but ax in the case of the el F A
who started her G P 1 at the age of 6 years and has survived to the age
of 33 with a mental condtton then where it wes when her sctive neuro-
qph:lnmmd.oneannotbo-pelhuthcmuwuemz}nbmn‘ﬂlnﬂ
take on the higher intellectual functions. It scems to be Ob'\‘\w‘\;clhtf;
fare, that neurosyphils must be pated raiher than T mace
(gmc;ren lnd!h-l;c:nonlybcdoﬂc as has been stated several
nmu_hymaﬂylnvﬂhgﬂmof!heCQF snd 1f it be found positne
by energetc treatment 10 render 1t permanently negatiee a3 early s
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possible. The only exception to this gencralzation (ss mentroned on
p 311) b juvenile GP1 m 1 previously normal patient m whom the
symptocs of G.P T come on m cardy adult bife.  Some of these patients
may do moderately well
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AFFECTIONS OF THE EYES

The eye = frequently affected m congenital syphiis indeed the com
monest manifestanon 1n the late form of the disexse m interstitial keratit.
It 15 almast pathognomonic of congenial syphilis, and s the remains of
thm eye lesion may often be detected throughout fe 1t o an important
stigma which may be helpful when endeavounng to deteet & casc of third
generation syphils

In eddrtion to the cornea practreally all the anatomical structures of the
eyeball may be affected by the discase and the lesions produced may result
in complete blmdness in a consedersble number of patieats.  In the past
blindness due to syphilts and gunococeul infections wis & great sochl enl
but with the advance of knowledge and the consequent reduction in the
mcidence of these diseases, a dersble 1mp. in the d
of blindness has followred

Speatfic conpunctinites, analogous to rfuntis s stated to occur tn syphili
tre infants, but in the few cascs of redness end watening of the cyes we came
sctoss 1 our clinte no endence of speaific causatron was discovered.  The
tacnmal apparatus s noc wfrequently affected m congemusl syphilrires
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fn fact 1t hes been stated by MeLeod and Lemaine that  evcluding mfec
trons of the lacrimal sac, dary to ! occh of Hemern
valve, syphilss is by far the commonest cause of dacryocystitn'in children.
Ve had st Jewst § such ceses n our senes.  The patients usually have
piphora, the disclarge b Ing mucod and fly sctustly puru
lent, TheIncrimal gland rtactf s rarely affected by syphiliic inflammation

Interstitis] Keratitis

The ewrlest description of the condmon wes scourately given by
Mackenme in 1840 The chimaal manifestations, the corneal and sclend
sapection, the  ground-gixss  appearnce of the cornea, the sge of onwet
the deafnes and the nodes on the tibie, all of which he noted, point to the
fact that he vas describing the condition we now call  interstitial keratine
of syphibne aenology  Mackenne did not suggest syphilis as the cause or
eren as & cause of the conditson which be called wrofudoms cormets Tt
wes Jonsthan Hutchinson who, mth hus keen clinseal seumen, recognred
the connectron between the ocular aod associsted mandestatrona, and m h
damical memorr (1863) pinned down congenitad syphilis xs the most likely
cause, Interstital kerstius, the pegged central mcsor teeth and perve
deafnens comtituted s well known tnad, and aince thar ume interstiust
ktrititns has become recognized av being the most frequent muufestation
of late congenital syphilis. I3 incrdence b usally goven =4 beang between
30 and 50 per cent of sif congemstal syphiltic pauents over the age of 2

yearx.

Table 20 grves the inadence of mtersntial keratitts 1in patients over the
a5¢ of 2 yean, and, s will be noted, most observers record w marked pre
pondersnce of females over males It w difficult to explun why sorme
obscrvers, such : the Co-opersive Chinteal Group n the U S.A. failed
10 note any difference between the sexes, while Casvill and Derby slsoin
the U S.A. found the usual propostion of sbout 40 males to 60 females.
Likevrse [gershermer (1927), v Geareany found the vexes squally sffected,
wheress Britsh snd French authonties found females to preponderste,
Terrien (1933} states that over the age of 10 years the aexes are cqually
affected, »o the ratio betwcen the number of males to females will depend
upon the type of chentile whether from an edult or predimme dinse or
hosprad.

Age at onact. It o sad that interstital keratits may be present st
buth or may develop shortly sfier brth we did not meet oth such
precocious cases  Faght of the youngemt patients 10 our sene, 3 mules
and 5 fonales were between 2 and 3 vears of age when the intervtital
kerstie occurred.  The fughest iaidence mate of mtervtitd kermstrs s
vasiously stated to occur betmeen the sges of 6 or 7and 14 o1 15 yeans  In
OuY seTies i was at & Jower level between 5 and 50 years of age doutrtiess
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Tans 20

Givmg the lncidence Jnd Sex Hatio of Interstital K in Congorutel 8yphihs
PtdmﬂmnzyﬂnoﬁirmVumr:g;rm #

No g C8

Oberer patients A . Raem
woer 3 aF

1 ] Hutchinson, 1863 -—_ 1 —_
2. A, Fournler 1 a1 a 41y :“6;
3 Stephenson, 1909 - - Ji zz
4 H Bpkar 1 — 558 - 19 61
i. Curnll and Derby 1933 — E2E] —- 19161
lrum ""d.f;}“h 1930 707 195 #75 | Not stated.
K ‘eerlen, 4 1 sto - s b3

Group 1937 1010 403 399 No sex duffer

¢ Nabarro {th scrres) 465 B | 406 31 6§

| Thu neomber includes 9 patients (sll fermmler), 4 of whora had snterior oculir levdons
much g2 mainly inim with Inetle keratits, :ndsptnmn-id\nmfmol;mnm

referred to m rhe text.

reflecting the fact that our patients were drawn mainly from 2 children s
hospital where the age hmt for sdmusslon 1 12 years. Ve had Jutle
opportunity of studying intersutral keratitis 1n adults except in the case
of our own patents when sdolescent of of thar relaves. On the ather
hand wnters who denive thesr figures from attendances at eye hospitals
s opposed to the eye department of a children s hospital wili obtain a
higher range for the age ut onset (sce Fig 89)

Intersutal keratrtis 13 essentally a drsease of chiddhood and adolescence
and 18 rare 10 adults, but an untreated cong: | syphilitic i ly
at risk of interstitial keratits up to 30 or 25 years of age, and patients even
1n the fourth o fifth decade may sequirc the syndrome for the first ume

Clinienl description.  For the clinical description [ think the clessical
account grven by Jonsthan Hurchinson m 1863 in whreh he recorded the
results of his years of obsenvanion cannot be much mmproved upon o
with the added histoncal wmterost this account furmushes 1 reproduce
Hutchinson s onginal descniption’!

Chronic interstitial keratits usually commences as a diffuse hazincss
near the centre of the comea of one eye.  There 15 at thus stage no ulcera
ton and dingly alight evidence of the cong, of any tunic. The
patient however wlmost alwxyy complains of some irntabilty of the ey =
well a1 of dim mght.  1f Jooked at carcfully the dots of haze arc scen to be
11 the steucture of the comex 1tself and not on erther surface they are also
mnd\mhﬁhkcwmnymrn-ucqr}cumo”og In the

sepante f
course of a few weeks, or 1t may be more rpudly the whole comnes, except

'lp—mfuﬂylclmkdzrt}nmrmuhnl\k-n]mdf\ Churchill 1o

uce.
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ing a band near fta margmn, has become densely opaque by the spreading
and confluence of these interstitial opacities.  Still, however the grester
denmty of certam parts,—centres, a8 1t were, of the discase,—us clearly
perceptible.  Early in thus stage, the comparmson to ground-glass 1
spproprute.  Thero 1 now almost always 1 soae of sclerotic congestion
and more or less intolerance of light with pains around the orbit.  After
from one to two months, the other cornen b attacked and goes through the
same stages, but rather faster than the fint. A period 1n which the patient
1 30 far blind that there 1 but bare perception of light now often follows,
sfter which the eye first affected begina to clear  In the coame of  year or
eighteen months a very surpnung degree of improvement hes probably
taken place. In mulder cases, and under surtable treatment, the durtion
sy be much less than this and the r to tranmp pl
but in many instances patches of hare remain for years, if not for Lfe.
In the worst stage, the corneal surface looks alightly granalar ard from the
very beginnng 1t has lost rts polsh, and does not reflect images with definite
outlnes  Incertain cases sfter the ground-glase stage 18 passed, & yet more
severe ane ensucs, m which the whole structure of the cormes becomes
pink or salmon-coloured from vasculanty and in these, crescennc fingers
of vesscls are often noticed st ry arcumference. In the best recoverres
the eye usmlly remams somewhat damaged #s to viion, and often a degree
of sbnormal expansdon of the cornea 18 spparent.  Only 1n 0ne or two cases
have I ever observed ukcers of dutinguishable uze on the surface of the
comnes, and 1 have scarcely cver seen pustules on any part of it.

Lacrmmation may occasionally be a marked feature of the condrtion.
Pbotophobis mxy be #o0 intense in these cascs that the patient resorts to
every expedient to svowd the lght.  On bemg led into the consulung room
she hanga her hesd with the cyes turned away a8 far as possible from any
source of light and keepe the eyelids tghtly closed. It 1 aften with the
utmost difficulty that a girmpec of the gornesc can be obtarned  For some
moaths after the inflammation has subsided patents often tend to frown
= 1€ 1o 2verd the hight and 1n several imtances ths Kgn bas suggested an
myuiry 1nto recent cye trouble.

Uni or bilaterality In his ongmal descnpton Hutchinson, states
that after ont to two months the second cye s attacked.  From this sub-
sequent wrrters have concluded that the second eye always
affected s0 much 20 that when the second eye has not become affected the
durgnowis of interstitial keratitls in the first eye has been doubted even by
an ophthalmalogrcal collague.  Actmlly Hutch = his memor
reported bulsteral mterstitial keratitis m 91 of his 102 cases (89 per cemt)
Thepmmnc-oftheiccoﬂdcyembeodbemmlndmlyundoubtcdly
be reduced by exrly and encrgetic treatment begun dunng the first 6
months of the anpml amtack. The Amencan Co-operatve Chmcal
Gmpreponcdd'ﬂlmldcrd]acmnthumggmtufsscau(7lpcreent)
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(b) Nabarro  serics mamhy s pacdumc
clinke
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(¢) Stephenson™ seriea  mainly a psedistric cdmic
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Fio. $o.IMustrating the difierenca m xt onsct of interytitial keratity
mainly psechatric clirdes( @) and miud-dulmdcbﬂdrm dkuc(:')m
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remained unilatersl  Assinder (1942) found that in 43 per cent of bus cases
the keratitis was Iumuted to one eye, which  happy result he attnbuted to
the treatment adopted by him,  Among our amn senies of 189 cases one
eye only was affected 1n 42 ar 23 per cent 1t must be remembered, how

ever that our seriea includes & conuderable number of patscnts wha were
treated 1o the ophtbalmic department of our own hosputal with the time-
honoured mercury combined with atropine or even with mydnatics alone,
end it was only sfrer many months of such ineffectual treatment that it was
suggested that injections of 606 might be tried. It would have been of
interest had I been able to follow up the paticnts treated by us for congeni

tal syphilis 1n 1nfancy and early childhood, in erder to ascertain the per

centage who had developed keratitw Unfortunately thrs hes not been
practicable owing to the evacustion of so many of London a mhabrtants
dunng the war years. It 18 quite possible that the sdequate treatment of
the discase m mfancy together with an annual overhaul, including a blood
test may in the future be found to have been a valuable insurance agminst
interstitial keratitta, s well ax sgainst the other manifestations of late
congenital ayphils, The mterval between the Involvement of the two
eyea may m the absence of antispecific trestment, vary from a few days
to 2 few months, and in exceptional cascs 1t mxy possibly extend to years.
1n our patients wha were recerving trestment either for interstitial keratites
1 one eye or for some other mamfestatron of late congenital syphihs such
a1 Clutton s joints or penostitis of tibis, the records show that 14 out of
19 had mvolvement of the scvond eye wathin three months of the finst
eye beng sttacked.  [n the numerous other cases 1n which the interval
was not specified or recorded 1t was probably ahort, and not more than 1 to
2months.  In § cases the interval between the involvement of the two eyes
was longer than 6 months, namely g monthy, 1 year 1%/;; 4'%;3 and 5}

years respecuvely  The first two were receinng treatment at the time

wheress the last three had previously been grven adequate treatment for
thewr congetal syphibs It is perfups worth recording that the two
longest ntervals, 419/, and 5§ years occurred m patients (1 male «
female) both of whom were Wassermann-fast in the blood and likewne
suffered from neurosyphils.  The Amencan Chnucal Group found that if
the orgnal steack of interstial keratitss was sdequately treated during
d:eﬁntbmonﬂu.nw-urmamblyufctomume.!tcrzyﬁnh&d
clapsed that extenwion to the second eye would not occur Their resulis
confirmed thoss of Carwill and Derby (1925) who stated that intensive
treatment of interatiusl keratshis 1n one eye  may have some influence 1n

preventing the involvement of the other eye

The teeth in interstitial keratitis

The characterati, notched and pegged upper centra) incisor tecth are
the second comy of the Hutct trad.  Hutchinson s onginal
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view (1863) that one never sces typical mterstinal kerstits in both eyes
without the characterstic  test  teeth has survived 10 some quarters even
to th day although numerous cheervers have shown that it 14 no longer
cotrect and, indeed, &3 has been pointed oat 1 the account of the teeth
(p 156) typscal Hutchinsonian tecth are much ks often seen in con
geortal eyphilis to-day than they presumably were formerdy

Tamx 21
Bhowing the Stts of the Tocth i ﬁ-ﬁnnwkhryﬁallnmﬁﬂdl(ﬂmth
of Evos

(a) Incawry () Moers

x Ty H\m:hir-nhn Al 4 Moons” 0

m (H-:Lpzd . " x;{mm Moan ¥ 12

3 3 3

* l‘- * u}m') 3 ¥ Snn—':-m +

* m}ylﬂ'-:mi 4 M

5. Lomer momors smwdl and epaced 15 7 Nocmsl &
6. Noemal 51

Tt » scen from Table a1 (1) that by no means all, and not even the
meority of the patients with interstinal keratios have Hutchinsonian
teeth (2) that nearly one half the patents had good masors and molars
and kastly (which b not shown m the table) that pstients with interstitial
kerstitrs 1n one eye only and & few even without ever hanng had interstitial
keratitrs had typieal Hutchmsonian teeth.

Desfnces in interstitial keratitls. Dafnn-wutbethudcomponmt
of Hutchinsog s triad, bat this disabilrty s a symp of late
typhﬂ.ulns-lwd.nnlnuhcddurmgtbep:nzsyunmmudmdymthtbe
clisease rtself and doubtices m a result of the sme cause—the better pro-
phylons and early treatment of the disesse. The total number of cascs
‘We encountered among our intersntial keratits patients was 37 (9 male, 28
female), or 1g-5 per cent.  Notall of these were casen of inner-ear deafness,
probably not more than one half some were undoubtedly due to muddle-
ear extarth and in & few of these the desfness was only temporary

Arthritls pﬂﬂﬂ‘ﬂﬂl -nd pln:ry-nxed ulceration antecedent to or

Oneoroccnaomﬂymo(tbm of late [
eyphils mxy ocenr in swocmtion with interwtitial keranitss -hhoughax:h
of them may occur independently of the other  The arthmtis 18 usually
of the Clutton type the periostrtss usually affects the tilua and the pharyn-
seal ulceranon often leads to necross with scaming of the nesopharynx,
loss of uvols and perforation of the palste, s has proviowsly been
dexcribed (sce p 138).

We encountered, in all, 61 jornt cases among 338 congenital syphilis
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patients with active lewons over the age of 2 years (15 per cent)  Of
these, 44 were mple Cluttons ar Clistton types with complicatsons auch
a3 perioatites of sdjecent bones, while 17 were other types of joint lenons
{seep 228), & few of which suglnt have been due to s cause unrelated ta the
congemtal syphils,

Tables 22 and a3 show the inadence of each of these manifestations 1n
congenstal patients over 2 yoars of sge und their relstion to the
sncidence of Interstital keratitn 1n thaae patlents,

Tamx 22
The Inestencs of Clurton s Josmts, Persowciie mnd Pheryngesd Ukeraton smany 338
Congenizal Bypinla Prtionts over 3 resrs of ape a0 Active Levions 5o thesr
Rietetion 2o Interasnl Kerriniy b 159 Posiemts © wad

C.9 pwtrewts
ocer 2 yourr Ulcrrmtsam
oLk weirce Clezim  poines Prersoenne p v

Eeveoms
Weh1h 8y as s 3 s " 73
W rthout
Th 149 L] w7 £ 174 10 &7

Tol 338| 44 4 a f
Tamsx 33
The Twne-telanon of the Onwet of Totwrsinal Kerstrtn to thow of Chatton Jourte,

;P;ﬂmmmdUk«md?hnmmﬁstwulﬁyphﬂuMmmnlmn

L]

T redation [ r— Perwstsss Ukpratuon &
Beforw the | K. ] 4 .
oo ; ; ;

i i4 5
Uncertun - - & (wce deter)
Foeal 6 a8 a3 +

1o Tuble 23 1t 18 seen that when mtersunal kerattis and Clutton 8 joats
occur 1n the same patient, one half the patents develop the jmnt letions
sfter the mterstitzal keratsns,  Of the 14, 5 had an nterval of © month
between the 2 lewons while i 12 of the cases the mterval was 1 year or
fess.  In one patient a perod of 45, years clapsed betneen the mterstitzal
Yerauus and the Clutton s younts, snd i the remuning case the mtervel
was unspecsfied, the date of the ! keratrizs bewng ded In
the caac of the 15 patients in whom Clution s joints preceded the snterstitul
Lerstitts the mtervals ranged from 1 month to 15 months the two longest
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beng 12 and 15 monthe respectively  Rlauder (1951) stated that m his
expenience the ocourrence of Chitton s jouts reanaebly preceded that of
interstitial kerstris, which, s Tuble 33 chows, was not our expenence.

Almost twice a3 many caves of perfowtity preceded the itersutial kers
fitis s came afteryt the intervals were s¢ thort e 1 month inthe  before
aad  after  wnd the Louts wera about 3% years in both groups  The
only exception was & congemtal mother who developed severe intm and
1rdo-cychtu after the birth of her child, mamy years wfter ahe had suffered
from periostita. The gummatous wleeration of the pharynx  cases are
much more difficult to date since the duesae so often starts insdiously
runs u practicsfly symptoenless course, and when the pstient n fint seen
with tnteratind kerunts the vaned signs of a former pharyngeal ulceration
of sctive nesopharyngesl dueae may be evdent.

The teoth in manifestations of late active congenital syphilis
Hutchmaon stxted that patersis with sctive uleeration of the suso-
pheeyny or wth endence of former ul n the form of ph
geal scarnng, sbwence of uvuls, ete. wml}yhxdpeficcﬂynmmdtw&h
and only rarely were the rypical Hutchusonuan teeth present.  Qur ova
obwervations did not entiredy bewr cut Hutchioson s conclumorw, as will be
seen from Table 24 which shows that 1n 24 cases of pharynges! ulearation
Hutchinson and Moon teeth twere found 10 4 and that munor degrees of
Hueh and Moon ct istics were seen m 11 farther caser. In
only 8 patients, one thrd of the number {nvestigated, were the tecth
normal

‘The W.R. in the blood and C.8.F in cases of interstitin] kerstitis
Of the vanou 37 of fate ! syphub, i

keratrtn and parenchymatous nourosyphilia are the most resistant to treat
raent if yudged by the reversal of the blood W R. to & permanent negative
On the ather band, & mgrficant number of the patienty who dev edop inter
stithal keratriun may have a negative or nestty negutnve blood rescnion. We
found that many pstients espectally those who were not trested with
wwenteah and hexvy metale dunng the soute state of the keratstss took
murch longer to sequure & negatve 8 W R than any cther type of con
gerutal syphnls patient.  An snalywm of our ceses o shown m Table 25
1t w ween that m group (33 36 patients took more than 5 years to become
serolopeally negatrve (onc took as fong sa 23 yean) and if this number be
added 10 the 38 who were sull srengly posrve at the end of trestment,
64 of the 153 patients xvailable for the analyns (43 per cont) may fardy be
regarded a5 AV R remstamt {1 was frequently poted that in patienats
who took ser eral yeuss for the blood to reverse sesrdy to nogaine the final
stages of the reversal to a clear negatnve ocrupred 12 or 18 months.  Even
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Tantx 25
Berum Wassaennano Resction tn - 39 Cases of Lewcrstinel Reratite

S.H R o owert of SIV.R. of bast LA
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then some of them relapsed again sfter a few montha before becoming
finally negatrve. It hes long appeared to me to be of doubtful value to
worry about Wassermann fastoess in a petient, provided he or she has
recerved the recognmsed sufficency of treatment for the clmesl conditon.
In several cases we found that the W R, becamo negative 1n course of hme
without any further treatment bang grven.  Although so many of our

attacks of interstitial kersitr, who when abe came under our care for &
frosh artack at the age of 11 had a negative W.R. 1n blood and cercbro-
spnal fimd the 8.W R. remaining perustently negutive during the 5
subsequent years of treatment.  Two other patients who had severs stincks
of interatiteal keranins, with one and three relapses respectively had sero-
logical reactions which were not correspondingly remstant, for i both

H.L., who had been under our cars smce be w8 yerrs old,
deft eye only at the age of 5} for which he w s trested, but without in;
“ﬂmvﬂlnotltrofhonpinl. zmmhemdadGrcnOmmdSm

extruct, the ulcerstion of the palrte healed, leaving & holo in the roof of the
mouth, and deafricss was coming on at 9} years. At the age of 19 there nas o
relapee of the I K. due, the petsent thought, to grit u stram engine blowin
into the eye. Our ophthalmic collesgue regarded it a3 u ™ d‘!hnolg
lR_"(u;m.:Jre:Ldy)mdnbang“notmw " W.R wn
then negative the prtent wea given no antispectf 10} s
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years luter & crumb of bread i the eye i said to have damaged the cornes,

eye became very inflamed the i diag 1 by annther aphth ‘('hc
collesgue o T'K. with keratic preciprtates.” The W R, which had once been
negative at the age of 184 was now shightly positnve.  The condition subsided
mdn::\‘{inmcomuncnh This patient had two relapecs of I h 14 and 21
yean the original acute sttack and on esch ocownron the relapae appears
o have been caused by the trauma due to a foreign body In the ey

Ancther pavent, & jorl aged 112, years, developed 1 R m both cyre after
faving rreefwd * course of 10 b{amanb infections (1325 mb) rA).hhuugh
she wua gven xnotber course of 14 bk b infections and subsequently 26
1D, of stabilarsan uxrmryzoti:dcu\dhtcrpawlmmmhdc she had three
attacks of I K in the first 12 moaths, the finst two 1 both eyes, the theed In the
left eye only About 20 months sfter the commencement of the origina!
attack, 2 series of three relapses occurred duning the ensuing 10 mooths, both

being affected 1n the first of these rels and the right epe n the two Lt
When the patient defaulted xt 141/, years ¢ waa g hittle conjunctival inpection
vith shight corneal scarring

Ancther paterit also & girl aged 112, years nhen she came to our ciinie
gave the folloning tustory I lafency the had a sash no smuffles or cpaphysitis,
At the sge af § years ehe developed | K., for which she was treated with mercury
st an eye hospital but the sttacks of keratins were almost continuaus,  When
we kaw her she was nearly blind from I K and inte there was intense photo-
phobia and marked lonmaton  The tecth shomed Hutchinson end Moon
charsctersttas. The 814 R nme nepative and the CSF aas normal in all
respecte.  In view of the unusual history she was trested with inpections of neo-
st er-salvarman combined with hydrarg perchlor and potasstum iodide onally
dunng the first course,  Durin sccond to the sixth courses of atbver-salvar
aan she nas pven kxdﬁ:md-ﬁuw-rdumhm' The eyes improved
50 that the patent wes able to read, bt the comeal opscity wae still macked.
She was later treated by duthermy and the mercury wapour lamp with but litle
benefit to her eyes or vimon.  Unforturately fever therupy was not at that ime
(1918) a recognized mode of treatment for chronic I A and the patient s con
diton was detenorsting when ahe was lost sight of

The US A Co-opermtne Chnical Croup found that m congenital
syphils patients with acute kesions and & fixed W R.2 saunsfactony
dimical results were obtained 1n 51 per cent of the cases and 12 per cent
progressed or relapsed whereas of the patients whose W R. was not

fixed, 64 per cent responded well and only 7 per cent showed progresaron
of the leson of relapec

t Trodine 1 a brardd of thiomnamine ethyl sodwle made Cognet of Pasrs
London sgent, Roberts and Co New Bond Street Loodon Y\ 1 It 13 weally
ghven erther in pdls (3o mg 2 to 5 datt wrth meal ) or by subcutancous ar sra

wpection, every other day sonately bems for chukiren Thodine
is fndicated for the sbsorphon of fibrous tisrue mamme b n

1t

]U;c”ac lg‘?\ft:chd\cblmdmhardmmnn perustently pot 1 € over &

Endn!zynnumnlmcmlfdmdu fast the Amcfican iy cuigators

their sccount does nt make it clear whether 2 of dimintshmg titre but
wtill poartn a1 the end of 3 years »ould be comsdered ™t
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Interstitial keratitis and newrosyphlilis

There are few references 1n the literature to the refation between inter
stitul keratitts and congenrtsl neurosyphils. In Jeans and Coakes
senies of 228 children with neurosyphulis (the age group was not stated)
123 had lstent neurosyphilis and ro5 climeal neurosyphiu of the farmer
14 hed active keratins (11 4 per cent) whereas of the latter only 2 had kera
titis and another patient had & hastory of kerstits (2 8 per cent) It would
appear therefore, that the condrhions interstrtial keratrts end chuical neuro-
syphilrs are only rarely found sssocixted m the same patient, whereas latent
neurosyphilis 1n smociation with interstitial keratre 15 four tunes as
common. Viewed from a different angle our resutts show & umilar trend.
We exammed the C 8.F 1n 137 patents with interstitial keratitis with the
results shown in Table 26

Tamx 26

‘Tha Rewuits of the C.B.F Investiganon | 1a7 Pebents orer 3 yewrs old with I tersrtml
HKarsbem with reference to Latent end Clinical Nenrosypinbe
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) 7 were W.R. fam—3 beet, 4w:mﬁﬁ

'Bﬂma{m »ould undoubtrdly have been found ve bud theer CBF
prialicte oo eoarerd pocit

ﬂ'-m'-
. rdmn c.tes;y oegxine afie the followtng parods 4
Igm),x Uiy end 3 years. ros postrry at 5
[ty pdﬂvt munadnbym-hnnw-n-g:\

o, aand 5 yers of age bt
which be defenlted. The otber
mmn:{’“’h&yh amm-—nﬂ-ﬂnn q,o:l,ddm,m.m
od thia the boy had  posstrve blood and C.8.F
H 6 ymn TE‘WE%%}W be detuudred. Theﬂ:
i e e el TR S e
Rk Aot t k  on g  Tm E  Roi
The table shows that at least 6 patients with chnreal and at lesst g with
latent ceurosyphihs developed mterantal kerautis. The Co-operative
Cllmcll Group (1937) in ther sencs of 1,010 cases of late cangenits.
syphubs recorded interstinal kerautis m 33 per cent and neurosyphls i
1bout 10 per cent, but they made no mention of the roadence of interstitie
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heratitis in the total number compared with that 1n the patients with
neurosyphilis, nor did they state whether the cerebrospinal fird Y4 R. was
fixed ar reversible.

An account of the histology and pathology of the syndrome can be
obtaned from any good textbook on ophthatmology but mention may be
made of the sequehic we noted in our patents. Several of them had
repeated attacks of conjunctivitis, with rednese and lscnimation, after the
snterstrtal keratitis was apparenty cured  These attacks did pot requure
or respond to further antuyphilitic trestment 1f the patient had already
been adequately treated and bad & negaive W R, The next moss common
sequel was & moderate degree of myopis which several patients developed
while two patrents suffered respectively from bulatera! reting] ha
at 14 and 19 years (2 and 14 years respectively after the interstitial keratitis),
and from detachment of the left retina at 16 years of age, 12 years after
interstitzal keratnta in both eyes.  We had no case of glaucoms followng
interstrtial keratitie,

The pathogenems of interstitial kerstits has long been one of the
problems of congenrtal syphuia.  Whilst interstitn] keratits 13 the com
monest condition met with 1n late congental wyphilis, it occurs but rarely
tn scquired syphils. It starts 10 children between the sges of  and 15
and 1t 1s rure for 1t to start 1n adult bfe.  Fernsles sre affected in preference
to males. The thermpeusst s parsdaxical 1 (s behaviour  Interstitsl
keratits may make its first eppearance while the patient 1 sctually being
trested for latent syphilis or some sctive mamfestation of the duease. It
respondds slouly to treatment, eapecially if thi be not intensrve and ade
quate s0 that many ophthalmofognats duning the second and third decades
of this century wete so sceptical as to the value of treatment with arsenucals
and bumuth that the majonty of them contmued to resort to the tume
honoured mercury and potassium iodide. Furthermore, no known
method of treatment will with certunty prevent the condition octurnng in
the other eye or mil with certainty prevent relapses or recusrences.  In
many cases the blood W R. s erther  fast  oc takes & long ume ta reverse
to negatrve on the other band en onginal stiack or a relzpee of interstitus)
kerantis may arme scveral yoars after sdequate treatment has been guen
and posubly with negative serological resctions. It would be Jepitmate
to sssumne from the foregomg observations that mtenstitial keratits 1 not
an ordinary organ or ussue infection with the treponerns, but the precise
moechansm of rts production s still uncertauin,

Letus der briefly some | and expermmental date. Syph
Truc foetuses and neonstes show the treponema, often in large numbers 1n
myo(th:oaxhrtuncnnu.mdudmgl}mcomamdmu.mdllh
m,@&cmambeqmcd«rmd!bcmhmﬂwny
mtmlhthcscmu.fmmuhjdlnmlybccmdudtdlhn(hcpm
g(m?mzmnamth:mnmmbctheldeumo{mrmunﬂ keratitrs
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It 13 possible that the treponcmuts present in such & clear cornea may
survive, perhaps 1n 2 modified form such &3 & spore or virus body and
subeequently grve me to mterstitn] keratits when favourable conditsons
present themselves,

The earliest recorded expermmental {noculations were those of Haensell
(1881), who produced keratits 1n rabbits by the imjection of syphiliic
materal into thelr cornese,  Not until 25 years later did Bertarelli (1g06)
repeat Hacnsell s observations, and he was sble to demonsirato the newly
dixcovered T pallidum between the lamelles of the mfected comeae.
Since that time many g (Nemser 1906 Hoffmann and Bruening
1907 and others ated by Harrson 1941) extended the expenments] investt
gations 1o other sspects of syphils in andmals.

Some time after the testicolar moculaon of rbbris with syphils, the
animals develop a metastatic keratrhs which histologreally resembles
human interstitial keratsts, The treponemz may be found i the un-
Inflamed parts of the cornea but not in the inflemed ares 1n these cases.
Tt 18 qurte likely that & sumilar phenomenon occurs 10 the human eye und,
m Igersbelmer ponts out (1920, 1922, 1951), even if it be aseumed that
there are no treponemata in the cornes at the tme of the keratitrs, it 19
highly probable that they had been present previowsly lming in harmomy
with the corncal tmues and without grving rse to any milammatory
raction. During thu temporary and apparently harmenious sojourn of
the treponema in the comeal substance, the cornea presumably becomes
scsitized, with the result that under favourable conditons mterwtrtial
keratrtis may occur

It m possible that one or more of the suggested causes are factars i rts
production 1n ddfferent ceses, For the ressons given above, the direct
action of the treponema upon the corneal tssue v not the cause, otherwise
durmgthe treponzemu  of scquired syphulis in adnlte mterstinal kerntitn
should be common, wheress it 1 sctuslly very rere and sccording to some
1t does not occur at all in the sequired adult disease.  Why more than
95 Pper cent of the cases occur in children, sdolescents and young adults
1nd only 2 or 3 per cent 1n adult acquired syphilis can only be surmmed.
1t seems to indicate that the juvemls corneal tsencs arc more vulnerable
to this typo of inflemmation, and that juvenility is an almost indispensable
factor in it causation.

Sensitirxtion of the corneal tawues durmg therr treponemal invasson in
foctal and neonatal hfe so that they becoms more susceptible to taxin or
other  allergems  brought to them from other focd i the body has been
tuggested o a likely canse.  Igershermer (1913 1920-2) and Loewenstein
(1927) have investigated keratits in expenmental syphlls in rabbits and
by the intracorneal mpectn of human scrum were able to produce mter
sutial keratitis in the | b aitized corneme,  Loe con-
dudcdfrmnhnﬂpeﬁmmuth:ldhmban:aofnummmnxqumt

23
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upon vascular changes in the antenor cilury arteriea play an important
part m the causavon of mtemstital keratitie.  Holmes Spreer (19.4)
expressed the opinion that interstitlal keratites m likely to occur only if the
treponema 13 at a particuler stage of evalution in the cornea.  If the tre

ponema be present but the required stage of evolution be not attamed,
there will be no sttack 1f 1t be not attained 1 the two eyes multanecusly

there will be an interval between the attacks m the two eyer If the
requred state of evolution have been reached there will be an strack of
interstrtral keratiths 1n the abeence of any stimulus and 1n spite of anything
that one may do by way of prophylrus.

Terrien (1933) wrote thet Onfray 1n a thears to the Univernity of Pans
10 1903 v the first to suggest hormonic dysfunction in interstitral kera
nts, and that he himself agreed with Onfrzy s thesw, for intersgrtual
keratits occurs most frequently about the period of puberty  Thus latter
stsertion 18 0ot 10 egreernent with our own experience for 1 our pahents
the highest incidence was between the ages of § and 10 years, and Stephen
son obtined the same sge incidence from his patrents who like our own
were derrved maunfy from a childrens hosprtal  Risuder Groes and
Hanno (1951) from therr investigations into the relation of the endocrine
glands to the pathogenesns of interstital keratitis, camne to the conclusion
that such 2 relation emsts.  Evidence was obtaned of bypothyrotdsm,
auppresston of androgenke function and other hormonal disturbances.

The part played by trewma m 1mitating an sttack of mtersnnal keratitis
has been long debated. Terrsen, In 1915 summarmzed the gy cases of
alleged ¢rauma reported 1n the lterature up to that time and was of the
opinron that hardly 12 of them were genuine.  Most patients with acute
eye trouble will probably recall an injury to the eye or that  something had
blown ioto 1t some time before the inflammation set 1n. It (s )mportant
to inqurre fully into the alleged incrdent, for it may eventually be ducovered
that the incident happencd too long ago or too recently for 1t to bave been
the exanng cause. Qurte often, however the patienta or the parents
account may be socurwte, and it 1 frequently observed hovw tninal the cause
may have been such s a oinute forergn body 1n the eye, for such an in-
tense nflammation fo occur & may at times craue.  As \!thox(iCmd
Lemorne atate, figures vary widely from 17 per cent in jo1 cascs (Cun
mngham) to 18 pirucc'n! (Langendorit aited by Carvill and Derby).  Our
own figures are mather intercaung 133 females had prmary attadks of
wnterstitral keratitis and 15 refapses making 138 sttacks in all - There

was o hutory aof trauma tn only 3 attacks (1 4 per cent) and one of these

knocking the eye agamat a chair whilst dancing 6 months previousty
must be dered highly probl ! as the cxating sgemt of the
mtersntial keratits,  The other cuse m which  sand in the eyes N;r:

use 13 much more plaustble  Other exaiting causcs appea
:zeg‘;dn?mﬁc fevers, § l:.m 3 onginal attzcks were stated by the
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mothers to have followed measles, and 1 refapse cach tv have occurred
after chickenpox and german measles onc onigioal attack was attributed
to an operatson on the patient s leg 44 months previously one attack (of

discrform keratitis f) occurred with the onset of menstrustion at 1319/,
yoars and 7 ar 4 congenrtally-syphilittc mothers stated that thear attacks
onginated m connection with the hurth of their children.  Soxty-sx males
bad primary attacks and g relapees, making in all 75 sttacke. There was
u history of trauma 1n 6 of the prmary atiscks and m 3 of the relapses
(12 per cent)  One patient referred 2 relapecs to traumate one at 19 he
attributed to  grrt from a trun blowng into the eye, and the second at
26 years of age, when the cornea was damaged by a  bresd-crumb flying
into the eye  (see p 339) Onc attack was attributed to sn operation for
tonadls and adenoids, and 1n 2 patients ttacks followed whoopmg-cough
and scarlet fever respectively It appears from cur figures, small though
they be, that males are more likely than females to be vichms of foregn
bodies 1n the eye, which makes the preponderance of females amang
sufferers of interstral kerutrtis the more difficult to explun.

To sum up from the avmilsble enidence, clinical and experimental, the
pethogenens of mterstitial keratits would appear to be somewhat a3
follows. It u promarily though not directly due to the T pallium
which dunog foctal or neonatal lifc has mhabited and 1ncressed the senu
tivity of the cornea without grving rise to any inflammatory resctson or any
vible change of structure. The condition 1 commoner m girhs than 10
boys and may be 1n some way sex hinked. It 1 possible that endocnine
dysfunction may play & part in its pathogenests but it does pot seem likely
13 has been suggested by some authors, that rta onset i smocated with the
sdvent of puberty The exating agent is undoubtedly a trauma to the
€ye in a yarymg proportion of the cases.  Infectious discase, an operstion
preguancy and childbirth and other agencies which tend to lower the
general rewstance may act ws the cxating cause wnd lastly allergy by
bringmg to the senutired cornea toxins or allergens from another part of
the body andjor by reactrrating dormant treponamata 1 the cornes may
be an important exuse.

Treatment of { Itin] L "

All vencreologists and most ophthalmic surgeons nowadays give eardy
snd energetic trestment to panents muffering from interstital kersting
)hnylnt.hmibclhxver:pon:dthxtthcmtymddunbcmnfthc
original attack, unfortmate sequelse, and the lbility of spread to the
other eyc and of relapees are all reduced by early intensive treatment
Our own obscrvations bear out these findings. The dmgnosis should be
confirmed by an ophthalme surgeon and the treatment carned out by the
vencreologt jaintly wth lus ophthslmological colleague, unlem the
venereologut in-charge has specialized knowledge of eyc affectfons.  As
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has already been indicated, the eyo lesfons of congenital syphilis are heghly
refractory to kalf hearted or muld trestment o that prophylactsc or antia

patary treatnent at the erliest possible moment 18 desirable  Most
importsnt of all 1 the prevention of congenital syphilis by the testing
and—f necesmary—the trestment of the mother 1n pregnancy  Next In
importance comes the earfiest posaible effictent treatment of the child to
prevent the later manifestattons—interstital keratits neurcsyphilis and
nerve deafness

The interstitial keratits ctzes at Great Ormond Street nwho were

referred to our clinic for treatment were given injections of neo-arsphens
mines with mercury by mouth or alternating with injections of bamuth
(bismuth metal or trépol and later busmuth oxychloride) and In some casca
bumuth preparstions alope. Many of the paticots treated from rg20
onwacds recetved, 1a addition oral treatment with thyroid extract.  If the
cornese cleared rather slowly potasarum rodide gr 5~30 (0 3-18 G ) or
more, three tmes duily frequently appeared to promote resolution.  One
of our patients, & congenital mother who was nearly bhind at 44 from
comneal nebulse, showed a remarkable dearance of her cornese aiter
extraction of severa! sepuic teeth.  This may have been pure colncrdence

During the acute state the pupil must be dilated and careful watch kept
on the cye that the pupil remains ddsted to prevent the formaniont of
edhestona. It 18 necessary to mention that the atropin orntment used for
thes purpose must be applied to the mwde of the lower Id and not be
wmearcd on the cutnde of the lids as onc of my nurses once didt  If the
eye 1 very pamnful ar this stege it 1 usual to apply hot applicatrons,
though Asminder objected to their use and stated that by hs method of
treatroent he succeeded in himrting the keratins to one eye in 43 per cent
of hus cases

We found that no relation appeared to exust between the ntre and the
duratien of the patients blood Wassermann reaction and the clinwal
course of the interstittal keratitzs, but our expenence certainly revealed
the fact that the interstitial keratits was usually of a milder type if 1t
occurred during treatment for sctive syphibs of some other part of the
body or for latent syphils, and or «f treatment was started early within
a month or two of the onset of the acute attack.

The modern treatment as outhned by Klauder Vandoren Crose,
Hango and others places fever therapy n the forefront of the scheme
\alarm 15 not always necesary they say Intravenous syectrons of fyphord
ot T.A B vacanc, every other day usually suffice.  For mild cases 4 10
6 bouts of fever may suthice, for moderate cases 8 fever spikes are recom
mended, and for severe cases 12 to 14 febnle sttacks. Dunng fover
therapy treatment wath peniaillm or beavy metal s ipsututed hlavder s
study (1947) having feled to demonstrate any superionty of Pﬂutmm:i""
wrsenre and brsmuth therapy  The dose of peralhin recommended s
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2 4 mega units (ather 1n aqueous or oily base) spread over about 12 days.
The sddition of gland therspy (dried thyroid gland) sppeared to be of use
1n severe cxses.  The doss used was 2 or 3 gruns (130-195 mg ) daily for
2t0.4 weekn. The effects of A.CT H and of cortieone were also tested.
Patients with severe interstrtial kerantms derrved no benefit from erther
drug admunsstered for 7 to 10 days, 1n contrast to sumilar severe cases which
were bencfited by 7 to 10 days of fever plus thyroid therapy Mild and
moderste cases were benefited to 2 varable degree m some instances
dramatic relief was afforded by local therapy wath cortsone. This has
also been reported by Horne (1951) and by Smmpson, Roseablum Wood
and Stunmer (1951). To sum up there 3 no doubt that m severe ceses,
vwhere there o a likelihood of the lamellar structure of the comea being
damaged, approved methods of trestment, early and energetically applied
may yeld surpnmngly good results 1n the sffected eye and may prevent
mrrolyement of the other eye.

Rel c ttial keratitl
pscs in

Hotehmson 1n his onginal memorr stated that relapses of interstitial
keratitis were  decidedly exceptional, but that he had & few instances of
relapse.  Modern suthontties have been less fortunste m thm respect.
Carvill and Derby (1935) define a relapec a3 a2 recurrence of the attack of
mflammation ane year or more after the submdence of the acute symptoms
of the primary attack of intersitial keratiis.  The Amencan
trve Group have accepted this definrtion and they found that of 149 early
acute cascs, 31 (21 per cent) had one or more relapses during observation
or trestment.  The best method of #voiding relapae, they say 1 to give
contiruous adequate treatment while the patient m 1o the carly scute
stage,  Fifteen per cent of the penents suffered a relapse, a3 contrasted
with 29 per cent who received trregular treatment wn the eardy stage. By
adequate treatment they meant more than 15 1njectons of arsenicals with
31 or more myections (or weeks) of heavy-metal treatment.  In the early
aairte stage they found 1t preferable not to ghve rodides or fever and foregn
protewn therapy though these ad to t Aare r ded m
chronic or relspung types of cse.  The summary and conclunons dreem
from thesr survey by the Co-operatrve Group are £ follows (1) interstitmal
keratitn was found in about one third of the 1,010 cases of lste con
genrtal xyphile. (2} Facly treatment. beld out grester procems of L ot
factory cimical outcome than did delay 1n the treatment unnl after the
conditon had become chromuc or hesled spontancously leaving remdusl
a2 (3} WR. fastness m acuts symptoamatic congenrtal syphils dimm-
ished a favourable prognoss, whereas m Latent cases 1t seemed to have hittle
beanng on the outcome. (4) Padents treated under 15 year of age
raponded more satisfactorily than did older patents.  (5) Thoeo tremted
sdequately for more than a year hxd a grester number of good clinical
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results (62 per cent) than patients trested for & shorter yme {49 per cent)
(6) A patsent with congenital syphilis » ly at ruk of developing
interetital keratits up to the age of 25 years unless given adequate ants
syphiliic trestment.  (7) The best prophylectic trestment for interstital
keratitis 13 the &d ration of adeg therapy for all latent
congenrtal syphilittc patients.  They found that 36 per cent of untreated
congenutal syphulitics developed interstutial keratitss, in contrast with only
2 per cent of patients who had recerved modern antuyphilitic treatment,
(8) Early sdequate treatment of the interstittal kerstitis st the time of
involvement of the first eye (mithun the first 6 months) limited the inflam
mation to that eye in 71 per cent of the cases.  (9) All interstitial keratrtn
patients should be grven ndequate trestment as outlined above as it was
found that sox times as many untreated s treated patients lost useful
vison. (10} In early scute cases adequate arsentcal and beavy metal treat
ment given contnuously gave excellent results 1n g3 per cent of the cases.
Thus survey was undertaken 1o the pre-penicillin era and there is no com
parable survey mince the mntroducton of penreillm for the treatment of
syphilis. Doubtles courses of p in, 2 4 mege-umts, could eates-
factoruly take the place of en equivalent course of arsenicals and heavy
metal treatment.  In thes country most, if not all suthorittes prefer to
give intermittent courses of arserucals and heavy metal with monthly
periods of rest to allow the excretory organs to recover It 1 possible that
the 1deal treatment o to give a coune of pemathn during these  rost
pertods.

Of our senies of 189 cases of mterstitusl keratitis many must be left out
of sccount as regards relapee since they sttended eye hospitals where they
frequently recetved no systematic antisyphiliic trestment.  In our dinic
we treated 115 cascn of waterstrtual keratrtis 1n children mnging from 2 to
12 years of age mth relapses 10 15 of the patents, a relapse rate of 13 per
cent  The interval betw een the onginal acute attack and the relapse vaned
from 1! ; up to as many & 14 and 21 years, and 2 congenital mother
informed us that she had suffered two relapaes 4 and 24 yaars respectively
after the ongunal acute sttacks though we did not verfy her statement
We have already referred to 2 few of our patients in whom we observed
two and three relapees, and w several cases relapscs occurred when the
blood W R had been oegative for some time, cven #3 long a3 4 of § years.

As a rule relapses gre mulder and more amenable to trestment than are
carly scute attacks occanonally they may be severe.

Keratitls otber than inferstitial koratitis

Rere (orms of keratttis occur some of them attributed to sy philis, & few
of which we have encountered and which may have had a syphilitic ectt
ology ‘Twopatients,grls of 3and 47 1pyear respectively were dagnawed
by ocur ophthalmologist Doyne as suffcring from  hentits punctatd
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profunda, the substance of the cormea being unafiected.  This condshion
wts recorded m congenrtal syphilis by Bryn in 1927 and 1 described by
Duke-Elder A third case of the kmd m a girl of 919/, years (left eye
only) after much treatment and occurring dunng a1 course of bismuth
injectrons, our ophthalmologrst described s betng  more of an int than
askeratrtis,  The condion lasted on and off for u year

Another girl at the age of 1310/, when she had her first menstrual
penod  becamme nebulous 1n the night eye only without any concomitant
mflsmmatson. It fs possible thst the mfection in this patlent had been
acquired early 1 infancy  Perman who was our ophthalmse surgeon at
that tnoe, reported the condition s being otmouly of long standing nat
interstrtial keratins but  dmaform kerstins  of the mght eye.  Duke
Elder statea that Verrey in 1935 descnibed cases of this conditron in syphu
e patdents,

Another of our patients st the age of 26 and 20 years after her blood

refers to the conditron, which wa first described by A, Fucha in 1926

’mlnﬂcnnganuof:ummthmmmbe ut on record.  The patien
bom m 1gog was a “healthy ™ b-hylndglxlu.unﬂ marmage at the nfx7
The followmy year durmg ber puerperrum after the burth of » heatthy
the dev mfhmmnimdthenghte{evh:chmdngnc-adnm

mic botpital ;n_severe irita, cychvs mo(mbacu!ousoﬂgm. Thm
‘mnewv\:-:hmdxnnmd-.hg
corneast 6o clock.”  She was then seen by a physicim whnlun(dxoptmm

that the condrton wes most likely duc to uterine scpes.  After treatment on
these !hecytdurcd&n-yurth:mhammmmgumﬁcard. o
WR. v tken’and the punent was not given ilitic trestment. A

s & gal{ e{b-mdule(?-g\mum)m'.he pﬂluu the fauces whoch she
mdlndbccnprucnt{urubou(gmxh-\ uconvenstnce.
Shem(wnrdmth:nh:lndhm-hmpmherhgulung could remem-
ber  An \ rxy cxarnmaton at the agw of 26 revealed

m the nght tbra and old penoshts m the femur  The of con-
frntal syphilis appeared 1o be coofirmed by these burt

mmhcrrtmtx:pmbﬁtyn-hel-l’tﬂ u and aftcrmards that
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etc,, on beang mformed of our dlscovery of a poartive W R. in the patient a bl

said that “explained the whole bmn(wuunmualfof!bcom:' :oi
escape In the absence of antayp ¢ treatment.  We treated her In rely
with areenicals and mercury and then with bamuth, yet with hittle effect on the
W R, acd sfter about 18 months she compluned of deafocm. The C.§ F

The T\ amermann fastness painted to ital rather than red
te the sheence of mfsntile and chm e TP
mother’s obstetrc hustory was as follows

Marmed 1905

1 1906 M Not seen by uw or tested.

Fy 19:.@}" Pt. Healthy mfunt and child. History recorded above.
3 8B M

M Lrved one weel
1920 M Healthy baby and child. Blood and C.8 F negative at 18

years.
7 1922 M. Delicate baby Interstitza! keratits at g years. WR, + +
at 16 years, C.B.F neg
8. 1929 M Born after mather s 6 imections dunng fifth snd wxth moaths
of pregnancy  Not séen but sauyd to be “jumpy  at 5 years
of age.
Ajtmcdﬂ:vbm)y 1t 18 just posible that the mather was infected after the
umudch;aszrp-m)mhxnmddutaum:mmdﬂwwmdm
from her
Gergoylism is snother cause of cloudy corneae which may be mustaken
for the mtessueal kerantus of congerutal syphils  We saw such & case n
the year 1917 who onginally attended the Outpatients Department of the
Children » Hosprtal under the care of Dr Poynton and Mr Addison at the
sge of 9 months on account of snuffles and possible spnal trouble
Because of the snuffies and enlargement of the spleen congenital syphilis
wes suspected and the cluld was sent for 8 blood toat. The W R. v
reported  weakly positve 10 both mother and child the father » blood
was negative  On two subsequent occasions the mothers blood gave a
regpative W R but the cluld s blood on three scparate occasrons durng
the ensumg 12 months gave & weakly poative reactron (4 3.0.0).  Our
ophthalmologst who sawr the child at the age of 14 months noted 2
diffuse haxe of the corneze surfaces boght  end agreed with the physt
cans dagnosns of congeniral syphilis. The patrent was treated with
pescury and later by arsphenamine injections but the eyes did not show
any improvement wath antisyphiline treatment and the patient & general
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condrtion remamed about the same. At 2} years he was openated on for
double mgnnal hernia,  Shortly afterwards s head enlarged, and at the
age of 41 yoars he was dwurfed and munifestly mentally defizent.  The
patient was pow scen by snother phymoan, who thought hi condinon
waa cretinoid and treated hom with thyroid.  Finally at the age of 51 years
be was brought to the bospital cyanosed and obniowly moribund, and wath
such a repellent appearance that he was, unfortunately, not photographed.
Death occurred on the following day  Thers 1 no doabt that thr pstiest
seen and trested between the yesrs 1917 and 1922, and thought to be &
congenttal syphilitic, was 2 victim of the condrtion now called gergoyhem,

Thes syndrome = thought to be due to disardered lipotd metaboliem
which concervably might ghve rue to o false-posittve W R. of warnng
intenmty a weakly postive &3 m the case above recorded, or a strong
posttive es was found by the late Dr E. ff Creed m another case.  Thn
vwas the child who was case 3 1n the serles given by Ells, Sheldon and
Capon (1935) and had been dignosed by her general practironer s beang
& text book case of congenrtal syphilis with snufiles, chromc it en
hrged hver epiphymts, etc.  Creed found the W R, 200 ot strong
and 28 & result of vigorous treatroent with mereury and bismuth the W R.
s reversed (o negative a year lster  Ten months afteroards when sbe
was 4} years old, I saw the child st the Children s Hospital, Great Ormond
Btreet.  We found ber blood W R. negative but the Kahn poitive  her
cerebrospinal fluid wae quite normal,

I had previcusly 1n 1932, seen and studied with Poynton snother
petent (Minam | case 2 m the senics given by Ellis, Sheldon and Capon)
The chuld was sent to Poynton for dragnoss and particularly for the elimma
tion of congenital syphils. The Wassermann and Kahn tests were
negatrve, st were also tests for filarimis, malaria, Brucellows, and intestinal
ova and pamamites,

These investigations were carried out s the child was bomn and had
Iived for 3 years 1n British Guana.  Poynton recognired that the syndrome
cxbibited by the patient—the grotesque sppesrance, with large hesd
frontal bossing flattened nose, thick lips and hasy corneae, the hepato-

lenomegaly ments] defs and radiological changes in the bones—
Wi something very unusual and hitherto undescribed.  He told me that
on one of hn ward rounds he remarked thet the child reminded him of
the gargoyles one sees on old cathedrals. It wa Ellis, Sheldon and Capon
who subsequently gave the nome  Gargoylsm  to the syndrome.

Other cruses of wnterstroal keratits than congenrtal syphilis ere (1)
scquired syphibe m edults, in whom s occurrence 1 mare i the expen
ence of some writers (Rlauder 1951) (2) acquired syphils 1n children
which Jeams and Cooke mentlon and of which we have scen a few instances
(3) tuberculoms Is an undoubted cause of interstitial keratitis and 1t will
be recalled that Mackenne oripinally described the syphilruc varety s
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scrofulous comeitss It s often difficult and somettmes impossible to
differentnate the syphilic from the tuberculous vanety of wnterstitnal kera
tins and 1n rarc cases the condition muy be of combned actiology  Lastly
cases like the following which are dificult to interpret

R.C. was born dunng the fint morld war and & sard 0 have had snuffies
shortly after brth, At 18 monthy there was sucllng of the knees nhich ot
mhuha:}:mlauthmxghtmbeduew“bdmyuuubk”(?), At about the
same tme ¢yes became affected, for which the patrent attended Moorfields
Eye Hospital for 3 years but without marked benefis. The cyes were rarely
nflamed but there was a constant “ running of tears. At the agr of 5 he came
to Grear Oroand Street, the eyes still giving ruse 10 2 certain emount of trouble,
The firss blood test was quite negatine, but a later one (sbout 8 months ufter
wards) gave & parthl positive, which however m the Iight of subsequent tm esti
gations cxme to be regarded 1 & “false-pouitive ™ for 1o later tests during as
rany years were congstently negative. At the age of 7 the eyes becanc
definitely mflamed and our ophthaimic wrgrmrcg-udedthce-ncnum
diton a3~ a typreal clinical case of 1 K. with now = central nebule”  As, on the
strength of the partnily tve W R. the patient hud been grven 13 injections
of nco-khararvan notmithstending which an stteck of typical 1 h occurred, 1t
was sugpested that tuberculin mught be tried if and when a further attack of
IK came on. The auack duly arrrved « month lster (Oct. 1g23), tuberculin
was gn en but wrthout any obvious benefit  The following year the eyes relapeed
sgun when the tubercle complement fixation test was carricd out—with an
cnorely negative resutt.  The petient wae seen ggain as the age of 18 and more
rcccndyynlbcageof]x,nhcnhcunpnfccd wefl aod reported that his
mother and sisters were aleo 10 good heskh Il kad been lulled in 1917

The probable cxplananon 1 that the patent had a mild gy philrtic mfection
derved from the father whose own infection hsd been mitigated by treatment

(p- 297)-
The iris and cillary body

Iritn was formerly not uncommon n syphiliic infants, for Jonathan
Hutchinson reparted 23 ceses (18 10 garls, 510 boyx) in hr classrcal memorr
(1863) Vlodern authonties have not encountered the condstion so fre-
quently as Hutchinson did and we had very few cases in our senes The
exudate 1n the s may be o pronounced as to give it a yellow colour and
lead to the dignons of pseudoglioms.  We have records of tRo patents
in whom the ey had been removed w0 tnfancy of carly childhood for this
condition  In one case  pseudoghoms 1 stated to have been present
st 1o montha st 2§ years the eye became tnflamed and was remaoned.  The
patient (a gurl) developed interstiual keratitis in the remaming eye at 9,
In the second case preudogiroma was dugnoscd 1n nfancy and
the eye removed at 7§ months,  Pathologically the eye was suid to show

metmatatic retintis with vitreous heemorthages o blood teat nas
aken and the patient recerved no snusyphilitic treatment  When seen by
us 2t the age of 6} yerrs, she was early blind 1n the remuming ey¢ which
exhibited nystagmord morements  On examuining the fundus our ophthul
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mologist observed small patches of chorodo-retinitis and a swelling under
the diac the nature of which was uncertam.  After more than 3 years
trestment with argenrcals and heavy metals the gl remuned small and
underdeveloped, and was still practically blind m ber remmining eye.

The occurrence of ints 1n older children s rare.  We had not more than
6 casex ot the most, all in fermales, m which intis waa the dommant lesion
with a slight edmixture of keratita or eyclitta,  Our cases all resembled
those with typical interurtral keratitis 10 several respects.  One or more of
them arose during trestment for some other syphilitic manifestation, such
a3 Clutton s arthrins, paraxysmal hacmogiobinuna, etc. one was aso-
cuted with pharyngeal ulceration 3 complauned of deafness and m 3 of the
6 patients the tecth had erther Hutchinsonisn or Moon characterntics ot
both. Four were W R resustant  they all had negative spimal fluids 3 of
the patents hud both eyes affected, 3 only one eye.

It has already been mentioned that mflammaton of the uveal tract
urually sccompantes mterstitial kerwniss and that some suthonties regard
stusthe headquariers of the condibon,  In Spicer’s senies of cases the
cilisry body was involved 1n 48 per cent, the i in 28 per cent and the
chorod 1n 29 per cemt, these figures, ho sud, beng doubtless an under
estinate owing to the dense opactty of the affected carneae 1n some of the
patients  Keratre precrpriates and postenior synechuse furmshed the
necessary evidence.

The charold and retina

The cxaminstion of the fundus, particularly that of 1ts peripheral or
anterror part, 1n very young children i often difficult and requires patience
aud expenence occasionally it may be necessary to grve a general snaes-
thete for the purpose. Choroido-retimts which 13 almost pathogno-
mome of congenstal wyphilis, may occus even dunng the first year of life.
In 1t early stage munute spots of pigment surrounded by redduh yellow
aress, producing the so-called  salt and pepper fundus aresecen. Ina
f"olourcnntbeplgmmubmwmmtythnnwnlmpo-iblcm
Hy that the conditon observed was not an exaggeration of the normal,
Ususlly this mild type of chorotdo-retinitis responds well 1o treatment or
it remaims quiescent but 1f untreated rt may progress and end in choroidal
strophy and defective viston. It may result in blindness if sitimated newr
the mmacula or the optic duc seversl of aur patients were blind 1n one eye
from this camse.  The later stages of chorordo-rennim—the acatncal
sage—show the fundus studded to & greater or less extent with black and
white rrregular aress.  After an scutc sttack of interatitial keratrtis, areas
of recent choroido-retinttis may be seen grafted on the scars of an earlrer
Ioflammation,  Bidler Huguentn (1904) described four types of choroido-
retinins which he regarded as being more or less charscterntic, but there
were varmtons in the amount of pigmentatron mithin the types and more
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than one type mught be present in the same patient, giving rise to tran-
utlonal forms.
Theac changes in the choroid and retina may be in part due to andjor
lib;{:]cr:u:::upameq:[ by syphuitic disease of the ciliary and retinal vessels,
ting 1n & narrowing of thetr lumen and cuffing b d
p gms g by lymphocytes an

The optic nerve

Igersheimer (1927) states that optic neuntis or papiliitn was regarded
in Neumann s paedutne clnic ss being not uncommen in ayphilitic
nfants, one observer (L. Hetne) elumung to have found it in 55 out of 60
wnfants, Igersh s o gations did not confirm Hewne s find
inge. Optic neurtts may rarely occur in esrly infancy 1t usually responds
to antwyphilttic treatment, but if untrested st results 1n optic atrophy
Lestons of the optic nerve are rather more frequently observed 10 older
children than 1n 1nfants, and may present as a primary opuc strophy—with
or wmthout tabetic symptoms—or us n strophy secondary to papilirus
retrobulbar neuntes, basal mentngins or a chorodo-retinits (see p 315)
Syphthitic basal meningnus may involve the optic nerve or the visual path-
ways by the pressure of cxudste, by infiltratran end later by constriction
of the fibrous trsue.  As 1n the casc of the brain the lesrona due to syphils
of the cyc may be many and vaned, sometimes very localized at ather
umes scattered or extenarve.  They may be the result of vascular lesions,
pressure of infiltrattons or exudates toxins and degenerstive changes,
secondary to inflammatons and vascular episodes  Hence may follow
papillins with secondary optic atrophy ophthalmoplegm interna vartous
pupillary anomalies and somehmes viual field defects Vil field
defects, which are suggestive esrly signs of optic atrophy arc difficult to
assess 10 young and probably unco-operstive children.

Secondary or consccutive optic atrophy

At Jeast 13 of our pattents shoed optic atrophy of whom g have aleady
been referred to under congenital tabes.  The opuc atrophy was pnimary
m 4 tascs and secondary to e severc carly chororditss in the fifth case (sec
footnote, p 315) ‘The rematning 8 cases were regarded xs being secondary
to chorosdo-rctirutis or to optic neunitss, § of which had negative spinal
fluids.  On the other hand, five of the spinal fluids from 6 patients wnb

s [ tabes were logically posttive. It would appear therefore
—although our numbers are too small to qustify any concfunons bewng
drawn from them-—that patents with prowary optic atrophy and with
wgna or symptoms of tabes dorsalis are more tikely 10 have posstive spinal
fmids than are patients with serowdary optic atrophy and little er no
apparent involrement of the central nervous system
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A bnef sccount of our cases wth secondary optic atrophy will be of
mterest a3 exemplifying tho vaned types of congenrtal syphilis 1n winch
secondary optic atrophy may occur

to have ophic strophy consccutrve to chormdo- Her spmal fhod was
posttrve, with & weak W.R. and 10 cella per e.mm, (CS.F grade 3). (4} A lad
o{‘xﬂym‘wupﬂ:thﬂl&hﬁndlnm eye from atrophy fc optic
neurthe and chorolditls. hed LK. at yﬂnuflﬁdbutwnmtlccnbym

and when seen by ne at the age of 14/, he was unable to wt up owing o
gmcnlbypomn}:tgh;fd‘tbum;du. e were fixed, so thet the h‘ld

w8 thought to At Moorfields Eye Hospital secondary optic
in both eyes had been recorded. maWR‘nmtypudﬂmu:cEP{
noamal, desprte the fact that the patient wxs defectree.  After §
of sulfarsenol (65 G ) and mercury the 8.W R, negatrve, bat
mental and physical condition of the patient—

815 Thomas Farbank steting that the was bopeless 20 far 12
o1 t,h‘ were th; ’*'ﬂzrdt mang)iz
scventh patient ws seen st the clinsc at the age of 8} haymg been brought
from an town. Thuehndbannomfmn{:-n' toms suggestive of
congets! syphilm, but untll the child was o dd.mad,mmdlc‘l
were  conatantly on the move” At the hospitel the condrtson wis

when be wus to Great Ormond Btreet, the first
wnply  mental " but oo closer exsmination the wm found
to have u large head, with frontal bossing, 2 depressed to b nose, ®
convergent aquint and poor sight. The cyes were on the move.
The ophthaimol. ed  “Choroidoretinitis and possibly also
mopdcmml:bmno(pfhnuyopunmphy The C.S.F gave a strong
W R and the Lange curve waa was congential pares,
from which the boy died mn the of bn# oative town at the 2go of 103/,
5 T et ey v el
™3 BY yesrs cighth patient was hite in cram and w
and devel # left bemiplegu ot the age of 17/;; years.  The 90 .R. wwe not
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esamied Ui § roonths Wter when it was found to be positive and the patient
wa given some rrcgular antsyphilitic trestment. At 33/, he am
operstion for contracture, and 1t was only then d-ao\vcftcl’(hnm extendye
retinrtis, with dary optic a y He had been in three hos

before he was brought to Grest O, Street at the age of 7 years, when
condition was & follons There way u left hermt knee perks tncreesed
Jeft more than the nght.  No syphilitic stigmate,  ‘Teeth normal.  Patient was
mennlly defectve mmore used very bed hangusge Viten bed. His
8W R vas strongly ve the C.S.F fcas strongly s, with noymal cells and
pfmemlndon}yudﬁful‘mam"e(xuggzm). He was trem, c
alty with tryp d ph mercury and stovarsol, mith
the result that hus behrrour proved sfter was instituted 20d the
blood and spinst flind eventually reversed to tive, the blood at 12 years
2nd the spisal fluld at 11 yeara. “Nevertheless, shen bt seen ot the sge of 13}
years hs vinon was soll poor and hw mennl condinon showed fittle tmprove
ment.  He was then Jost alght of owing to the nar  Thus patient s condinon
which objectively started with a herniplegue, was undoubtedly the result of a
meningorescutar fesion mther than « parenchymuatous leswon of the brain. The
concluson w bascd on the finding of @ w posiive C8.F s contrest to
the more strongly pomtive flusd wrth the paretic Lange curve in the seventh

patrent.

The pupils

Whereas inequality of the pupils may be due to causes other than con-
gemital syphuls when it 1s present 1n a child or adolescent and especially
of 1t should be axsocated with fixation and or wregulanty of one or both
pupils, congepital syphilis 1 the most likely cause. Not infrequently
sluggsh unequal puptis may be the only objective mgn of congenital
neucosyphils. [ have come scross cases in children of school age with
uncqual pupis who were subsequently found to be suffenng from latent
neurosyphilis, yet who had recently been passed 3 normal by the
schoo! doctor  The pupillary anomalies which may be encountered are
inequehty w mre, with or without uregularity fixed pupils, not reacting
to light or to sccommodatron and, rarely true small Amgyll Robertion
puptls (n cases of congenital tabes dorsalin. 1 huve seen patients m whom
the relative sue of the pupils has vaned a¢ onc examination the left
pupul has been larger (or srmaller) than the nght while on a subsequent
occanton  perhaps 8 month or two later the reverse condivon has been
noted Internal ophthalmoplegia 1 not uncommon and it 1s usually
bilateral  Occssonally n widely-dilated fixed pupt! may be assocrated with
blindness of that eye—amblyopra from want of use chorowde-retinitis
affecting the maculs, or other cause.

Pupillary omelics may be an carly indrcavion of cerchrospmal syphiis
or they may be the result of former actiaty  The dragnouss betn cen thee
condions which 1 of considerable progrostic importance can be deter
mmed by examining the spinal flurd st two or three § monthfy intenaly,
with interveming courses of treatment.
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Stratnsmus.

A squint may ocaitr 1n & conmdershie proportion of panents with con
gemtal syphilts, but probably only w few of them are due to the disense
steelf  We bad at least 35 cases of squint in our senes, the rstio of con
vergent to divergent brang a8 4 t0 1 One patient was found to have
defiaent action of the external rectus muscle of both eyer—probably of
central orsgin—but he had po squint,  Of cor 39 pstents with strabusous
whose CSF was examined 18 fud 2 pormal 11 & pathologienl fnd.
Of the latter ¢ had » pomtrye W R, while the other 2 gave # negative W R.
but had incressed cell count and protewn contert  ft 13 noteworthy that
whereas the sexes were almost equally sffected by squint, 17 males and 13
females, of the 11 wnith positive spinal fluids no fevrer than 10 were fanates.
The {ncrdence of interstihal kerstins and lesmons of the fundus were also
noted.  Ten of the 35 pattents had interstitial keranitls, 7 hefore and 3
sfier the dppearance of the squint but 1n this connection 1t must be stated
that few of the patents could be followed up to adult age. Many had
already defantted before the outbreak of the second world war hence the
madence of keratitrs may hare been hrgher than the above figures indicare
Ten of the 35 steabmus panents had fundus changes chorodita,
chorordo-retnitrs or pale or strophuc dcs 2 of thess panenns suffered
from 1aterstital kerstitn,  One patient, & congenitallp-syphilitic mother
sged 45 yean, suffered from ptoss as well 51 v drvergent strabramus.
Several pxtients also had nystagmus.  The presence of w squint in a child,

pecally of d with e dation or other pupillary anomaly
should serve o5 2 signpost to a thorough nveshgation of the patient for
congenital syphilis  In the veries of 35 cases of squint above mentoned
1 were dugnoed by iy g the of the squint which led
to the ducovery of a rell tale disseminaied chorodits,

Nystagmus

We had ot least 19 patients in our semes who showed nystagmus.  Nine
of them were under 2 years of age 2 between 2 and 3 years 7 between the
ages of 6 and 11 years end one & congemtal mather whom we saw once
oaly &t 19 years of sge. The movements were vanously desenibed 1o the
cawc-histories of our patients a1 osciflatory  cowse verbeal  marked
AYstigmus to the night or left and  wide nystagmosd movements on
tempung to fix.  In one caae nystagmus was more marked n one eye
than 10 the ather and in ancther of our cuses only the left eyc was affected.
n 3 patcats the funds were not abnormal and the ayagmus wa teoc-
ated with neurosyphilis, for one casc had & relspaing W R m the corebro-
smoa! fhind s sccond had dightly increased cells and protein in the spinal
fBud while the durd clild the son of & congenitally-syphiline mother
had & negative blood and spinal flud bart an ssymmetncsl head end post
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mortem (at 9 months) an internal hydrocephalus. In the 2 cases which
surmived the nystagmus duappeared 1n one patent 1n 6 months after 2
munuoiwlfumol,mdmthcathcrpmmtlu15monthllﬁcr5ooumcl
of sulphostab and 1 course of bumuth myections, Several of our ceses
showed ophthalmoscopic evidence of diffuse choroidits or chormdo-
retimns xnd in these the exarmnation of the cerebrospinal fluid uually
gave negative results,. Three exceptions to thus general statement
pauents who had strongly posrtive cercbrospinal fiuds, were (1) a child
of 24 years who was a hopeless ament (2) a gurl of 2/, years with prmary
optic atrophy and congenital tabes and (3) s boy of 8} years who died at
the age of 10%/}; years of congenital G P 1
The details of a few of our most interesting cases sre as follows

(1) A gl of 8 months had an " n which was found to be
dmm-dkﬂ'wchocudo—mmﬂthmumﬂxdv A genersl

snsesthetre ry txamninanon

\\R.nnmmrglypnnmmdwbhodmdmnﬂﬂuldmdbeamcmg:ﬂw
mthclnmmmmdnlﬁux n of bisaxyl. At the age of 18 months
the n; 8.\ R. became pegative In 23/, yan.
(a) A wnteennsmoﬂths,uhmthemothermpluncdth:t&dﬂd
“ roll h;ra?u. On exsnunation the patient Ras found to hate o somen hat
enlarged -rrrdaln?agmm wmth no fundus The B.W Roum
strongly poutrve, the CSF negative.  After 2 courses of sulfarzenal injections
with mercury fodide by mouth the n dissppeared at the age of 11
monthe.  Subsequently however st age of 20 months, the cercbrosmns!
fluid became positry ¢ (after having been negatrve and norrnal in all reapects when
1t vas first exxmuned at the age of § months).  After 2o wjections of bamuth
metal (10 mL) the epmal flusd was found to have become normat m all reapects
at the age of 24/;; years, but the blood was sufl strongly posuve. At the sge of

4 the CSF agam snd the child was treated with T.AB. veccine
%nﬂo‘“tdbymlhn:,n vans aere too difficult to coatinue the intravenous
T.A.B mpctans,  After further sulfarsenol 1n the blood apd epinal

flud beeame permanently negative at § yeers, palent w s séen repestedly
untif she was 12 yeans when ahe appeared to be s well-developed, healthy
girl  Itw of interest @ relate chat the patent s mother was herself a congenital
ayphiline, ker father having died of genenal paralysms.  (3) A thurd mfant had
nystagmus at 8 monthe essociated with spesmus nutans. The spinal flud
was figt cxamined st the time but st the age of 4%;; year after & full course
af with ph nndmzrmryiajt?c thcbk::)imdhlpmd
flusd were both scrabogically neganve. At the #go of 7 yexrn rght eye
shoned maculir retmitns.  (4) A foorth g case was of \’
witerest. A male infant s seen at the axo of 1§ moaths, s he was thought o
be mentally defiaent. M-ulhhwryo!mlbotmnmmmdhmxgq
and the patient » & bom 1 Jamuary 1g2e.  He bad enufii lmbx;flrrl,,
bandlzr:vumrrcmdo(mybloodwﬂoroflnmy'phﬂmcunm! himaetf
orhnmother  On exarnation be wad found to have 8 beg head and the 3.\ R
wi strongly posiuve  He wey treated with nco-srsphenzmune (neo~kharmsan)
and mercury iodide and after 4 courses the & W R. beeame pegaure at 1} years
and gie 13 nqm‘crmdumﬂdnmmh:d:ﬂ IL‘I:’IU )fﬁ‘:
Derpree meq“R‘m.bymrﬂ‘P‘mmhxh.fornThemo{:-nd
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qunn;imbebdmumkbu.mththtuf‘hxchhehmdmhnpmd
and faeces. At years, when the maother reported u * grest mmprovement ™
hduchﬂd‘smndi&m,nbemndt}m)d; eyes seemed to rrmaie.” - No sersows
mhcemhkmuflbeeyﬂﬁnlhcbuymnurlys.wbmnmrqnﬂedby
:;:g\ud'mhe ﬁnvntd,mdmbﬁmhdnﬂtrkﬂ:mmd\cﬁgkt. I\m

sxcertsined that there were
mmmmminhﬁmum -ﬁ.L
Large white swelling ia the meculer region. white s elhng with
“pqmmmydmrbmcr_ 1 gliom. Numhxvinnnm\mbeimnfcnd
with”  Four months fater the maculsr lemon was notrd = belog quiescen
Two hmvinmwuthnntbcmmdﬁmpmmtwmm&ngl
m; achool. At the u!u}thchdmmlaﬂn.'ltnlbcoph!hd
w-tdﬂpru-m(lgz) chummdmglmyupm:d\od
1l the age of 14, when he was loat
In support of our cbeervations that nystagmus may improve and even
diappear under antisyphufite treatment, 1t may be mentioned that Hoch-
singer Igersbeimer and others have recorded mmilar observations, whach

appear to show that nystagraus may be luetrc 1n angin.  Igenbemer
states, however that there = at present (1951) no anatomcsl proof of th
sssumption,

Byphilis and blindnesa

As long 2go m 1863 Hutchmeon had observed and described the occur
rence of blindness in patlents suffenng from congenttal syphidis. He
related the caac of & young womnan of 18 who had been blind m the left
eye all her Lfe, which he says may have been the result of an attack of 1t
or chorouditng i mfancy  Five other cases be described, ranging 1o age
from 5 to 24 years, which all showed endence of optic strophy

In the carly years of this cemtury seversl Continental authorities,
smomg them Widmark, Igersheimer and Velhagen, found that § to 14 per
cent of the youthful inmates of iwtrutions for the blmd were tatally or
““ﬂymﬂuw@mngcnlultyphﬂn(qumcdfmlguthamcr np7)
Bkh)lerm(up)) 10 an operung paper on the discusson

Cases and Prevention of Blindness, m\edthnlyph!luwuuneufdx
greateat camses of bhndnes. Bir Arnold Lawson (1932), n the Finat

Report of the Departnental Commutice an The Causes and Prevention of
Blindness, stated that sypluls was responsible for not lems tham 10 0 15
per cent of all blindness then exnting in this country and thst the true
figures were probably bugher

mmmrecmtoburwﬁomofhlmh;lhnd%hm&mhnd(xw)

1nd of Sarsby (1945) ahow that although ! eyphalis 1
hlt‘nmnthnfmmzﬁywuuauuxu(blmdncnmdﬂdrm-nd
Young people, it atill caused 47 per cent of the blindness found moong 24
millions of persons lrving 1n Glxagow and 1n 8 W Scotiand.  More than
mJ\aquth:xsza:au{blmdnmdue(ucmgumﬂqp&u]nmdm

24
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to mtersutal keratite, the remainder being attributed to choroidrtis (26)
mndo-cyelris (23) optic atrophy (13) and choroido-rennstis (8). The
regrettable finding stressed hy the suthors was that the mean age at onset
10 the congenital syphilia cases was 14 years, whereas the mean age at which
blindness supervened was 243 yeans, & period of 10} years dunng which
treatment mght have been grven to ward off the blindness.  This parallels
the author s expenence from the records of the Royal School for the Blind
in London and Leatherhead, and the absence of treatment 13 the more
deplorable since energetic treatment grven betimes would undoubtedly
forestall other late manifestations of congenital syphils such s deafness
and neurosyphils  Soraby s estmate of the blindnems in the Brinsh Isles
due to congenital syphilis was 53 per cent, and he found that there had
been s consderable reduction from thus cause, though not so great a
reduction a3 there had been from ophthalmls neonstorum, which was
from 30 per cent in 1922 to 1o per cent in 1944,

In the US.A. the cauves and prevention of blindness have received
greater attention than they have in this country The Summer 1950
volume of the Sight Savmy Retrer contains seven! mnteresting articles
which were abstracted in the November 1950 number of the Jmras! of
1 ensreal Disease Informatsom. One article by Edrth herby stated that
duning the 13 year penod 1936-1948 syphilis had decreased by 50 per
cent among the causes of blindness in the records of residential schoots
and aty school systems all over the U S.AA.  Another article by Klauder
and Meyer made an appeal to all concerned wath the welfare of the blind
to take more interest 1n syphilis a3 a systemic desesse 1n fts public health
aspects, 1ts treatment and 1n the early disgnosts of optic nerve smolvement
Another paper by Anne Geddes stressed the importance of the following
procedures 1 attempts st reduaing the inadence of blindness due to
syphilis (1) incressing emphasis on the newer types of therapy (2) pre
mantal blood tests (3) blood tests in early pregnancy and (4) mass

serologres

That particular saue of the Sight-Sarieg Revtew also stated that under
WHO and UNICEF supported programmes 1n scven European
countries against syphilis and gonorrhoes, and i similar programmes to
be carmed out 1n 1950 for seversl countries in the Eastern Medaerranean
SE.AmmdthcAmcnc::,cy:infncﬂmufmnthaedua:uwouldbt
treated 1n infants and children,  Stress would be lad on serological snd
chaical exammation of pregnant mothers.

Betwren the years 1932 and 1939 we treated at our clinic 13 patients from
the Blind School in London 3 males and 1o females. In addition to
these, ut least 20 of our other congenital syphilis patients were bhind m
one or both eyes (8 male, 12 female). Three of theae were #t the me or
leter became, congenstal fathers and 5 were congemiml mothers, The
cuse of the blindness was vanously stated to be drffuse charosdntis or
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other jemon affecting the maculs, interstitul keratits  optec atrophy
menngitis, 8 fir, and  following mﬁnuleghuccrna. Optic atrophy
fas oo hatherto d to be 3o freq; 1 cause of blmd n tha
cmnn'yumtth.B.A. Posnbly further observations on thu pownt by
Brituh ophthalmologets, together wth a wider application of the W R
may show that, whatever may have been the case i the past, optic strophy
is & more frequent cause of blindness 1n this coumtry than was formerdy
bdmedmbethecnc.

tmes the patlent s of the fact when he or the 15 discovered
10 be blind In one ¢ye one of our cases v dscovered acodentally on
routine school exsmination In many Instences, those due

mopaired and may eventually be entirely lost.  On the other hand, two of
our Blind Bchool patients mmproved to such & degree under sntisyphilitic
treatment that they could no fonger be allowed 10 remain mmates of the
schoal,

Whatever the incidence of blindness due to syphilis may heve been i
the past, there is no doubt that of late years the number of syphilis-bhnded
persons has fallen considerably in this, m I sevenal other countries
Nerertheless there arc atill seversl thousands of thewe unfortunste mdi
wndmb in tht country alone and in countnes where facihties for the
diaghoss, prophylams and trestment of coogenital syphilis are lem
readily avilable, the numbers of syphiline blind must be tragacally and
unnecesearily fugh.
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AFFFCTIONS OF THE EARS

The ear 1s frequently affected by congenutal syphils and since the foetus
suffers from a g Lired trep ] infe the sudrtory apparstus
may be attecked at quite an carly stege of development.  As & result
syphulitic 1nfants may be deaf from birth and i consequence suffer from
deaf mutsm.  Jonathan Hutclhumson was the first to draw antenton to
the duscases of the eye and car which are met with 1n congenital syphii
and recorded the inadence of 23 patients with deafness smongst hn 102
cases of interstitial keratits.  Among his deaf patents were 17 who had
otorthoca and 6 who beame deaf without any previous lustory of ear
disease and he observed that sometimes the patnent became deaf ven
rapdly  He believed the deafness was due to disexse of the suditory
nerves of of theur dutribution in the isbynnth and hkened the deafness
to blindness from optic strophy

Mayer and Fraser (1936) wrote on the changes found in the internal ear
n cases of congemital syphilis and desenbed smilary gummata in the
endosteu of the labyninth and changes in the spinal gangion and the
organ of Corti Retchie Rodgger has made a specral study of sural ayphils
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m this country snd his papers (1937 1939 and 1945) are based upon 500
cases of syphil, which mcluded 131 patients wnth congemtal syphilis of
these 59 were deaf to 2 greater or less degree.  He pownts out that there are
twa maun types, the exrly and the Iate (the précoce and the tardree of French
wrthors) and that the early type includes two varcnes, (1) menmgo-
seurits snd s labyrmthits d with syphilittc basal
menmngits, and (3) oto-labyninthitis, the effects of which sre coafined
mamly to the labyrninth and the mxddls ear  The late type s mainly a
labynnthits and occurs generally about the age of g years usually succeed

ng keratfty,

Whether the deafness of congenital syphilis comes on early or late has
1 very important beanng upon speech, becxuse 1if 1t affects the child before
he or she has learnt to speak deaf mutm n almost certan to follow
wheress in the later cxses when the child has already spoken the power of
speech will be muntuned

There has been conmdenable difference of opinton amongst sutbonnes
15 to the refsbon of syphilis to deaf mutam, but from the investigations
of Beck, Ramadier and Rodger the proportion of syphilis smongst deaf
nmrtes sppears to be about 25 per cent. Qur ovn cases furmuh very few
instances of deaf muatwm, doubtless awing to the fact that such chuldren
:{mldwoh-b&ybeukmducuw-pcmlxhoohmdmuforthutypc

With regard to the aetivlogy of scvere deafness 1n children, memngits
ond particulardy g \! imgnis p! an gop paut, m
shown by eevenst recent surveys (Macleod Yeanley (1934-35) end otbers
mentoned by Gake {1944))  Gale found that the madence of congeratal
syphils a3 & cumse of severe desfnens m children vaned from o-05 per
Contin American survevs to 4 § per cent in London surveys  These wade
varations m the different surveys suggest that the condinons of investigs-
tion or the manner in which the 1vestiganons were carned out were not
really comparable

\acleod Yearley m an susbysss of over 4,000 cases of echrestionat
dexfress studied dunng 25 years (19071931 ), formd b-14 per cent dut to
congerutal syphiln, 187 cases m all comprmng 66 boys and 121 gls
The age of onmet of deafness in congerumal syphibs vened from 3 to 50
Jears the maamom bang berseen 6 and 14 yran, The degree of deaf
e xmang syphilitic chuldren he found to be usually very scrous and the
conditron not to be ble to yphilitic trea Yearsley noted
that eye compliations (interstinad kerantis (177}, it (3p), choroding
nd chormdo-retimtia (5) and 2 few wolated other lesiona—optic srophy
(2), polar cxtaruct, postenor staphyloms, cychus and indocyclms (1 each))
wok first place and wnully preceded deafnes closely  He found how
wer @ owe also did tha there was o vpmdenable ime lag between the
deafncas and the eve trouble and in 12 § per cent of the caaes the batter
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came on after the deafness.  Hn eloquent plex on behalf of deaf chuldren
with specul reference to the prevention of deafness and to the mstitution
ofthcwryeduanonofdclfchﬂd.rmm!peml deaf achools  (from the
lgeofz}mgyclnimte:do{5ycnn,uklherulcmthhcountry)hn
not yet been sufficiently heeded by responsible suthonities or by the legnls
ture.  Mums Edith Whetnall (1952) 1 of the opinion that a partmlly-deaf
child should stast trunuing 23 soon as the mother suspects or dicovers
deafness, cven at the age of 6 or g months. Thus traning she says must
be grven connnuously by the parents at home under the supervision of a
trained tescher of the deaf By 3 years the favoursble persod is over
and if trmning s not started until then, the child will stand brtle chance of
ever scquinng fluent speech.

The pathology of deafnoss due to congenital syphilis

Observations seem to show that syphiliic basal meningats may be
d mth og: nitse affecting the exghth nerve, At the same

tume the internal ear mxy be affected by the speafic inflammation.  Of
rather more frequent occurrence 13 oto-labyninthitss, in which the middle
car 13 sttacked  Sudden onset without pun or general symptoms 15 &
charactermtic feature of this cond and fonally the first ind
may be alight purulent discharge. Rodger states that such s pamless
onset may occur in tuberculous otitts medis and even 1n the more com
mon types due to pyogenic organums.  Fournier was of the opmuon that
# large proportion of all cases of bilatcral otits medu in very young chil
dren were due to ayphils, but vther suthonties, including Ramadier and
Rodger do not share this view

In syphilitic drsesse of the internal ear the treponema wath its predilec-
tion for the pertosteumn and penchondnum, probably attscks in the first
mstance the muco-penosteum of the inner wall of the middle ear  Thus
13 succeeded by defintte changes on both sides of the thin party plate of
bone, giving nse to suppurstion 1n the middle exr and to invasion of the
cochles, with destruction of the delicate nerve endings in the internal ear
The degree of involvernent of the sntermnal and middle ear 1n these caes
vanies so that at times there may be no discharge from the middle car at
all  Unfortunately for the panent, these early cases are frequently over
Jooked and the dugnosss 15 made retrospectively that there was a story of
illness usually at the age of 12-18 months snd by the time the child «
scen by the doctor the hewnng has been wretnevably lost.

The later form of deafness in congetal syphilis which v due to a
spearfic labynnthius and 1 ususlly assocated with the notched tecth and
interstitial keratrns forming the Hutehinsonzan tnad, 1s the most important
and largest group of aff of theexr s d with congenital syphilss.
In Rodger 8 series it occurred 1n 44 out of 131 cases of congenital syphilis
mdmthmumuuwmmonumbmh!hcadytypupu“%"‘h“
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‘The wge of ooset 1 genenlly between 8 and 15 years of age, but 1t may
ocrur as eatly a8 4 yoars, and in two of his cases 1t first occurred at 45 and
47 years of age resp ty andinap ! ton to the author
Rodger stated (1941) that he had records of 5 or 6 patients 1n whom the
1ner-car deafness started in the late fornes. The deafnes nearly always
fupervenss 3 or 3 years after the ketrtix.  Hutchinson found that females
were affected twice s frequently as males and Rodger s series confirmed
ths obeervation, which cthers have also done  Tmmitus 1 yery common
and the notses may precede the desfnes and peranst long after all heanng s
lowt. Vertigo s also a common symptom and occurs 1n all degrees of
sererity  As regards pathology 1t s the generally accepted view that
thrs 18 confined to the labynnth, witheut any involvement of the middle
ar or meoinges.  Ramadier and Rodger state that in 20 to jo per cent of
these cases patients were unable to hear a shout.
As regards d Ash who ined & coomderable number
of my deaf patients, found that some of them showed a tympanic mem-
brans of charactermtic colour n leaden blue instead of the normal peardy
white.  He was aleo of the opmion that the Henpebert syndrome was
not very helpful In disg although Hennebert himself Alexander and
others reported favourably upan 1. It 18 the so-cafled  fistuls symptom
without fistula,” Dunng compresuon or aspiranon of the external auds
tory mestis pahents may become giddy and devedop nystsgmus. The
symptam may be apperent to the patient himself or his friends when dunng
the process of washing and drying the face he happens to compress wr in
the outer ear when drying oat the ear with the towel. Rodger m « per
wonal commmnication to the suthor said he was not impressed by Henne
bert’s syndrome.  He used it m most of his cases for quite a long period
but he was never satuficd that he chated a definute nystagmus so be dis-
arded the test,

Deafness 1 more extreme than 1s usual in a extarrhal ar suppurative
ottt media and the degree of desf; depends to & very derubl
extent upon tho stage at which the case comes under observation Bone
conduction s pot incressed refatrvely to ar conduction s 1t 18 mn otitis
media mdeed 1t bs g8 2 rule largely lost except for the low frequencres.
Tmnlnnllmmmtoduuug\mhthemndxﬂantmmonmmcdu,for
young pahents do not often complam of nomes in the ear  The vestibular
2pparatus a3 well s the cochlen 18 almost 1vanahly affected and although
dtchﬂdnnymhlvemmplnnedofglddinm,atberthm:ghhﬂing
fm'mnorthmughhxvmgpmdﬂtﬂemmuanmlt,theobjwm'etan
Dexrfy always indicate a complete or partal abrogation of vestibular
function.” (Rodger } Concomutant syphilitic lestons of the nmopharynx
of the scars of such lemons may occur m connection wth the lexons of
the Internal exr  Tn Rodger s 44 cases quoted above, 15 showed naso-
Pharyngeal keons or sngmats wheress 40 hed undoubted evidence of
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snterstitial keratrtis. It is advisable that the otoscopic and functiomal
tests for hearing should be carried out by an aural specialist,

Personal observations

Among our goo cases of congenital syphils about 100 suffered from
deafness and/or otorrhota.  The cases of otorrhoes cutnumber those of
muddle-ear deafness and it n problematical how many of these otorrhoea
cases were of syphilitrc ongin and how many were due to the ordinary
causes of ths condrtion.  Nasopharyngeal eatarth which m so frequent
an p of carly congenital syphils frequently leads to otor
shoca, and st 1s probable that sn otis media in » syphibitic child 1 lezs
likely than 1 & non-syphilitrc one to be amenable to the usual treatment of

the condibon and 1t may lead to subseq dexfy Ve ed
but one or two cases of the clasmcal type of syphilitic deafness 1n which
the loss of heanng comes on without any dent pain or infl

and rapudly progresses to complete deafness. Indeed, the number of
cases of deafneas 1n our serres has been conmderably lower than the estt
mates of most previous writers, which may be sscnbed 10 great messure to
the better treatment which the young congenital syphilitics have recerved
nnce the first decade of thrs century  One can affirm that very few cases
of permanent deafness arose in our patients who had recrived an adequate
course of treatment.!  The usual age of onset in our serres was from 8 to
10 years, but & few of the older cases, who would elther have had no (or
very hittle) treatment, and that with mercury started at 30 to g0 years
of age.  One of our patients, a gurl aged 8 years, previously very bright,
developed high grade deafness  suddenly  after & blow on the head
Amongst the younger children we found that inflating the ears wis some
times followed by mprovement which mught be permanent, indicanng
that the deafness was probably not syphilitic but due to middle-ear trouble.
On the other hand, 1n the syphiliic ceses 1nfl of the ear prod
po tmprovement or the improvement, if 1t does occus 19 short lrved and
the heaning detenorates.  This was found to be the case wath sevenat of
our patients.

Desfoess was not detected 1n any syphilitc chud under the age of 2
years, but one patrent seen st the age of 8} years i sa:d 10 have been deaf
from bith. Among 465 congemtally-syphiline pauents finst seen over
the sge of 2 years there nere 45 cases of deafness, 96 per cent in 43
of these, adequate date are avathable for further amlyss (sce Table 27).

In Group I deafness was usally due to catarrhal inflammation or wax
10 the ear (1 case), and not durectly sssocusted with syphilss. The se1es

to war cond tore and other ciscs
3 :?,“mnﬁaﬁ“u}ﬁﬁnaTﬁ'm wha defauited o1 from 17 of
8y areof age upward
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Tamz 27

Dexfrem in 43 Patlents with Congenkal Byphilis with the CH F Investgation In 31
b Caacy end the Relaton m Irnteratitial Kerstfth in s

Nuwber of cons 1x. CSF

Type of doafnars Kot
Mkt | Fomals | Total | Befors | Afow | loemul! Pur

L Temponery desf
cwyrh

——

o wax) s & it 2 1 1o o 1

T Méced eyphih.

toand estmrbal™} 4 10 4 v 4 L4 1 5

UL Clarscterintic

wyplohtic defoom | & 1 it 0 4 1 ° s
Totala 15 Et 3 43 0 9 F T3 1 13

xre wabout equally represented and keratit uncommon.  In Groups 1
and Y1 fermalex preponderuted end there veas & bigh incrdence of interstital
kratds C8F changes were seen 1w only one patent (the moago
mentioned on p 323} w0 that the between neurosrphilis and

seociation betvreen deafnew and neurosyphils.  Of the patients m
Group 11 7 ar one half showed marked rmprovement after antisyphilitsc
trestment, wheteas of those m Group IH only a few showed tranment
mnprovement aud when lest seen they were all very deaf  Only a few
of our patienta n thu group compluned of tinnrtus of vertigo which s
spprently st yarmnce with the experience of previous observess.

The followng hustoces plfy the temporary and permanent types
of deafness seen in congendtslly syphilite patents.

Roma A, dew ioteryutial kernting (B E.) at the of years, for
‘Mhmwwﬁmmwmﬁ&wy) mﬁe\'crq\‘]mnmh” tater

e becarne deaf and when seen at our clinse st so} years of the nght eve
vhomed comes] scerring and the keft eve i npﬁu. »
very desf ruther pale, sud the teeth ehawed onty afight Hitchaneon and Moon
fatures. The C.SF s norml, Anpl trostment was started
there was definute moprovement o the bexnng after the first course of inpections.
Afur s

;
i

cyes were rearly clear and the hewrrog bad
petent wax piven 46 wgectons (06 € neo-
amd 149 G wulfl 1) snd Hgl over & penoddt of 16 monthe.
Amfmdmmmdmmmqunm’g:maﬂy
the hearing appearcd narmmal {no speciad teosts were mmde). W R
= strongly postive when the prtent wm first scen by us at 1o} yoare of
e beeame negain 4 vears Bter At the sge of 143 sears Lumon sod I
were porrmal, but the patwent was sull ansemic,  Two and & haif years Liter  wes

|

it
E‘ir
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m}nnnedthltlbchldnmhpnnfdwhmdﬂanthetgcohb’é;yumnhm
R

she way found at #0 eyo hoapital to have a relapee of the 1) W3 Tt to
an N for further trestment but did pot attend there and her
further -3 own

dhgl/ts bmnm:&ao. brm;grgmhhrmwGr;;&gmdSumnrhc;Fg
9 w hastory o 1eg a fit at the
weeks. mhdbcmmmhumﬂ::ﬁliﬁ:bcymuémwmmﬁ
mother herself was very deaf but congenital syphilia 9as not suspected at the
uma!herfu'nhdttuhmpmfuroncwnrmmthebokwtforp-mul
syphils In those far-off days (1919). Her W R. was only weskly
positive the Kahn test wes ot dooe at that e,  Eight yesm later another
mher-ndchﬂd&mduumehnkmin}{mtumemdtbapzmmd
upon iy 1t wras mcertained that the mothers were satern. Wherem the
had -ppan—ndém}nd no infantile or lster symptoms until denfrees
occwrred (at ? age) when scen by us at about the sge of 39 or 40 sho wes
very deaf Nbeymhmshcbndmmp:mﬁtuwhnchtmdnfmmrdunng
the enymng 2 and 3 years.  Her deafness peraisted  The other mother who
3 rers than her euter had interwitia] kemmtitn when she was
about 18 and at sene time had arthnns of the knees, probably Clutton ¢
jomnts. When she first came 1o us at the age of 45 she had the typical facscs of
wmg 24) and wag rather deaf ~ Five years later her desfncss
had but 3 years afterwards, when she waa last scen in 1936, her hear
mng hed nmcwbnc‘mmrd. Whether her hearmg continued to improve or
deterrorated she was not an example of the cleesieal syphilitic deafness
which comes oo suddenly and mith tragic progress leads mpidly to complete
dexfucss, a3 1n the gird of 8} referred to previowty
Finally there are seversl importast points in relation to aural syphils
which ene would emphasize (1) The best msurance of all, inasmuch as 1t
would practically eliminate congenutal syphilis, it the detection of syphiline
mothers and therr anteayphilitic treatment a3 carly s pomsible i ther
pregnancy  (2) The next best insurance agunst syphilitc deafness =
of other lste marnufestatrons of the disease, 1 the efficent trestment of the
patient as early a3 possible.  (3) Deaf and deaf mute patients in institu
tions should recerve prompt and efficrent treatment if they are ducovered
to be syphilitrc. Thms 1 rerely of ever undertaken from the prevalent
and crroncous belief that such trestment 1 valueless. While ths may
posmbly be true in many cases as regards the deafness 1t 18 certanfy un-
Justified from the point of view of the patient s future weifare.  In default
of appropriate snusyphiliic treatment, blindness from opuc atrophy
interstitial keratrtis, choroido-retimitis and so forth may ensue and the
patient become & blind deaf mutc—a truly pitisble plight to be prevented
at all costs. (4) A number of young syphilincs suffer from menmgitis,
usmlly at from g months to 2 years of age and frequently the ilincss has
been simply called meningis  without any thought by the attendant
practoner that the condition might be syphiliic 1n ongin.  In conwe
quence no antsyphilite treatment was g en and subsequently the panent
had become uremediably deaf or blind or both W saw at keast 2 dozen

!
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such cases 1 our senes and we coneluded from our expenence that all
cmves of mequngrts and  encephalits should have & cercbrospinat fud
mﬂgmm,wh:chnbauldhdudt.wmiogxulwt
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THE ENDOCRINE GLANDS

During the pest 30 years 1t has become mcreassngly that the
Cﬂdocrmeghmdlphymxmpmumpcnmphydmlndmmmdcvdnp—
et lnm:qphﬂfncfmmdnmmmpomnhmbemfmnd
tn all the endocrine glands (Mclntosh 1gog Hoffmann 1908 and many
othens) not oty In the interstital connective tisue bt also between and
even wthin the sceretary celle. Tt 18 not surprosng to find, therefore that
the derelopment and function of these glends may be mterfered mith in
corgenital syphilitics. [he funetons of the vanous endoerine glands
sre closely 1nterrelated, so that 1t may be dfficult to determine which w
the moxt severcly affected and in some patients the clinreal festures may
disorder

hypothatamse

10 openiing & dascrsuon on the Drngrons and Trestment of Congenrtal
Syphilss,” Ser Hurnphry Rolleston (1921} fnd penticular stress upon the
probable rmportance of the endocrine glands i the malnutrition and infan
tilamn of congenital tues He posnted out that when one of the ductless
Rands was damaged the others tended o undero change also that
<hanges m the endocrine ghndnuughrlndmdirm}ym.mdm”m
Were ot necomanty svplulite i ongm
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The sex glands

Both ovary and testis in the syphilmic foctus and neonate may contamn
1 conpderable number of parasites.  In an early paper upon T palledum
MeIntosh (1909) deprcted the parasite in the ova as well ma in the inter
stitial tisue of the ovary  In the testis the treponema f to be found not
only between the cells and in the lumen of the tubules, but also between
the mflammatory cells which result from 1ts presence. Hochaminger ho
remarked that syphills of the testicle 18 much more frequently found upon
the histological investigation of syphiltic foetuses and neonates than it can
be dirgnosed cintcally in young mfants It was formerly thought that the
testis was not affected in congenital syphilis, but severa) observers towards
the end of the mineteenth century (Henoch 1889 Carpenter 18g2 Sennge
1899 and others) stated that the organ wm affected 1n & conmderble
proportion of cases.  Carpenter informs us that Sennge from s study
of 164 casea, came to the conclusion that syphilitic orchitn might arrest
the descent of the tesucle and be concerned n infantilum, He found,
too that hiydrocele occurred 1n 25 per cent of syphilmic testes, confirming
Carpenter s earlrer observations upon the subyect.  Anent syphilrtic
orchitis, Carpenter stated (19o1) that the usual anatomrcal sources gne
practically no information about the healthy testes of infants, and without
such informaton rt was mpossible to make & dugnoss 1n some cases.
From hus own observations he found that  the testes vary greatly i sae
in some children they may be no larger than lemon pips, whilst in others
they are the sxe of harel nuts.  Little growth takes place m them untl the
age of puberty Between these extremes the vanstions are numer
ous. In 1892 he recorded 18 cases of syphiliuc orchrus by 1907
he had met with 75 cases of departure from the normal in varying degree.
Sull observed orchitis 1n 5 of b 64 male syphilincs (79 per cent) 10 3
of them st the agre of 12 weeks, in 1 st 4 monthsandin 1 at ramonths  In
none of Still s cases was hydrocele a complication of the orchitrs.

It s posssble that the condrtion had been becoming less than st
was formerly for 1t 18 not often referred to by modern suthors &5 & note-
worthy manifeststron of congenttal lues.  On the other hand 1t may be
overlooked owng to the normal vanations in sme of the testicle stremsed
by Carpenter particularly of unsccompanied by hydroceke.  Syphilitc
orchitis may o affect the epidrdymes, and 1t 1 generully held that an
enlarged tests 1n an infant below the age of 4 or 5 months 1 strongly
suggestive of congerutal syphils  Very rarely there may be a gumma
the teatzs Dentuc and Pakula record a case in which one was present at
irth. We did not encounter an mfantile gumma of the teats, and saw
only ome case of gumma of the scrotum and testicle—in 2 boy #ged 10—
10 quc sencs of 436 male cases of congenital syphilu.

Our expenence of mfanule syphilitc orchitos was that the curdition
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wa not neardy 50 common s Carpenter had obeerved 1t to be for we have
recocds of but 4 cases of architls end 6 of hydrocele, 2 of the latter being
diagnised o ? orchutis by the surgeon who saw them. Our 10 cases
occurred amonmg 220 syphilitic boys under 1 year (4 5 per cent)  Of the
10 cxsey, 5 were bulaternl, 1 affected only the right tests and 1n the reman
10g 4 there 18 no record as to whether one or both organs were affected.
Oue of our cases of orchitts which came to rutopsy showed conmderable
overgrowth of fibrous tmeue (see Fig go), as s often the case with the
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Fio g0 Byphilrha archriie In a 3 The spermanc
tobules are and reduced m number
of the taue whach 1 inflltrated by plssma cells and
hymphocytes (112}

*ectttory organs. In the event of the panents survival such fibrows
""-Mpmbabiymﬂtmltmphyc{thewcrcﬁngcdh

Menzinger (1928) statca that orchitis m congenrtal syphilis w clinically
::“Wﬁﬁqucnﬂydum\gtheﬁnlyurnfhfe. It 1s usually bilateral
873, yet not infrequently umlaternl.

Mlﬂtbedmndonmumgmhxlqphﬂnlboverefmvdm Sir Fredenck
oﬂﬂ-ltcdt}ntmcl’cuofjuvmi}egmcnlparllyln.mvdnr.hmcnul,
lf’brnmllndlﬂ\nldevdopmmtmmnﬂyvﬁymrd:d,th:mu
*Quently had the hutological appearances of the organs at birth, except
that the interstinal cells of Leydig were absent,  Mott essumed that therr

w1 related to the ahaence of the secondary sexual charactere,
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and to the infantil, He also suggeated that treg ! tovins mught
depress the vital energy of the testes in cases of congenrel svphile. Ve
noted that in scveral of our cases puberty veus delayed, the genrtalia being
nfantile 1n character until 13 or 14 years of age, and it was not until 16 or
17 years that normal development and growth of pubic hair took place.
The tests (or ovary) 1s not the only organ concerned tn mfantilsm in

syphils, Infantilism is almost certanly & plunglandukr
condition, the piturtary and posmbly the thvmus and other endocrine
glands, as well as the hypothalamus, beng concerned in its causation
Many observers have described cases of infantilism among juvenile paretics
and noted that the infantilsm was general as well & bemng gemtal,

It 13 recommended that the testes should be carefully palpated 1n all
cases of congenital syphils m boys, since if they are obviously enlarged,
prompt antwyphilitic treatment may lead to resotution of the orchitls,
onth probable benefit to the patient s phyncal development and subsequent
fertily

In the casc of the ovary few if any recorded obeervatrons have been
made upon structural changes due to T palisdum It may be presumed
that the cffects of the treponems upon the ovary are smmilar to those seen in
the testra, and that growth and development may be retarded  In some
af our cases menstrustton was delayed in its onset and rrregular once it
bad started. Thess symp were frequently { with under
development of the external and internsl sex organs.  Congemitally
syphilic girls may reman underdeveloped mentslly phyncally and
sexually but admuttedly it is impossible to sy that the conditron o due
solely to the Iack of ovanan hormones.  The hypothalamus, the pitustary
and other endocrine glands no doubt play & part in this type of nfantiham

The ovary 1s not always severely affected in congenrtal syphulis, for many

congenrtal  moothers are able to bear and rear chiddren. On severa)
occanions, & opportunuty offered, we examuncd the ovary (or testis) for the
presence of the treponems, but ne rarely succeeded n recognmmng it in
stuned preparations,  Thrs indecd s not surprising and 1 no evidence
that the parssite may not heve been present mn the organ previously for
the panents had usunlly recaved treponemicidal treatment before death
Thus doubtless led to the dimnsegration of the parasites or poasbly 1o ther

haetal form.

€ mto a p

The thyroid and parathyroids
Tberhymddounouppanobcmofxm-ﬁmcdnmdthemhn
ghands, but the changes produced by the treponema arc fundamentatly
smilar  Hutinel states that the cells ining the acim may undergo necroad
and be shed into the lumen of the sam together with red and white
blood corpuscles. ater fibrosis takes place, with the resuls that the gland
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becomes paker m appearance and firmer m conustency  Perrando quoted
by Laud (1945) described changes in foetal syphilric thyrords, which he
regarded s being dognostic small round-celled Infiltration  endarterits
obliteram, diminished collosd, arrested development and glandular en-
hrgement owing to increased interstital connectrve tresue.  In later stages
fibross and induration of the gland occur  Menninger {1929) wntmg
upon the thyroud 1n congemutal syphilss, revicwed the Literature and added
4emesof hwowm.  In 3 of these, 2 mfunts and 1 a mentally retarded boy
of g, there was 1o clinleal endence of thyrold dysfunction, but at sutopey
interstitul fibrosts was found in the thyrmd s well 53 m other endocrme
ghnds.  Hu fourth case was n mentally retarded gurl of 17 with congeutal
syphilis (Hutchinsoman teeth and interstrtual keratrtus) and clmical hypo-
thyrotdm,  Her W R. was negative, but she improved on arsphena
mme trestment,

Gummata of the thyroid have been recorded but they are dutinctly
rare. Laird (145) described a case In a congenital syphilinc patrent of
42, ho bad noticed & pamless swelling of the neck for 1z months, In
#dditon, the patient complained of increaung difficulty 1 swrallowng
sohid food and of undue breathlessness on exertion  The tentstive dug
bots waa 8 branchnl cyst and a routine W R. gave a poutrve result.
Under cautrous adminustration of sodsum 1odide and bismuth oxychlonde,
together with small doses of maphamde, an excellent therapeutic resp
¥ obtaned. The patient’s general physical and mentsl moprovement
w38 marked and the eyebrowy, which had been thinning 1n the outer parts
reverted tonormal. - A somewhat similer case of our o b been referred
to0np 135. A g, aged 10} years attended Mr George Waughs
dm’coﬂlccmmtufl:wcﬂmgmthefmnofhuncch The surgical
dﬂ!mnmuthcrlgumaornbnnchnlcyn.bmnpnnfmmmpw
ton there were no mgns or symptoms to suggest that there was any
‘fﬂtued'tbcthyrmd. A therapeutic test showed 1t to be a gumma.

We encountered only one patient with exophthalmic gostre 1n our senes
of congenrtal syphilitis  His hastory was #s follows

Lehie W, bom In 5924, a0 the mother having bad no previcin
of the ng::ohhim}yg?nngminthepnmbefonchcwxh

but the mother A“b.ldd:rcmudlm:;ulduln

wth At 7} years be suffered from 1 K. (both eyes) for which ho was rested

sabilaran st an cye howpital Anbequsu/l,g:nhe
Viended Dr Paterson s OF Clicuc at the Children s H when his teeth
7 Fouand to be ty Heutchinsontan snd Mooo, the W R moderately strong
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and 10} symptomatic treatment with bromde wes given for the thyrod, B
Lbe?cofu}dmrﬂnlﬁicdhukn‘idmmofthysmdomlcdn{ymmdm{
glan, wubecmvd.ni‘:uﬂ:r At 12 years the WR. nas negative folloming
a further course of Yyl (30 mL), and when kit scen at the age of 144 he
was a well-developed, hd.

Although tm this patient mild traneent thyrotaxicoms complicated con-
genrtal syphilts, 1t cannot be claimed that the thyrod condition was due
to syphilis.  Of our 465 paticnts with congenital syphulis over the age of 2
years, this was the only case of 1ts kind and the association of the two
disezses must be conmdered to have been fortustous.

Hypothyroidism

It 15 anserted that congenital syphilis patients often suffer from hypo-
thyroudism (Hutinel and other French wnters Gordon and others)
and scting upon thes assumption we supplemented the anthpecific treat
ment of some of our patients with thyrold medwcation, but our data do
not permut s to ssscas the value, if any of the additronal thyrord therapy
Faaliies were not avatlable at that time for ascertaning the basal mets-
bolic mte which would have enabled us to carry out our observations more
sacntifically

The parathyroids may be affected by congenstal syphilis, together with
the thyrotd colkections of lymphocytes and plesma cclls and incresse of
cofinective tissue muay be seen, with occamonal haemorthages.  Hutined
and other French authors mantain that syphilas of the parxthyrod glands
may grie £i3c to tetxny  As these glands are inumately concerned with
the regulation of the amount of blood calcium and s distnbution to the
tissue, 1t has been suggested by A. T Prits and others that the parathyrosds
may have an cffect upon the development and calafication of the teeth

The thymus, 1n eddition to having & lymphoid structure, 18 possibly an
endocnne gland which functions duning the carly years of Iife  Lattle
18 known about its action but 1t eppears to exert a markedly stimulating
effect upon the growth of young animals. Dubos, in 1850 desenbed
minute abscesses 1n sections of the gland and Henoch has stated that he
found such abacesses on two occasons.  These may have been fortuitous,
for dunng the past 5o years there has been no record of such abscesses
having been present, and it should be ponted out that abscess formavon
1s not uncommon 1n congental syphilie infants, and this mught qurte as
well occur m the thymus a3 10 any other part of the body

The adrenals

The predilection of the treponema for the adrenals s stated to be second
only to that for the liver and 1n sectrons the parasites may be found
enormous numbern.  In Mewns s matenal referred to on p. 173 the
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were found entarged and discssed in 19 per cent of the cmsen.
Histologreal changes 1n these glands were first reported by Von Biren
{1864) and hu fihiogs were confirmed by Parret, Henoch and
Macroscoplesity the glands are enlarged, grey or whitsh in
with miliry syphilomats on the surface of in the substance later

i

11

nectrve tesue, round-cell infiltretion in the lacunar spaces, changes in the
cells and ncreare of mterstitial conmecthire taue, Functon n

sffected and, sccarding to Hutinel, the comtex 1 more «ffected than the
tedulls,  Clinically of the blood premure and ssthensc symp-
toroe (* Addwonism,” of French authors) may reult from involvement
of the sdrenats, and Hutimed 13 of the opinuon that when congenrtal syphulite
prtients snddenly take a tumn for the worse, hypofunction of the adrenals
ey be the cause.  Thrs s only s impression and e sdduces no endence
m suppart of hus opinon.  Our own hustological and pathological obserys-
tone furnuh seufficient data for a defintte opuuton on thu pont, but to
Judge from the potent action of cortisone and other denvatives of the
sdrens] cortex and medulla, tt may well be that interference wnith the
function of the edrenaly mught fumn the scales sgamst a syphiliuc wfant,

The paturtary may undoubtedly be affected 10 congenrtal syphihs in two
i (1) directly o may any gland by the sction of the treponema, xnd/or
™ presmed roxin, upan its cells, blood vemels and fine mtercellular
tmeue nd (1) indirectly = a result of besat meningitls, which 3 some
tmes met with i cases of early congenital ayphibs.  The structural
changes, celluler and vascular are smilar to those deseribed 1n connection
with ather glinds, including arees of necross miliary syphulomata and
merense of mterstitual tsswe.  Schrantt {1923), In an exambmtion of the
Ptutary giaed in 34 foetuser and necnates with proven or suspected con-
Beatal syphils, found that 16 showed histological appearances mn the
mienor bobe which were uggestive af the duesre. These he s
mred ;s varymg degrees of mierstinal inflammaton with more or bess
Cxtentrre necrons in three of the cases, oae of which showed marked caley
Bcxton, Three other cases exhibuted small areas of caleficanon but
without necrovs. These changes if severe might lead to pitutary dys-
fenction, but the actirsties of the pitartary hypathalemec axrs are 3o com
Fhﬂmhhmﬁindth\mnycuumrﬁat:tympwmsmdmmbnm
of fadividual hormones or funcbons  The ceses of this serics were seen
bﬁm'hcquqmdrq;s:udthc\mnpnneduthnﬁmcm
mdwmbknnmhummnmdmgw-dq«nnp:dhﬂbcmthe
Progress in thes branch of medscine.  Howerer certam groups of cmes
‘:’;wnhschfdlmmtdlmmgmndrypamddmewﬂlbedambcd.
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I Drabetes immpedur \\ e have seen no case of frank dubetes inupidin,
but encountered 3 cases of severe but transient polyuna poesbly of similar
ongin.

The first patient was & boy aged 12 who developed this omn afier
» fall dunng which he injured hie head, Humb:qzlnrzdyim
referred to on p 169 mnce be suffered for &
time from hepatle arrhosis,  Yii polyuns was
transient and wes no doubt due to a temporary
functronal disturbance of treumatic origin
There had probably been no basal menmgits
in thu cate, &8 the CSF had been found
quite normal at 8§ years and sgam when he
was wrarded because of the polyuna,

The second patient developed transent
polyuna xt the age of r1a¥, yeann. The
led subscquently developed juvenile peneral
paraiyms, from which he made a good recovery
(sec p 306) As there was manifest neuro-
syphilos 10 thes petient 1t 18 possible that basal
menngrtis may have temporanly affected the
hypothalamic pitustary connections,

The thurd patient w ho suffered from polyuns
began 10 do so at the age of 2}, yeun Il
case was Intercsting from many points of view
e was an illegitimate child who was brought
1 hospial by hs grandmother who later
developed & gumma of the scalp when her
U R. was found to be strongly positive  The
boy may therefore have been s cose of thind
generation syphilis, but we were unable to
induce his mother to attend the clinie, when
we could bave examuncd ber to see f she
pet ot 44 thowed any mgme of the congemtal duease

[::" H;‘ after At the age of 14 months hus lnle fingers were
m"",;{“&"’:ﬂ“‘ notced ta be curved and hus stendant
unsacerta nable Physcan thought fio face wos of  mongolan
owmy to the wa ) ype. Hu deaduous tecth were definitely
notched (see p 147} Atthesgeof 2! years,
when hu polyuna started, the hands were noticed to be enfarging and 2
pituitary lesion was thought to be the most iikely cause  TheC S F nas
normal in all respects and 6 weeks later the pauent was passing less unine
though enuress persisted for several yearns. He was backwued at schoo!
though 1t was difficult to assess how much of this was doe 1o his mental
condition. end haw much to the socual conditions under which he was
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being brought up by his grandparents, 28 they were hving in a remote
village 1n the country

II Obemty We had 6 cases of gross obesity winch were diagnosed by
their physicans as bemg due to dyspiturtanam  Details are given in
Table 28 [t will be noted that ail the patients were girls obenity devel
oped between the ages of 8 and 15 years.  Frve of the 6 pattents had an
abnormal C.9 F wnth a posrtive W R, but the fact that all the pstients
menstrusted—one at the age of ¢ years and the others between 13 and 14
—18 agamst & priwtary hypothalamic basis for the obemty It 1 notc
worthy that 4 of the patients were mentally defective and another was
blind

Tasx 28
Cangenitl Byphilitic Patients w ith Gross Obesity
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HI Infamtifum  Infantlism may be seen in children wath any chronic
deb condition, without direct mvolvement of the pituitary glend
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1t 1» not unlikely that congenital syphits may smilarly interdere with por
mal development. Howener the finding of histological evidence of piount
ary lestons 1n syphiliic foctuses and neonstes suggests that 1n some cases
there may be a more direct Infanul | with dys-
function of the gonads has slready been referred to Ve had only one
case of true mfantilem 1n our sertes, and thus was n all probability of

prtustary ongin.

N O was bomn in 1918 snuffied but had no rmb or cpiphymts 1n infancy
She normally until the xge of 6 months, after which growth nas
retarded. e mather stated dur}v:rdoctws:w the chiid 3 intramuscular
wnjectrons which are sard to bave reversed the reaction At 3 yeros she
was very small for ber age passed very pele motions and was thought to be
suffering from cocliac disease.  When we first suw her aho was 4 years old and her
W R. was strongly ponitive  After 2 courses of sulfarsencl (3§ G) her W R,
qui became e and st nas srgative untl! lagt te9ted 2t the
age of 19 yearn lJer CS.F wss norml tested #t 62/ years. \ ny
cnnﬂmbonoftb:eprpl?wn7ycm-bwcdnmhing-hmnml andan \ ny
of the skull at 15 years of sge ehoved that the preuitary foeta was pormal and the
dentiton was normal except for the absence of the lower premolers and the loner
Jeft first molar (Dr Shires).

Betveen the sges of 7 and 13 vears the child was exarnmed by 8ir Frederrck
8dll Dr Cochynengr Fren dnmlymw]:mbennt;tw?.rcurehmg
gaon bewng Dr Cockayne, who thought she mught be suffermg from
pitmtarn poesibly affecting the antenior Jobe,  She wmngiven vtrf:mghn«r;l;r
products by mouth. Armour s thyroid, hoymotone and dred priurtary but
vath duseppointmg resutes. Table 29 show s the stages m her devclopment. The

Tamsz 1%

‘The Hewht wad W eyght of a Cangenrtal-5y phutise Priwtary Dwaef ¢ Defferent Stages of
her Dy clopment

Spesitsy

patent Was meni bright and 1n fact scted in an annual pantomime for some
yan,nkmgnct}‘lﬂ”glpﬂl-hhwghn}mnudml;lax!yunold. When
-beunnnmgn)nnof-ga.be‘u}ndmgﬂmmciomm'.hnmm
hnu\gchﬂdrmbmmmnfyndcunfmmuﬂhtcrcwm ’ﬂ-:crmnofhr;
chowe was § ft. 8 m (1 727 ) n}u'lcnbebencl!lumly.;h,(xmyml-):
felt personal wnable to adiise the pavent in the matter and Proforor
Browne, the gynaecolognt, lundly comented to examine her and advise oy
ingly Ilhopnnmnndulﬂummp(mfmylukhdundugmc rois
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and that the patient had primery and probably permanent, smenorrhoes
Her genrtal ongane were those of a child and with & vagina of its then soe con
oechon would be rmpossible for an adult man.  The only suggestion ho coald
nnkebyw:yuf&u::u;?tmmgi\:e}nrlmurnuf'lymp?idl{:‘whnb:m;

might start her ovarkes working 1 ;

In addrtion to this case of infantiism there were two unusml cases b
delayed development 1n boys.

The first boy attended the Children s
Hospetal for sauffles 1o 1916 when
he wes under the care of Dr Robert
Hutchison. He sttended for a yesr
and wm doubtiess at the tme given
merenry trestment. Axv.ba-qenf7
yam he sttended Dr Cockayne's dinue

“mfmtiliem.” The
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The sccond boy was half brother to one of our congeninl syphils patients
hus mother's blood was ¥ R. posmrive and ahe had been grven no trestment
before the burth of either of the children.  He was amafl at bisth (wt. 4 b, oc
187 kg) and at ooc year he weighed only 10} ib (47 kg ). He showed no
g;mptumofawﬁmnlqphﬂnmdhushwgmﬂhm!boughtwbepmdbly

cmmlyphﬂn the mother He was given ani ifiic treatment and

varfous by bust with po dramanc At 819, Ptnf:c
wiighed 32 Ib (14 5 kg ), and hus diminutive sire bessde & normal bay of hus ago
n.::an‘rgr‘; When faat scen at the age of 163 years his weight waa 70 Ib

(31 5 kg ) and his hesght just under 5 fi. (1 §24 m.)  Pubte halr was present,
h\nthetsmmemnﬂ.thmqhm(mhuie_ 1 no evidence of hor

monal dysfunction In this crse and the slow dev t of the bay may have
been the result of a “syphilite soll” or on the other hand, 1t may have been
fortwitous.

In addrtion we encountered nearly 5o cases in which the chidren were
small and showed some degree of infantilsm, Details of these patieats
are given 10 Table 30 Of those who were noted to be small in chuldhood

TasLr 30
Forty-seven  Small  Congemally-Syphaline Parwents m Relstion to Postrve Spinal

or later st lesst one-third had posttive spimal fluids. It w, however more
likely that this 15 an mdrcation of the serrousness of theur dlness than that
1t pomts to & hypothalamic or pitustary baws for thar condition, and the
fact that 2 of them were congenrtal mothers 1s agamst any severe distur
bance of prtustary functron. It 1 of mterest to note that 4 of these paents
had parens with G P T or tabes and that 3 were children of congemitaily
syphilizc mothers.
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CHAPTER 9
THIRD-GENERATION SYPHILIS

For many years syphilologists have di 1 the question of third-genera
tron syphilis from st least two pomts of view  Firstly as to whether it
occurs at all and secondly of 1t does occur whether 1t does s0 with
suffiaent frequency to be of any practical importance.  With regard to
the first problem the majonty of observers are of the opinion that third
generation syphilis can and does occur although by a few 1ts occurrence
bas been emphatically denved. A, Fournler 1n 1891 wrote  Acquured
syphils roay be transmitted to the offspning 18 to 20 years after the
1nfection, and there 1s no valid reason why heredrtary syphils might not
be transmutted by & womsen of 18 to 20 years of sge.” He concluded by
saying that while the transmission of syphiln to the third generation 13
logreally possible, itx occurrence hud not yet been induputably demon
strated  He made the conditions of proof very stningent evidence of
syphilis m the grandparent, evid of hented syphuils in the
parent and child (that 1s, the second and third gencrations), and also evi
dence that syphilis had not been acquired by esther of the parents (second
generation)  Subsequent French authors regarded  third-generation
syphilis 23 a not infrequent occurrence, but the emdence adduced n
support of their thesrs was often unconvineing 2 number of congenutal
malformations such as cleft palste, harelp and hermus, as well a2 various
dystrophies, being regarded as evidence of a syphilitic nature even though
the 8 WR. was negative.  Finger (1900) came to the conclumon that
third-generution syphihs must be regarded as being theoretically possible,
but that there had been no indsputable endenco of 1ts occurrence.  The
conditiona which he held to be essential for its demonstration were even
more stangent than those of Fournser
While these conditsons might be considered to demonstrate
scaentifically the presence of third-generstion syphils  the maortty of
observers would agree that it scems unnecessary for example, ta require
the symptoms of syphilis n the second to occur soon after
birth, As Igersheimer and others have pointed out, the presence of inter
.um]kmumordwpfmo(dwntﬂhmnwmﬂdmmm
eypluls, such 1 rypical Hutchinsonun teeth, are in themselves 1f not
Laclutely d of congenital syphilis in the individual, at leat

T dogl

I



THIRD-GENERATION SYPHILI 383

foghly presumptrve of it It s & well known fact that the fathers of
Hg-eyphil hatd who pr bly have duced the
infection mto the family 16 muny cases ether gyre no hutory of infection
o may have & pegative Vv R. 5o that it o difficult to satafy the postu-

Ixte that syphil 1a the second g st be ot fuded
The optnion of English authonties st the turn of the century was largely
b d by that of Jonathan Hutch who i the lagt edition of bus

work Syphilu (5909) says that he s sbeolutely incredulous as to the

inh m the third g " It should be pointed ont, however
that later on in the same chapter he retreats somewhst from this positton
snd stetes that in wiew of the recent getions upon the trep and

ol 1t p in the ovary thard may be & poar

bility Tt seems therefore, that the ducovery of the treponema and of
the W R, which were made unce the previons edston of bus work had
been publubed, had led hum 1o rmodify hus strong view and spperently
be had grafted his later view upon the tore ngyd one be had previousfy
beld, wthows properly integrating them. Hutchinson s emunence 1w the
profession was so great and hus knowledge of venereal diseases 00 extennve
that Hritiah medicine acoepted his views stmost wathout question.  George
Ogilric (1897) m u long paper upon the subjeet, gave a critreal survey of
the cases, draveng attention to the mresk pomts 1n several of therm,
!nhnopmmnltwunmmmxltbn:yphﬂulhﬁuldbcdtmunnnted
0 ooe or other yrandparert a3 Fourmer demanded because w o un
doubtedly pomible to dug; f syphilis 10 2 parent by ngmx ar
symptors snd evidence of syphilis in the grandparent n of corrobortive
rather than of abeclute value, w Ogilnic remarks.  With regard to Four
sler s end Finger s second postulate, nemely that sequired syphilia n the
woond generstion muat be excluded, Ogdvie wentes It must be granted
ooce and for all that absalutely to exclude sequired syphilis 1 umposable

sense and a sound valustion of the probebls must step in where
heclute proof is smpossible. It must be remembered that these words
o Ogilvle wese wrstien before the duwovery of the treponema and of the
Wesserrann seaction, and while s pomitive reaction in the father might
b2 taken a2 evid, of acquiced wyphelie x neg: resction would have
bntle valne botause, 13 13 genenally recognized, the fathers of syphilitic
children, even with s history of a syphilme mfecuon, frequently heve »
egutve W R, Ogilvie sums up his review i the following words Ve
12 told that there m not the shghtest endence of thurd-generation trans-
whelon and, on the other band, thst there are undoubiedly cases
vhich gyphilis was thus tansnitted.  Both siatements are egually un
¥amnted. The ewdence before us fumubes v, o not with sbeolute
Frood till with reasonable probabilsty thet syphilm may descend to the
third genertion, Ruetached (1g27) 1m Jadassohn s monograph, referstox
ramber of positsie cases, but he states that hardly any of them satufy the
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condittons set down by Fournier and Finger  1f all the recorded cases are
cntically examuned, however one cannot doubt he says, that syphils
can be transmitted to the third genemtion and pomibly cyen to further
generations. Iuocwn-cnce,wcnnybd»cve.&notwmfrequmt bt 1t
canmvt always be proved i actual practice.

Amencan suthonties do not appesr to regard third generation syphils
sympathetically holding the view that practieaily nonc of the recorded
cases satisfies the Fournter and Finger postulates, Stokes writes It 1
generally conceded that a tendency to constrtutiona! infertonty appears 1n
the children of parents who have severe forms of hereditary syphilu.
Those who have inherited syphilis in mild form may if sufficiently treated,
give birth to healthy children  The Solomons say that while there is
some divergence of optuon, the genemal tendency 1 to believe that
syphilis 3 not tranermiseible beyond the second generation, from which
they infer thet a congenstally syphiliic individual is probably never con
tagious by the time the age of marmage has been reached  On the other
hand, Jeans snd Cooke (1930) say that At present we can only speculate
about the possibility of congenital syphilws in the father being transmmitted
to the third generation The probability of a woman wmith congeniml
syphilis transmitung the infection to her offspring depends almost entirely
upon the possible dunation of the disease in such # woman.  We know that
» woman with sequired syphilis can give burth to syphilitic children for 20
or mare years, and therefore there 11 no reason why the treponema should
not reman tramsmussible for so long & time in the infected offspring ”
They add  The chain of d 1 evidence panying many
of the reputed exampies 1s such a8 to proside a high degree of probability
for this type of transmusmon,

Kemp and Poole m their article on congenital neurosyphilis were of the
oprion that 2 of the 20 mothers m one of thar senes were themselves
congenutal ayphilrtres, and that the family slmost certamnly represented
third generauon syphils.  Another American writer W VM Sams in
reporting & case expresses his belief 10 the existence of the conditron
and 11 the points connected wath the dizgnoss he refers to the parentape
of the child in question which should be undoubted he fumself scems
to have been the first to stress thn pont.

In connection with third-generation syphilis a problem somctimes
ariscs a3 to whether the congental mother can be reinfected by a syphilitic
husbend or not. A number of authors have descnibed cases 1n which 1
congenital patient appeared to have acquired syphilis and tho would seem
to be undoubtedly possible. Thus aspect of infectron aas ducussed by
Tamownsky st the International Congress of \Mediane 1n Pans in 1goo
He reported cases of acquired syphilis 1n congenital patients and sug
gosted the term  syphuls binana  for the tvpe of case A number of
Amencin writers hne concerned themselves wath the question of 1m
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mumty and reanfectione o7 super infections in syphulls (Chesncy Halley
and Wasserman, Urbach and Beerman and others)

My own expenence having been mainly with congemtally-syphilitic
children snd thewr mothers, I have not had many opportumities of attesting
the posibility of super mfection 1n a congenrtally-syphilinc father or
mother My own vicw @ that if 2 congenrtal mother » untrested and
still has 2 posstrre W.R. she would not be Liable to renfechon,  If an the
other hand, ea » result of treatment, or possibly by efflux of time, her sero-
logical reactions had become negative, I conmder 1t woald be possible for
ber to scquire a second infection.  Sumilarly a congenutal father whose
serologrcal reactions were negutve, mught concetvably be susceptible to
an acqurred 1nfecton,

Personal obeervations

In 1927 in a paper read before the Medscal Society for the Study of
Veneraal Diseses 1n London, hatones were gven of § famihes with
syphihs 1n 3 generations and of 3 others in which the sequence was prob-
able or possible. In the first category were included cases 1n which
grndparent, parent (usnally the mother) and child all had s poutive W R.
also cases 1n whuch the parent (that 1, the second-generution mother) had
obvlom stigmata of congemtal syphil, such as typical Hutchinsonmn
teeth, rhagades or interstrual kerutrts, from which one concluded that
onc or both grandparents were syphilic.  On further mquiry 1n most of
these cases T was able to ehiort the fact that the grandfather had died
m & mental home of paralysts, which was subsequently confirmed to have
been general paralysis.

1 regard 1t of extreme importance when a hustory 18 taken of a patent,
wd parhicularly of s child, thet the mother should be herself cxnmined,
::qumrylumlnrflmﬂyhnmry—pumu,hm(hmlndma'—lhou]d

made,

In the second category of probable  syphilis in three generations, I
metuded cases 1n which the mother wes obviously & congerutal syphilinc
1 the child mught have had the dease m infancy but owing to an

ect history and absence of blood tests ot the time, and a negutive
W.R. when the child vas seen by me, I was umble to be certam of the
disgnoms, If the child s carly symptoms suggested that 1t might have
suffered from the desse the case was called probable wheress if the early
Fymptome were more vague 1t would be clasified as posuble A smilar
grading would apply to sullborn children.

In the 5 years following 1927 my lut of families mcressed from 8 to
16 wrth syphilis 1n three generations, from 1 to 6 m which the dsetse was
Probable 1n the third generstion and from 3 to 7 m which 1t wes possibly
Present and i sddition I had come across 3 familres In which both
parents wrere congenital syphilincs.  This lager group of cares formed
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the subject of a presidential address [ delivered before the same soctety In
1933 and the coniderable addidons which were mede dunng the 5 yeans
I had been on the look-out for such cnses would suggest that the con
dition Is not s0 rare a3 13 commonly thought If such be the case, 1t may
legitrmately be smked why other suthorities have not recorded similar
cxperiences,

There are probably several answem to this queston,  First and fore
most, T think, is the fact that fe is so strenuous to-day that we do not
allow ourselves time to do things thoroughly For example, unfess a
mather were almost blind from cormneal nebulac or had a saddle shaped
nose or rhagades which could be detected from the other end of the
comultting room, how many preduatric physicuns or surgeons would take
time to investigate such a mother and possibly fnquire into her family
hustory when 1t was her child sbout whom she had come to seck advice?
I have on many occasions seen mothers with obvous stigmata of congenital
syphilts which had been mussed, doubtless because the phymcun or sur
geon had a definite and usually too large 8 number of patients to examirre,
Secondly I had learned to detect finer dugnostic features, such as minor
degrees of malformation in the mcisors and 6-year-old molars, broadening
of the forchead with some widening of the bridge of the nose in the parent
which has prompted further inquiry into the personal and family hutory
In thes way I wes able to eliet information about earlier eye trouble in
the mother herself or 10 one or more of ber brothers and xters, sbout
her mother s obstetric history or poysibly her father s death from general
parlyss, tabes, sneuryym or beart diucase,  Thurdly there o the lack of
appreaation by chinicians that one negative blood test on mother or child
does not necessarily preclude syphilis.  Fourthly practicatly the whole of
my expenience was guned from patents of the hospital class smongst
whom scquired syphilis 1n the father formerly recerved rather inadequate
treatment, so that the chances of congenital chuldren being born were
great  Practitioners who treat syphiln i prvate doubtless get their
patients to sttend more regularly and oftener 30 that such patients are less
likely to trenamrt the discuse to theur offspnng

The conclusions whach 1 drew from my obsenvatrons recorded i 1933—
though lacking wmn sbsolute proof—were that a congenstally-syphilitic
mother who had received no or perhaps only very Little antsyphiliic
trestment mught transmit 2 scvere of flond congenutal syphils to her
child cven though her huaband were healthy  The explanation may be
that she 10 & carnier of the treponema 1n her ovanies or other pelvic organs.
On the other hand 1f she has recerved some treatment ot even if she im
proves spontancowsly she may transmut only & mild form of the discase
to her offipring or the child may be only undersired or possibly the effect

on the child may be the presence of petit mal mental retardatron ot some
other form of so-caled pars-syphilis or occult  syphils. Thusa
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pousibility which 1n my opinton sbould be borne In mund. It must aleo
be bered that » congenstally-syphilitc mather equally as well
a3 mother who has acquired the disease 1n the usual manner may bear
healthy children shternately with infected children. I made two further

in connectson with the children of congenitally-syphiliic
mothers (1) that 1n several of the families 1t was the second child who war
spparently most markedly affected and (2) that 10 severnl of the families
the affected child showed involvement of the central nervous system.
Th might take the form of a typical neurosyphils (chinical or latent)
with a positrve spinal flud, or of an atypical case such s (1) D C (p 291)
who kad a progresuve hydrocephalus with & gormal C.8F (i) LW
(p 389), who had a paretic fluid with granularity of the ventncular
ependyma, yet a negative blood W R, (iii) h.T and (iv) S8 both of
whom had relapomng cercbrospinal fluids, The former had slightly
incressed protemn and cells with negative W R, hahn Lange and globulin
tests at 33/y; years, yet a strongly postive W R. wnth alightly increased
protein, cells, Lange and globulm at 161%/;; years, and 2 normal CS F
1 years later wheress the latter i referred to 1n Table 16 case 14, and
Table 32, crse 32 (pp 276 40a) where 1t 13 seen that the C.8.F refapsed
twce before beconming negative evegtually at the age of 5 years.  Further
obserranons upon these two points are needed before we can conclude
that they are usual, and not scadental, occurrences. A congenitl father
tppears to be much less likely than s a congenrtal mother to transmst the
dusexse to his offspring and 1t 1 noteworthy #s was pomnted out 10 the
chapter on neurosyphilis, that mothers with neuresyphilis are much more
M!mmﬂm\hmumyphﬂntodmuﬁ:pnngtbmmnnmyph:m
fsthers. The Interented reader 1 referred to the author s onginal paper
for detalla of the families referred to but a few of the more interesting
families are recorded below

negauve,
*m posire, Thtcmm-ﬂmmhahldl from 8 to 17 years of
o R ey g ey ek e S bty
was negstive m 191y Degative. typreal
}?“‘dwntnhlﬂda:mcdopd‘bu\yﬁ' ahe sttended the Children #

82 00t seen by mc. Ofo{rrgmn:inun]yzchﬂdrenlurwrtd. The elder ane
months and wes treated with mercury for 4 jears,
hnn!{r:-nof-gcdme\&uumﬂ?ﬁnwmdm-p{mnfawmum
it did not become neganve until the sguof 22, Her aater who

%6 born 8 years later had no symptoma and a pegative W R. until the age of 15
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the subject of 2 presidentmal sddress 1 delrrered before the same socrety in
1933 and the connderable additions which were made during the § yeans
T had been on the look-out for such cascs would suggest that the con
dition 13 not 80 rare &3 is commonly thought. If such be the case, 1t may
legrtimately be asked why other authonittes have not recorded sumilar
expeniences.

There are probably several answers to this question,  First and fore-
most, I think, 18 the fact that lifc 13 so strenuous to—dsy that we do not
sliow ounedves tme to do things thoroughly  For example, untess s
mother were almost blind from comeal nebulte or had a saddle-shaped
nose or rhagades which could be detected from the other end of the
consnlting room, how many psedutne phynaans or surgeons would take
tume to 1nvestgate such 1 mother gnd possibly aquire into her family
hustory when 1t was her chid about whom she had come to seek adnce?
1 have on many occasions seen mothera wath obvious stigmata of congenrtal
syphilis wiich had been mussed, doubtlcss because the ph or sur
geon had a definite nd usually too large a number of patients to cxamine.
Secondly 1 had learned to detect finer diagnostic features, such as mimnor
degrees of malformation in the incisors and 6-year-old molars, broadening
af the forehead with some widening of the bridge of the nose in the parent,
which bas prompted further inquiry mto the personal and family hustory
In this way I was able to elicit informanen sbout earher eye trouble 1n
the mother herself or tn one or more of her brothers and sisters about
her mother’s obatetric hustory or possibly her father » death from genena!
paralyms, tabes aneurysm or heart disease.  Thirdly there s the lack of
apprecutron by clinicians that one neganive blood test on mother or child
does not necessanly preclude syphiles,  Fourthly practically the whole of
my expenence was guned from patients of the hospitsl class amongst
whom sequired syphilss i the father formerly recerved rather Insdequate
treatrent, so that the chances of congemital children being bom were
great. Practitioners who treat syphils in pnvate doubtlas et thar
petients to attend more regularly and oftener 20 that such patients are less
Likely to transmit the dusesse to their offspnng

The conclunons which 1 drew from my observatrons recorded 1n 1933—
though lacking 10 absolute proof—werc that a congemtally-syphilitic
mother who had recerved ne, or perbaps only very htle, antsyphiinc
treatment, mught transnut & severe or flond congenital syphis to her
child, even though ber husband were healthy The explanstion may be
that she 13 & carner of the treponermns in her ovanes or other pelnc organs.
On the other hand, 1f she bas recerved some treatment or even if she im-
proves op ly she may only a mild form of the ducsse
to her offspring or the child may be only undensmed or possibly the cffect
on the chuild mxy be the presence of peut mal, ments] retsrdation or some
other form of so-called  pars-syphulis or occult wyphls. Tha s 2
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posibility which, m my optnion should be bomne 1 mind It must also
be bered that a cong Ily-syphiltic mother equally a3 well
13 mother who has acquired the discase 1n the usual manner may bear
helthy children alternately with mfected children I made two turther
observanont 1n connection with the children of congs ly-syphuitic
mothers (l)thltlnumﬂoftbcfnmﬂxalzwuthcumndchdd“ho“u
pparently most markedly affected and (3) that 1n several of the families
the affected child showed involvement of the central nervous system
Thit might teke the form of a typrcal neurosyphilis (climeal ot latent)
with 2 positire epinal fiurd or of an atypical casc quch &2 (1) D C (p 291),
2ho hud 2 progresuve hydrocephalus with & mormal CSF () LW
{p. 289), who had a paretic fluid with granulartty of the ventricular
epeadyma, yet a neganive blood W R. (i) BT and (v} 35 both of
whom hed relaparng corebrospinal fhuds. The former had shightly
Increased protein and cella with negetire W R. Kahn, Lange and globuln
teats at 35/;; yeurs, yet & atrongly postve W R with ahightly incressed
pooten, cells, Lange and globulin st 1019y years and 2 nonmal CSF
2ytars lster whereas the latter 1 referred to m Table 16 case 14, and
Table 33 cse 32 (pp 276 402), whers it 16 seen that the C S F relapsed
e before becommg negative eventuslly st the age of 5 years. Further

ohtcrratrons upon these two poute are needed before we can conclude
that they are usual and not scadentsl occurrences. A congental fatber
'PPﬂnmbemnc.hIculihdythmunwu(ﬂutxlmathrtuwtmnthc
dixcmse to hus offspring, and 1t w poteworthy =1 was pointed out 1n the
dhp‘“mnﬂlrmyphﬂﬂ,thﬂmotbenmthnmyphﬂhmmuchmm
Kkely to transmut neurosyphilis to their offspring than #re seuroeyphilie
fxhers. The mterested reader 13 referred to the author s onginal paper
for detafls of the famihies referred to, but a few of the more itercsting
funilies are recorded below

Fomily 367 The grandmeother bad 1
5 preguanaes, mcuding § mwearages.
ELNE‘LWC}IIH::nun],:mmWMDmethCMImMu
et The s W.R., st the xge of 86 was very srongly positve,
‘.f‘mﬁm nrugmc:IR‘lhedi-cm nmpmm:nm: [
hearty and the Vv wes practically negative, Hahn
*™positne.  The mother bad I K. from 8 o 17 of
oy Evampmlmdwuuett:durm In

1909, kad u ruah st $mnlhluvdmmtrdwmbmwr,[af4ym1
% R. was still poartive and m spste of Figovous treat

"o b it chd not became negutree until theage of 22, Hersister who
years biter bad o symptoma and s pegutie W Rountil the sgeof 15

“
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Thus family shows syphilis 1n three gencrations, though it 1s impossible
to say whether the mother s congemital syphils was transmutted to her
daughter or whether 1t was an example of super infection, the sccond
generation mother having been infected by her husband  The family
#lso illustrates the mteresting point that an indrvidual may have a strongly
poutrve W R. at the age of 86 and appear to be perfectly well with no
obvigus signe or symptoms of syphilis, and that sthout tratment the
W R could become negatrve 5 years later even at that advanced age.

Fm@aﬁ The maternal grandmother (first generztion) died of locomotor
ataxy mother has typcal frcies, corneal opsaities and pomstive W R
(mndgmmﬂuuﬁ Father no history of syphils and W R. negative. Mar
ned in 1910 Chi!

1 1911 Gul.  No mgns or symptoms of syphilis up to 12 years of sge but
WR.ttmnng:umwnumduyunm‘nge.

2. 1918. Male. Mentally defective and unable to st up, v R. stroagly
posttive.  Becsme negative m 1923 but was still sery mental when last seen In
that year C.B F vwas not examuned.

3 191 Aborton at 14 months,

4 1920, Femule. No symptoms m Infancy or daring the first year W R,

negative.
5 1922, Female. Not scen or tested.

Thu famuly shows syphilis in three generations, the second-genemtion
mother having very typical syphiliic facies and old intersting] keratitis (see
Fig 29) The first chuld had no mgns or symptoms of the disease, but
had a pomuve W R. whereas the sccond child born aftet a long interval,
was very severely infected and mentally defective

Family 109 The | grandmother (firut tion) had no symy
but was found to hase 2 strongly posithe 1Y R, Mother (second generation)
bad no symptoms, but had « of alight snufiler. \\R.v.nvc&y

wrongly positive du: years m spite of much trestment and was permstently
punn\eylﬁ:rgmr:%c;‘n,nnhngﬁ inoll. It wes this fact which led

me to nquire into t ibriity her having congeruml syphibs. The
father (second generstion) admits no posibility of mfecton. Hes W R. and
hahn were negstive  Marned 1920, Children

1 1922, Sullbarth at full term.

z.u;:{m\hk_ Flond congenstal syplulss at one moenth W R. strongly
WU\C t

1 1977 Male  Dorp after mothers o signs or symp of
the disease dunng the 3 yeurs he wis under cbecrvanon.

4- 1931 Dacd in 10 days, ? cause  Patrent was oot scen by me

Fewly 645 Maternal grandfather (first generation) died of G.P T (verified).
He md{mﬂ"‘lfc had 12 or 13 children and only 4 suniived

1 lgt Vale Sad to be well.
21

Male Sad to be well  Hsd 1 K. sged 36, Marned and han 3
bealthy children.
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3 1857 Female (sccond-gencration mother) No early history svalable
His brosd, bossed forehead and the nght lower canine notched.  Nearly all the
ather teeth are artificnl.  Martied 1920 and when seen in September 1623 her

Sep
blood waa very strongly positive.  Twelre years later she developed GP L at
ﬂrmdsﬁ Her husband could pot be induced to come up for emmmation.

{1) 1931 Male, Small baby—burth weght only 4 Ib. No rash or
wmffiet. Had & double hernla and was under for 6 ar g months,
:?b‘ym:mlg;z. Is small but has 0o sigms of congenrtal syphils. W R.

(3) 1937 Male. Healthy baby but had a big hesd, At 3 years bad
aight frunduce and of dark unne. Blood count, fragility tests, Fiver
fonction tests, Van den reaction and C.8 F were all cxamined at
mother and suid to be negative or normal  When scen at Grest
Ormond Btrect his bload gave & strongly positire W R

4+ 1993, Female Married and has 3 children, afl mud to be bealthy

Thus case is of interest because 1t brngs out rather clearly the posnt 1
htv:lhndyltrﬂitd,thﬂbyp:ymgnmlnmuonwthepumuofour
Young paticnts we can often obtam conmderable help in dragnoss. This
boy had sttended hospltal on many occasions for treatment, but the sug
krstrve appearance of the mother had apparently not been noted.  Owing
1o her brother recently having developed interstitial kerstit, which be it
toted, occurred at the age of 36 years, her family hatory had been gone
o and the mother herself had already been acquainted wnith the result,
\’nlheh-ldrxxtimpam:dthumfomnnontolhehwplulphyu:hnlmdcr
whase care her httle boy had been.  One may note further that 1t 1 agan
the sccond child who shows eigrs of congenital syphilis, though it is just

Ctations in Between was grven 1o In, of mulf
%num’z::mrrmﬂbdld*l"m One year Iuter the CS F wan negative
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wn All respects.  In 1927 the SV R. was almost negative and in 1938 the 1 R,
and Rahn were quite negatve  The mother has never shown any signs or
symptoms of the dscase, and ber blood W R. was negative on many occasions
between 1921 2nd 1938,

Thus famiy has slready been referred to 1n the chapter on  Transmis

son {p 51)
In the next two families both parents were congenitally syphilitic

Fm!ynﬁ_v The father was born 1m 1899.  There is no avaihable Mistory of
wfecy childbood but at the age of 13 he was treated for hus cyes, and
apparently his mght had never been pormal] thowgh he was able to work umtl
hcw-nngnnoflgc. At the age of 30 be was seen by Dr (now Sir Frands)
VWalhe of Unrrenity Coliege Hospital, who that *hm rght pupil
wis dilated and ve to light charoldo-retimtis and patches of exudate In
the lens were present.  Knee and anlie ferls were not others were
present.”  Dr Archibald Gray noticed st the same time that the of the
nose was depressed and the central incwors typraally Hutchtmonian,  Hu W R
w3 poaitn & and he was three infections of NAB I exemined him & few
wecks later and found him to be obviously a congenital syphilitic and hes 1 R.
was strongly pontive.  His father had dred of pneumonis at 34 years of age and
po history could be obtamed about hus mother except that she hed remarned.
The stcond-generaon mother ws born 10 1900, snuffied 10 mfancy and wa
said to have been almost blind from birth, She attended Moorficlds Eye
Hosprtal week. In ember 1918 at the Univermty Obutetric
Hospetal her W R wms to be c. She was scen by Gray for
the first time tno moaths leter when was 8 moaths pregnant, He found

central
congemtal syphilis, but the V4 R, taken at that trme was
-wé‘;uhwrnfm- tive in of N.A B. I saw the pstient 4 montha

later with her child. She was ) wl syphilitte, although her
child, . m’ﬁ‘:{nbﬂ 928 i sald to have

negatine
from symptoms of
moaths pregnant, but the sabsequent tmtory could not be ascertained
the femily moved into the provinces.

This case 13 of nterest asmuch as both parents were undoubtedly
congenite! syphilies and presumably both had been treated on secount
of eye trouble.  This doubtless explains why the finst chitd that was born
to them gave a negative serologreal reaction. 11t was infected atall (which
1 just possible, as 1t 13 sud to have enufied at birth), the infection must

have been a very mild one.

Fewdly 71 Both parents were tal ayphilitics, the father having been
treated 7menhcn-du]d Lbcmnuuunm:ﬂtd The paternal grand
father born 1880, wss a stewrd 1n the Mercantile Marine and he may have con
tracted syphilis on oae of his voveges In 1932 he wis aaid 10 have been well
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The paternal grandmotber was born tn 1881 and marrled 1n 1903  Her WR

mhhy'rl‘z:rmmuugiypodm 8he had no symptoma between 1915 and

1932 family was as follows

1 and 2. Btillbirthe.

hﬁ-lwﬂ. Male, “second-gencration father  He anuffled In inf; and
of the tibia at g years for which he sttended Great Ormond Btreet.

His \WW R waa then very strongly posttive, It beeame negative s a result of

trutmcntmrgx&-lgmdwnn!llnqtmlnlm In 1932 he appeared to

be quite well

41 Female. No m or until puberty In1g2gshe

-mmem."m&mm mkmdlg;mwm“dwbﬁu!.

5 1911 Male. No Infantile symptoms. 1915 W.R, weak posltive 1929

bt wtrong ¥ rheumatic.

& 1913 Stillbarth.

7 1915 Male. No infantile symp Developed rh aty

and died of yo

P

8 1915, Make, Nnm[mﬁk:ﬁptm 1929 ? rheumstic. Enbuged
gimds 10 the grolne. W R. and negative 1929
&md-gu-‘mmhﬁbomxm Her fatber died at 39 of “ consump-
ton and her mother at 41 of ? cancer At the age of 21 she was n a general
bowpetal m Landon for tubercnlous Kdney which was removed. It was then
recogrized that she had typical Hutchinsenuan teeth and her ¥ R. was found
%2 be posltive. No antisyphilrtic treatment wis grven or even In
June 1930 she married panent No. 3 referred to abare, who bad treated
for and'wes p bly cured of his I syphilie. A baby wis born m
Dtmnbcrxggl‘bolppmcdhnhtynnepthfnldtlngumdhnnh. For
Um he was brought to Grest Ormond Strect Hosprtal

the mme, upon found that the chul

my pabient 1n 191§ that I should be interested to seo thw

she brought hum to me. He wa then 3 months and

fymptome ar sigos of congenital syphile.  His mother o blood wes exsmined

#ad found to be poutive but the child's blood was not examined vntil
be wes 6 moocths old. 1t waes then positive, 8o it was obvioun the child
% wffenng from hatent %n@:mm of the

iocaze x—rmuf:gkmg showed evidence of old penostitss
wmum InOctnberufﬂu:}u! at the sge of 16 months, the
weakly positive,

muthpﬂhpomofthemoﬂ,dnmthemn,mtmngmth:
%enes, beeane the father had been treated for congerutal syphilis and he

she may have come under obeervation for a totally unsssocsted
eondition, &3 this pauent did.
In my opimon the patrent s doctor should always be nformed 1f con-
‘mg‘l‘rphﬂhhubcmdnmvcndmhhwherplumgonfnhebum
2
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doctor then I think the patient herself 1f of age should be advised ta have
treatment. I under sg¢ then the parents should be informed and
recommended to have traatment given to thewr child.

Between 1933 #nd 1939 I came acroas 12 more similar familtes where
there was syphilis in three generations or where the children of the third
generation had probable or possible ( B or  C ) syphiliic manifesta
vons. 'Two of these congemtal mothers had children who were probably
not syphihitic, but x they had had only onc and two children respectively
1 1939 further information about them which unfortunately owing to
the war was unobtainable, might have Jed to the detection of subsequent
syphilite children  Two other mathers, whose own mother suffered
from tibes, had two children and onc chud respectrvely  The elder
daughter had two children, the first being well and the second being pos
sibly syphilitic (8 C case) He had no infantle symptoms, but suffered
with fits mnce & fall at the ago of 9 months, His blood and spinal fluid
both gave negative tests at the 2ge of § year, The younger daughter
had ane child, who was brought to Great Ormond Street and seen by Dr
Reginald Lightwood who dugnosed amyotora congenits at the age of
8§ months. The childs W R. was then ncgative but a1 the mothere
S WR was weakly pmitve the child in view of hus clinical condion
mught be regarded as a possible congental syphilitic (8 C  casc)

Among the families with syphilis 1 three gencrations encountered the
sigrns and symptoms exhibited by the mother which prompted inquiry
wnto the posmble presence of congenital syphiles in her may be summarired
as followry

Typical or suggestive Hutchisonan teeth 15 cases.

Facses, including rhagades squint and unequal pupile and pharyngeat

scarming 10 cases.

Persutently poutive W R 6 cases.

Sigma of old keratit;s 3 cases.

Suggestrve hstory of the mother s mother or mbs 6 cases

Mother s own hustory of Raynaud s syndrome and of interatitial kern

tns 1 case, and

One died of congenstal G P I

It should be mentioned too that once susprcron had been aroused
more cases of interstizal kerstins were daclosed, but these had apparently
almost entirely cleared up

This summary dlustrates the tmportance of recognunng the minor
degrees of Hutchinsonun chanactenstics of the teeth and of beanng n
rund the other stigmata and possble ndscatrons of congensta) syphibis
mothers which may thus mive a possible clue to the nature of phyweal

and mental defects, malformations and obicure conditrons it thetr

children.
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Tamr 3
Detalls of 42 Fanilics with probable b3 phifis in Three Uroeraboas

Total pamber of famabes shawing  prob-
s or posbla® yphiln @ theee

praerton -n
Towl pregmncies =157 inchiding 3 tnins
A ms per fromly oy
Sunvhoty = o1 (top)
Ascrage per fanlly - r1
v = 45 (12 born after mather  trestment)
Remk valnomn -9
oyphabtic -1
Congamaly pearon, philitic e }i'm
B or C” cases Ininy - gl
B oor C* cam ched = ar
Dred (9nknown exmee) -
Presmstare berths of moscarrmges = 33 (mowt of thesa w ere probably syphilitic)

! Thew mclude sich besians s epdepey mmtral vatre lewors,  bleedor and cese with
oyosecia congenits,

yrphait) ~
B™ md " C" cweer, peobebly from !
r;’:‘" i
Arvacacal deroatitm 2 4 o9
ﬁmmmqmn&m‘nuhm -1
Total 61
Afex others dued of ennditione nessociated with srphilo.

By own vicw on thard generstion syphils i that during the 30 years that
*u particularly interested 1n this disease, congenital syphulm in the mother
a not inconsiderable part. 1 think 1t = certunly pomible for a
woman with untrested congenital syphilia to have congenitally-syphiliic
children by a healthy husband and furthermore that 1f the children are
oot obmiously infected by the treponema, their developing tisyues and
O may be adversely sffected by the maternal syphiln  In the last
Sentthe child ¢ W R. would be found negatve and anfusyphilitic trestment
cmed out sfter birth would be of no benefit to the patent.  To this
xdnson the name parasyphilu or occult syphilis  might be grven
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CHAPTER 10

FAMILIAL SUSCEFPTIBILITY OF INDIVIDUAL TISSUES
TO SYPHILITIC INVASION

Ix Chapter 8 it was stuted that yphils msy not infrequently be

m one parent and & child and, more rarely 0 both parents and a
child  Such accurrences have fed to the long-dwputed problem of neuro-
trope reroer dermotropre treposemate.  The subgect was duscussed at 2
meetng of French physcans and syphilologssts (1926) sfter the presents
ton of a paper by Guillen, Périsson sod Thévensrd on it in
three wembers of # fumily  The parents gave 5o history of syphilis and
hdmcn?dmmhnmt,ynonmmmmnt}w]bcthlhowvdﬂgmﬂf
tabes docsalss,  Ther child, » boy of 4, had dilated and unequal pupils
the Argyll-Robertson phenomenon and s posttive W R, Three smilar
fmﬁ}ym:ordsmpmbyt}mlmhmxofthtp-pcr The ensumng
dacrmeon brought out various points of view but most of the speskens
duagreed that there were two diff and

were X Twro exp are passsble, he says

(1) that certain treponemats have 2 sclective affinity for 8 partroular tissue

O (2) that st 1 the soil which drternunes the locslmation,  He dismumes

h{mﬁnn\orphdogu:lnndapmmtnu!grmm&tndwbdlcmm

the soil or rather n the adsptanion of » given treponemux to the soll which
T
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recesved 1t This reaction between the seed snd the 20l 1 a view
I have held for many years, and 1t 1» mportant to remember that the

s0il  goes back through the genes to mnumerable generstions, 1n one or
more of which syphils may have been present, so heredity and immunity
may play a part in the proccss

Personal investigations
We present our results under the following headings

1 Absence of infanule symptoms of congemital syphila.
2. Latent syphilis when patdents were first seen. It 1 possible that 2
familtal wmmunity may play a part in 1 and 2.
3 Teeth,
4 Large, bossed head.
5 Otorrhoea.
6 Deafness.
7 Recurrent parotrtis.
8 Pualatal ulceration
9. Bleeding from the nose 1n ifancy
10 Cervical adenitm,
11 Ischaemic dusturbances (Raynaud like syndrome) in fingers
12 Interatitial keratrtis and other eye lesions.
13 Neurosyphilis.
14 Famili] smiantics 1n reactions to treatrent
These are not 2ll of the same importance or intereat  Sorae, for example
12 13 end 14 compnsc many more patents than most of the other groups,
whilst others, for cxample 4 5 ¢ and 10 are common symptoms of
congenital syphilis and would therefore not be unexpected tn ubs
Taking the categortcs seriatim

5 In 16 of our faslies 2 sibe sn each snd 1 4 sddutienal famulier 3
stbs 1n exch had no infantile symptoms and of these patients, 8 pars and
1 sct of 3 mbs were latemt syphalitics when first seen by us

2. In all latent siba were seen 1n 12 families, 11 pars and 1 tno 1n
duding those mentioned in 1

3 Two pars of stbe had typreal Hutchinson and Moon tecth 6 pairs and
1 tr1o had jess marked Hutchinsonman ceeth (H7or H')  I'no pairs of sibs
had mulberry molars with the chanacterstic cratenform decay Ing
pairs of s1bn the teeth were good

4. In 4 faniltes, 2 members had large bosed heads a father and daugh
ter and 2 mother and son sl of them congenutal syphilitees there were
paira of sibs with bored heads in the 2 other families.  {leredity or
famihial lkeness mught have been the cause of thrs particular characterntic

§ 6. Theee pairs of sibs suffered from otorrloea Tro other patrs of
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sibs snffered from deafness of snternal-ear types 2 were msters, congenutal
syphilitc mothers who have been previomly referred to (sec p 368)
the other parr were brothers, who also had choroiditis and were blind 1n
one eye.  One of them muffered from mtersutial keratitig, as did also a
mentally-defectrve suter

7 A brother and sster had recurrent attacks of parotits (see p 159)

8 A congemtaity-syphilitic son had an ulcer on the palate at 3 months
the mother also a congenital syphilitic, had an ulcerated mouth at the
rge of a1

9. A brother and a suter had bleeding from the nose mn Infancy

10 Two usters, who had o infantile symptoms, afterwards developed
cervieal aderutts, which was so marked m one of them that the disgnous of
fymphadencma was conmndered 1n her case.

11 Twoinfants who at about the same age (3 weeks old), had schaeme
changes in the terminal portions of the fourth and fifth digits of the right
band with commencing gangrene.  The mother of the children was her
wif congenrtally syphilitic but the children were not abviously so and they
may perhaps be looked upon a3 suffening from  occult syphilis  of the
therd peneration.

12. In ocular lesions occurning 1n members of the same famuly interstitial
kE"‘mllcmﬂyuka-thcﬁ.rttphcc,utirecondiuonwnpreuz:tm130f
our famikes in the following combunatons brother and sster 4 tmes
balf brother and sister once 2 brothers, tonce 2 suters, 3 umes 3 aaters,
a0ct 1n & congenrtally-syphilittc mother and daughter and & congenutally
typhiline aunt and niece, each once.  Further points of interest in these
patients were The half brother and sister who had Interstitial keratita
&t the ages of 11 and 7 2lso had penostitua of the tibia at 10 and 8 years of
e A brother and mster each of whom had & mild attack
of interstital keratius (at 8 and g years respectively) both had Iatent
congenrtal neurosyphilis with a Tamsermann-fast cerebrospmal flund and
blood at 14 years of age, and both had typical Hutchinson and Moon teeth.
A mother who started her congenital general paressa at 35 had two brothers
bath of whom began to suffer from miterstitial keratitis after they were 30
Yanold, A family of 3 ssters, who bad interstitfal keranitis at 24 g and
14 year respectrvely all subsequently showed alight corneal opacries,
md were all mentally retarded. In the case of & mother and daughter
%ho both had mterstitul keratrts the mother s teeth were typreally
Hutch whercss the daughter s were normal.  Other ocular lesons
i1""'\:'lvrcr:c.'bcn-v:ndnlm-v:tphyvmhtcounchrycqmt:n!mphym:ym.mg

and mater mtenstitial keratitis in one boy and chorosdo-retinrtis
with powbly some vitreous opacities in the brother and 2 ssters, both

»1th 1 squint, one of whom had Revatitis panctote profunda ard s year
h‘“lrdlrn-cmt}mcycm!hnmmalulcer whereas the other had old
choroldits in the nght eve and an inflamed left eye, which was hazy st
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the age of 6 years There were doubtless further cases In which slighter
manifestations of choroido-retinitis were present 1n sibe but nhich were
not recorded or were averlooked

13 There were 35 famibies n which two or more of the members were
the victrme of neurosyphilis

A 81n which two sibs had neurosyphilis

B 11 in which the father and son () or daughter (7) were affected

C 3 1n which the mother and son and
8 in which mother and daughter were affected

D 3 m which grandparents and grandchild bxd neurosyphils, one
family showing neurosyphulis in 3 generations and hustly

E. 3 familiea 1n which both parents and one child had neurosyphilis.

14. We come lastly to similanties of reactions to treatment in two
members of & famlly The numbers in each categery are small s0 they
may have been acerdental, but ay the incidents were recorded st the fime
it may be of interest to relate them

1 There were § pains of patents who echibited Jarrsch Herxheimer
reactions 2 mothers with their sons 2 mothers and their daughters, and
a brother and sister

One mother had headsche and d after pk ine, the
son had en immediate reaction wth generalized erythems. Another
mother was mick and giddy her boy had sickness and dirhoea.  Two
mothers and daughters ail had mickness and a resh sfter each injection of
arsentic compound

2 Among patsents exhibrting familial skin [exfons were two sisters one
of whom was very susceptible to arsenic, while the other wras less prone
o having & rash but wn edditron suffered from two attacks of herpes.
These two grrls reacted to both arsewc ond etk wyectrons A mother
developed a bad attack of arsenrcal dermatitss after teking stovarsol, while
her child, aged 4 weeks, had disrrhoes and a rash while taking the drug
Both patients responded to trestment, and 1t 1s noteworthy that the blood
reactions (A% R. and hahn) behaved smilarly for they were negstive 1n
mother and 1nfant when exsmmed 7 and 14 months, after being strongly
posttrve at the firsr test,

3 Jaundice after injections of ansphenamines 15 rare in congenital
syphulis (see p 426) and when 1t appears to have occurred a more thorough
inquiry may establish ar suggest the possibility of the child s ayphslis being
scquired and not congenital  We had sevenil such cases among our
patients one which almost certanly suffered from scquired ayphils was
wck after each whether intr lar or intravenous, and hecame
mildly jaundiced after one inection.  The father s inpections of ansphena
mine at another hosprtal had to be stopped on account of jaundrce and
courses of busoxy! substituted for them.
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+ In one family we had two trextment fatalities, which may have been

due to dence or to familial susceptibility to amscnicala. A boy aged

1o years died from encephalits 5 dayw after the fourth imection of neo-

trephemamine.  His sister eged 2 months, was treated first with sulfar

® and at 4 months with stovarsol,  After 18 dxys on stovarsol

:d“‘lwedmanhoumdncknm,whh:hpﬂmmdtﬂlduthmd.p
o

5. With regard to spmlanty 1n response to treatment, m addrton to the
mather snd mfant already mentioned who had dermantis and speedily
e negatrve blood resctions, we had 3 other families 1n which tero
wsteny (twice) responded rapndly to treatment and i the third family the
mother son and daughter responded well. It may be sud of these cases
that the mfection may have been a mild anc—a nearly burnt-cut syphilis
—end that the yimilsrity of resporsc was due to the mild nsture of the
Infection and not to famikal sonilanity of tweue. The opposite condition,
tlow rexponse to trestment, was seen in 2 families In the one, 1 brother
1d dister aged respectively 9%y and 611/;; years, both took nearly 3
Yo (after 2} years treatment with arsenicals and mercury m each case)
10 reverse the blood reaction.  In the other family 4 children, 3 girls and
2boy wrere slow 1n responding to treatment (4 to § yeams) it may be comna
dence that 3 of them had no mfantile symptoms of congental syphihs and
wero latent syphilines when their bloods were routmely examined st 7}
5113 and 31/, years respectively but the mteresting focts were as they
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arc related abore Al the childeen in this funly were of the red haired
auburn type and the similanty of the reactton betueen the sced  and
the sol may have been due to the specal adaptability of the treponema
to the tusuca. It 1s also worthy of note that nonc of these 4 pomine
children suffered from neurosyphihs.
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CHAPTER 11

THE DIAGNOSIS AND PROGNOSIS OF CONGENTITAL
SYPHILIS

3 cowmrmARLE change has been effected n tho dugnows and prognosis
of congenutal syphilis dunng the st 25 ot 30 yean alowly at first from
the effects of arsphentmune and bamuth treatment of parentts and panents,
od the prophylscuc trestment of expectant roothers and later mote
tpudly wince the mtroduction of pemicilin 1  therapeutic agent In
mﬂl“mdugmofﬁwd;xnemlnfmhhnbcmm:mud\mm
difficult foc two reasons. Firstly the reduchon 1n the seventy of the
Symptoms 1o these children and secondly the verv real reduction 1n the
prevalence of congenital syphilis. This bes resulted 1n the teachung at
mmBntnn.dutthcducmln:dlymhmmdthmfomnccdun
koeger be conmdered. T thunk there B a real danger 1 this state of com
Phacency or false sense of sccunty
A“htendo(th:nmc(mthcenmrydmtothemnhmknﬁheﬁm
world war frenk congenital syphuls wax usually exaily Qlagnosable from
the enuffles, rash, lestons of the long bones splenomegaly and the general
conditions of the patent. Adnnnedlybyrdpngupondlniulwm
Imatakes swere made by rmunng congenrtal syphilis when it was present. ot
diagoosing i when u was absent. With the discovery of the T palldem
m“tbcnaubgulmamdngnmunhmﬂdhnebcmpctﬂyumph
fied. * But was 1t #0 10 actual practice? 1 saw many patrents, both dunng
the first world war and sfter in whom syphilis bad obviously been dig
Mb‘ythnfmdunhcyh’dbcmuuwdmlh!h:unw-bmmndm
mm‘mrymnunmpyctﬁ:dngnmﬂh:dnotbemumﬁnmd
by « W R or an \ rey evarummtion of the limbs. To make matters worsc
there wga virtually no follow-up in those deys o0 that the infants were
gnen perhaps 2 or 3 monthy treatment and were then allowed to default.
Dusog the war yeant 1914—19|Blbnmammbl-c but this state of
ffasry permsted 1nto the 1520 1, phymcuans and surgeons relying on their
clinfeal serse slone, winch was often quite correct, fut for treatment
d’!mmd\om:mnmdedmmunmnhmpmmopnmo[
‘“Phtmmmzm,ccnom(orthdrpﬁmu The result was that 1n subse-
Quent years many pudznun:tumtdm hospitsl with the symptoma of late
congeniml syphiia, often of the central neTvous system.
43
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In the year 1952 doctors 1n three widely separated parts of the country
wrote to me about 12 of therr patients, several of vwhom suffered from late
neurosyphilis, One patient had died and two others were 1n & mental
hospital  Two were cases of Clutton s joints which were thought to be
instances of Still s discase and in the third case a mother and two in-
wificently treated chuldren were lost to a follow up since the mother
refused to acrept the V5 trxnsfer forma for a clinic in another part of the
country tnto which she was moving

It 18 true that all 12 cases included 1n these three madents concern
older children and young sdults, but they serve to show that the infantile
symptorns were so masked 1 to be practically 1f not quite, unrecognizsble
or thet, if they were dignosed as congenutal syphilns, the patients were so
nadequately treated that 5 phihis cong farda including the malefi
neurosyphilss was able to occur in several of them. Hence the need for
keeping the memory alert for the symptoms of the disesse and for mawn
taning & moderately hugh mndex of suspicion for at least the next 15 yean.

Disgnous of cangenital syphilis in infants

For the benefit of practittoners who may be located 1n arcas where
infantile congenital syphilis still has to be conmdered when making a
disgnoss, the salient pornts to be remembered wail be brrefly recaprtulated
since they have already been more fully grven in the indrvidual sections
of the chapters on symptomatology

A history of syphilis 1n the parents 1 rarely obtained, for frequently the
mother 32 Colles mother who has never had any signs or symptoms of
the disease.  One ar more abartions or stillbirths are not so suggestive of
syphils to-day as they were before Rh incompetibility was discovered.
We now know that erythroblastoas foctalms has to be conmdered n dug
noms so that the finding of the trep of syphilis in scrapings of lestons
or in sections of organs and trsues 13 of great dugnosuc value. It o
important to remember that all rashes, even tn the napkin area, are not
necessanly syphibitie beware of Jacquet's erythems (see Fig 28)  Several
patients with napkin  rashes sent tnto my congenital-syphils unit s
cusex of congemtal svphils were not syphilitic and proved fo be examples
of ammoniacal dermatits.  Snuffles  from rhinits may occur in non
syphilitic & well 23 1n syphilitic infants.  To be dugmostic two or more
of the symptoms ar sigra of the discase shoukd be present. Parrots
pcudo-parslyss 1 an smportant fi but it s d hing n
inadence st usually occurs under 3 months of age and rarely after 4
months  On the other hand, the paralyss 1ssociated with scurvy is mre
before the sixth month and reaches its peak in menfnhlhb.u-r l:nlh monthr:f

Iife. Other causes of paralysts i infants especially birth injurres a
Erbs paralyss were in the past not mfrequently found to be avsociated
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with or sctually due to congenital syphilis, #s was demonstrated by
hboratory tests and radiological tions  The dugnostic prtfalls
fnherent in these tests and examnations have been ponted out under ther
rapectrve beadings, the most important being (1) the unreliability of the
W.R. under the age of 3 months (p 81) (2) the value of a senies of quant
tatrve Wassermann teats in the finst few months of ide (p 81), and (3) the
recogration of the fact that vanous other infantile conditions and discases
may smulste many of the radiological appearances which were formerdy
watldered to be disgnostic of congenutal syphils (p 263) Saw tooth
mettphyses and  aat bite  lemons of the tibia are now regarded as being
the only \ ray sgme disgnostic of congemtal syphils, Hepatospleno-
megaly in infancy is very suggestve of congenital syphilis, e0 are peeling
bends and feet and a certam shimness of the skin of the extremuties.
3hlouterbon or failure to thrve may be the only symptom of an otherwase
btent syphilre, Obscrvations on the diagnosis of congenital syphils durmg
the first few months of life are given in papers by Ingraham (1935 1941)
Chrittie (1938 1939), Black (1939) Evana (1940) and Wenger (1945)-

Diagoosia of congental syphills in older children

It hiua abready been pointed out that the incidence of Infantile congenital
w‘hhbmgmﬂynduccd{nthhmmry m the U S.A. 1n Scan-
dinrvis and seversl other countnes. The postion with regard to late
congenital gyphilis u very different, certamly in this country and, according
 Bauer (xg4g), also in the U S.A. Too many patlents are allowed to
Pes through the stage of infantile syphils unrecognized, etber through
muficlent screening and treatment of infected mothers or through
{mﬂidmtdn&nhmdmlmmtoft}:mfmulcdbmefwthem

PRtients are dignosed as suffening from tubercle (of glands, jonts, fingers,
e from rheumatrem (of jonts) from trauma (of bones, jomw), from
‘anous nerve affecnons (such ss meningit, hemiplegre, paraplegia, un
qual fixed pupiks, encephalrtis) or from mental deficiency and disorders of
our and intellect, whose pathological condition 1 really due to

Patents with hemoglobwuna were in our expenence, frequently
*dmtted 1o surgrcal wards, and examined and frested on surgical bines, m
t of & simple unne exxmination for the prescnce or absence of red

Sted 10 the foresceable future, that m any of these conditions svphils
should be actively sought by taking # good personal and family hitory
by  thorough and hung clinical by serological blood
tests and by an i of the cerebrospinal fluud 1n every nerve e
ad whenever the blood W R. is positive.

7
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Lastly on the drscovery of a ease of syphils 1n & famely be 1t a parent
with genera! paralyes, tsbes dorsalus, ancurysm or cardiovascular dosease
or 8 child with congenital syphilus, steps should be taken to examine all
the other members of the family for latent or manifest syphills and to
treat at the earliest opportumty all those whose condition calls for treat
ment.  Thu may need much patience and tact, but it 13 well worth doing
and doing well

Prognoais

The prognosis in congenutal syphilis depends upon several factors, the
most important of which 1 the sge at which symptoms appear ANl
observers ugree that the mortality was highest in infancy and the mortality
rate before the modern methods of prophylexis and trestment with
penicillin were employed was between 40 and 70 per cent in different series
of cates  Another important factor 1n prognosss was the presence of
neurowyphils especually clinical neuresyphils 1n patients 1 year snd over
Thia 13 shown by Table 18 (p 283) whers the over all mortality of patients
sged 1 year and over was shown to be 6 per cent, whilst that of the non
neurological cases was 1 per cent and of the patients with chinkcal neuro-
syphils 35 per cent

{A) Progmons 1y infancy,  In the zbsence of antisyphilitic treatment
dunng pregnancy primary or secowdary syphilis in & mother nearly always
forebodes a senious outlook for the infant from the seventy of the infection
Breast fed infants stand a better chance of suraval than do the srnfically
fed and legitimate children than do the natural bomn. It has previeusly
been atated that hacmorrhagic patrents and infants born with symptoms of
the disezse upon them almost always died though 1 my expenience such
cases were infrequent, and to~dxy they are distinctly rare in more en
ligh d ligh d les scvere cses
doubtiess still occur and may take 2 heavy toll of the mfant populacon.
Other causes of infant mortality 1n our patients were (1) troubles with
the taking of food on account of the difficulty 1n breathing through the
nose (2) persistent vomiting and pylorosp posubly 4 with
the ulceration of the stomach and wntestines which may be present in these
casen (3) lack of ssaumlation of food particularly in artifically fed infants
which may result (n malnutrition snd () the habilty of syphilitic infants
to varous infections  Mortaligy was due to gastro-intestinal infections
leading to vomting diarrhoca, marssmus and dehydration to eral in
fections spreading down to the traches larynx and fungs gieing rre to
laryngius and a fatal brenchop also upwards to the
car resulting tn ottis medta

(H) Progeons m older children  The prognosss in older children i
much better than 1t s 1n nfants and apart from neurosyphilrs wluch was,
and probably still 15, & not nfrequent cause of death 1n congemital syphi
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s, prognoass 15 possibly s good &f m normal children (mee Lable 13
p 273).  [he poorer phyweal and mentsl development which formerly
was an xccompanimment of congenttal ayphila and s occamonally seen to-
day ray be due to the syphiltic tmnt in the parent 2adfot 1o the chdd
1f m the hatter 1t may have been sasocmated with en actual infection with
the treponemns, m whith cae a positive W R would be sxpected i infancy
oc the eyphiltuc trnt {n the porent suav have weskened or advenely
fected the germ plesm of the offepang 10 which case the 3 R would
benegtave.  On the other hand, the inferiar mental and phys cal develop-
ment of the congenatally-syphilic indevidual formerly stremed may have
been due to poomess of stock.  We have no mexns of teling
Neurosyphilis {s undoubtedly the most senova mamfaistion of late
congenstal syplulm, for we frequently found it powibic 10 render the con
dmon presymably insctive, the prtient ultmately ehoming 1 negative
bood W R and a normal C.S F yet the scarx of iereparable nerve damage
perssted.  Sueh were opue atrophy or other eye lenons ald pars or
hemiplegray, necve deafess, cerebral scan giving nise to fits (usually calfed
pleptic or epileptiform), progreswe physical aud montad enfeeblement
m the complete amentre of chronic G P U In sddition to 28
desths from ayphils n our patienm over 1 year old of nhich we had
recards (26 per eont) there was an umpecfied number of other patens
who defirulted, often with & postve blood and spinal fwd, who without
doubnt have snee died m imstitutions,  [n fact, 1 conuedered in the past
thst mamufest neurasyphilts i older children was of ind prognostic import
tnless trestment were undertaken early and given ntenmvely and m
effect controlied by repeated C 8 F teats every 310 6 months and by chinrcsl
mcsament, Even so the outlook wes by oo mesne encoursgang Pens
ofiin therspy has rendered the prognosts less gloomy

Criteria of cure

There were twa criters of cure (1) 8 p reversat of serologics!
Texchon in the blood gnd cerebrosprnal fhnd, snd (2) permanent abaence
of dgna of sctuve disease  In pnany caacy of late congenuia! syphin the
W R fs very resstant and, s hss been mentioned m Chapter 5 p 8y
sfter huvng become aegative follow g several vears treatment, the resc
o may be unstable and relapse sgun sfter o vanuble nterval. 1t has
been mesnoned that in 10 cases we found e CSF relamed i protem
and cell content and i ra W R, As regards the second crterton of cure—
Ppetmanent shaence of sgns of sctvity—thes cenunnly seems 1o occur 10
many of the cases, and such craes would be regarded 3 cured by moet
suthotites.  Persomally § am not $0 saguie {01 3t 3 powsible 1 my view
for these patents to devdop wnterstial keratits congenual G P I ey
tabex, and gven srtenoscieroass, beart discrse wnd sortin in the fourth or
fifth decade, possibly even with s negatne W R A careful personal and
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famnily hatory 1n a case of this kind mught & clue to the aetrology
Warthm 1t will be recalled said lyphi!llbcgt:mt 1 never cured, end
McDonsgh aaid the same about congenutal syphils, From the point of
view of the patients paychological outlook 1t 1 probably wmer to be
optimistic, yet to bear 1n mund the posibility suggested above of a con
genrtal ongm in any cese m which the paticnt denies all possibility of
venereal infection.  In such event it might be necessary to conuder the
posaibility of acquired syphilis in infancy or early childhood (Clapter 13).

¢ Bpontaneous recovery’

Jeans and Cooke state 1n thewr book that they have seen 13 instances
of apparent spontancous recovery m children first seen during early infancy
and 20 others in children first diagnosed after 2 years of age.  Our own
expenence has not enabled us to reguter mmilar obscrvations, for once
congenital syphilis was dugnosed the patient was always treated  Oces
sionally « patient has been apparently cured by mercury alone or by one
course of necarsphenamine or bsaxyl, and only very rarely were we
content to let the patient run the rk of too Iittle treatment.  Nevertheless
we have scen cases of a muld snfection in which the syphilitc symptom
cleared up and the I R. became negative aod remained negstive after a
very small amount of treatment. Such recovenes, whether they be

g or after a mi | amount of may be due to
the normal mechaniem of defence.  In any event it 1, we thunk, optimustic
to talk of recovery in such cases 1n view of the possibilitres mentioned
under the previous hesding  Aortitls, ancurysm G.PI  should these
supervene later might be called scquired when they were really due to
congenital syphilis.

Actually we have been able to keep 1n touch with only a few of our young
patents.  Usually as they grew older they were cunous to know why
they were brought to sce us once a year for a blood test. The mother
hardly ever told the child the truth and we felt that it ws not our place
or duty to perform what was the mother s duty painful though it might
be. Occastonally and usually after a2 talk on the wirelens about in
hented  disemse, a former patient has written to us to ask about the
treatment we gave her when she was a child  We have then usually
told ber about it, but as she had probably been well treated in childhood
she has usually oot needed further treatment, \When bowever the
inquiry about a former patient has come from & practitioner we have gent
him a record of the patient s symptoms trestment, and results of the blood
and epinal fluid investigations, and 1f asked to do so, have made suggestions
s to further treatment [t s possibly due (o the war years and the
scxttermg of London s population during the bombardment but we have
bttnduappotﬂlcdﬂno!bemgnblclartmuﬂfn(mxhunhmoﬂdwr
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former panents.  Syphils }s auch a chronie dusesse that it 1s not possdble
for ane individual doctor to see 1 case of congenital syphulis through to the
cod—even with am 1dead foflow up system. We need to emulate the
example of Alfred and Edmond Fournier where Edmoad continued to
remmn m touch with #nd to supervise tus fether’s paticnts after hus father s
death.
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CHAPTER 12
THE TREATMENT OF CONGENITAL SYPHILIS

1 Prophylads
THE 1deal method of treating congenrtal syphilis 15 undoubtedly to prevent
1t, and 1t has on several occanons throughout the pages of this book been
emphasized how important 1t 18 that every expectant mother should have
2 blood test as early as possiblo in pregnancy and be appropnately treated
should she be found to have & posttrve W R, This was 1n the firat instance
all that was considered necessary but subsequent eapenence has shown
that a womnsn may become infected later 1n her pregnancy and it s there
fore desirable to repeat the test at the sixth or seventh month of the first
test has proved negative.  Formerly untl the advent of pensallin, the
arsphenamines were the drugs of choice for the prophylactic treatient of
the mother but mince the discovery of penicilin many investigators have
shorn that the drug can apparently be relied upon to prevent congenrtal
syplults 1n & large percentage of the cases in which it has been used alone,
The infants born to the mothers 5o treated have been examined clinkeally
logically and rdiologically in infancy sod have been followed for

several years with granfying results

Recent observations of Mary Goodwin seem to point to the conclusion
that a woman need not be retrexted 1n any subsequent pregnancy of (1) she
had previously been grven 4 ¢ or more of arsphenamine or its equivalent
plus bismuth therapy or at least 2 4 million units of squeous perucitin
(2) she has no clinical signs of sctnve infection and (3) she hss a negative
oronly alow titre W R, These recommendations are stated by Goodwin
to be valid urrespective of the stage and duration of the mother s infection
at the trme of her ongnal disgnosis and treatment, and regardless of the
interval which haa elapsed betw een the previous treatment and the present
pregnancy  Personally I am of the opinton that a fonger interval at keast
10 years, should be allowed to elapse with careful follow up before Good
win s conclusions can be regarded a3 justified

In this country we have h d to rely excl ly on 1 lin for the
prevention of ! svphilts, and although 1t 18 being used here for
that purpose it has practically alwave been used 1 conpunction wrth
arsenicals or bumuth

413
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2. Treatment

(A) Retrospect and prospect

The drugs 1 common use until recently were mercury and its varous
alns, the defferent srsenucals, bamuth and its salts and the rodides.  Since
the advent of pererdlin the t of congenita] syphiis has been
entiely revolutionized, partrcularly in the U S A and with the newer
ntibiotres we have perhaps reached an era when the trestment of syphulis
lfke that of so many drsesses, may sdvance by leaps and bounds though
we must not lose aght of the fact that syphils in man w such & protoacted
dosexse {or was 30 1 the past) that we must walt for 1o and possibly more
years befare we can be certun that & cure has been effected.  True, the
effect of druga can be tned on experumental syphilis 1 snumals, but it 1o
10t alwaye mafe to aseume that a drug which is potent tn rabbat syphilis
would have an equally beneficsat effect in the humaen dusease.
1t appears that both the mnardence and the seventy of congemtal syphilis
are drouonhing and the change has been wiung place dunng the coune
of my own expenence. It » quite uncomumon ta see a fortd case of the
diseane m this country to<dey which we one munly to twoe causes (1)
the exrfier and better trestment of prunary and secoodary syphilis in the
parenty, and (2) the dgnosis and t of the exp mother
This however has had the effect of taking ts off our guard, for although
early congenital wyphilis hes greatly dimunished, the later forms have not
duminubed to anything lke the same extent. It i beang trught to-day
that infantile syphils 1 2 very nere disease with the result that students
and practitioners of medicine end even pasdintricians often fuil to think of
it when making & dragnoss

Treatment wrth merrury, 13 now largely of htonica! mterest, but until s
Iate as the socond decade of this century the element reelf of one of m
salts (calomel perchlonide, prototodide) was extenarvely uted 1o the treat
meat of congertal syplulis, often alone but also 1 conjunction with the
atsphensmines  The drug s, or sbould be, so ltle relied upan nowedays
that no further details will be grven, but the reader n referred to the
muthor s gecount i Garrod, Batten and Thunfield s Diesses of Chil-
dren for detls (4th edn. p g10 1049)

Patasum wodide held an important posttion 1n the trestment of sequured,
Apecinlly tertrary syphilis and of congemital syphilu, parncularty where
bane lenons or gummata were thought to be present  Intravenows injec
vrons of sodium iodide hane been recommended for puvenule tabes dorsali,
We tried 1t 1n 2 cuace ot carly tabes dorsalts, starting with 1o ml of a 10
per cent solution o dustilled water and wcreasmyg by 2 5 mi. daily untl &
muardmom daily dose of 5 G was reached by the seventeenth day  In the
cesc of the boy whote neurosyphubis was Jess severe than was the gl s
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the WR. in the CSF improved from 44. to 00 n 43 years and the
blood W R. becamic negative 1n less than 4 years. He certainly appeared
to derve benefit from the rodide treatment. In the mirl there were fits
and the C.8 F investigation pounted to the supervention of pychic mani-
festations snd tsboparenis, The blood and C.SF W R remuned pos!

trve n her case although she was @iven much treatment Including malara,
bistovol and arsphenamnes in sddition to the sodium jodide.

Then the arsphenamenes were introduced and shortly after they had
been used on sdults thelr effect on children suffering from congenital
syphilis was tested. Infants and small children, 1n whom intravenous
injections might be difficult, were given neo-arsphenamine by the decp
subcutancous or intramuscular route.

When sulphariphenamnes were introduced, about the year 19tg, they
were used for deep sub 2nd mntr lar iny and found
much favour among syphilologists who had children among their patients.
When the patients complaned of the pain or inconvenlence of the buttock
njections, intravenous injections of neo-araph were sub |

The preparation 1pha (mapharnde) 18 i g because it s
assumed to be the sctrve denvative of neo-arsphenamine whrch 18 formed
i the body when the latter is injected. The dosage of mapherude fs
about one-cighth that of neo-arsphenamine, and 1t has been used for the
intensive treatment of pnmary and sccondery syphilt, also for expectant
mothers and m congenital syphilis.  Amenican and Canadian workers who
have reported upon 1ts use in congental syphils gave 6 weekly 1njections
of the drug alternately wrth 6 weekly myections of bumuth or 6 weeks
mercury treatment, wnthout any rest penods.  Anwyl Davies has used
mapharmde extensmvely unce 1929 and now uses it exclumvely as the
arsenrcal drug of the trivalent type.

Acetartol (Acetarsone  Stovarsol Orarsan Spiromd ctc.) has been
use mnce 1922 first a3 an oral prophylactic aganst syphilis and then for
the oral treatment of the duease including congerial syphils. The
arsenic in zcetarsol 1s pentavalent, as s also the case in acctylarsan snd
tryparsarude  the latter has been extenuvely used tn neurosyphilis, both
by wtravenous and deep subcutaneous or intramuscular ingection.

In 1921 buwth began to be used for the treatment of human syphis
and was found to be more efficacioim and fess toxe than mercury  Shortly
after its tntroduction it was sssociated mith arsphenamuines in the treatment
of syphils.  Comb of anph and bamuth compounds
Butovol (levudits) Brsrnarsen (Rauzse, 1925) unddtziherl have been pre

but have not enjayed a great vogue in this country
Prl;ldmﬂv w(fecyomc 1o pemtallin which was first nsed by Mahoney and hn
sssocuates 1643 for the treatment of early syphilis, nd shortly afterwands
for the trestment of syphilitic pregnant women (propbylsers of congenital
syphiln), and for the treatment of antenatal (conpenital) syphilns (Ingra
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bam, Mahoncy Moore, Platou and othens) from 1944 onwards, More
recently oifll penscillin treatment has been combined with maphamde for
the treatment of expenmmental syphilis 10 rbbits (Eagle and assocutes
1946 Belbic 1946) and in the sme year Levadrty and Vawman showed
that & sumilar synergmtic acton between penicillm and bismuth operated
1 the case of experimental and clinucal syphilis.  The three drugs peru
cilin, arsenoxdde and bsmuth beng sypergmtic 1n ther sction and not
merely additree, 1t may well be, 23 was forecast by Esgle and hus co-workens
m 1946 that the best treatment of human syphilis will prove to be these
three drugs in combinaton.

(B) Penielllin

When pemcillin was found to be capable of killing the spirochaetes and
deaning the lemons of expenimental syphils in ammaks and the scquired
duese 1n man, 1ts effect 1n congemmal syphils was thereafter soon tested
2t virious cdcs 1n the U S.A. The short term reaults were grnatfying
but some relspses, both chnical and serological were reported  Vanous
treatment schedules have been suggested, but with p lhin t

in my present flud state, any defimite line of treatment suggested will
doubtiens be out of date by the trme thus book 1 publshed.

Goodwin (1950) writes  The recommended schedule employing
2queous pemcillin 13 a total dose of 100 000 unrs per kulo of body weight,
given in 120 injections st 3 hour intervals for 15 days.  Febrile reactions
of from 1 to 3 F dunng the first 1-2 days of treatment occur m about
balf the patients, but they are not senoms and soon subsde, so that 1t 1
Dot neceasary as a rule erther to domunmh the sre of the earlier doses or to
interrupt the trestment. The deaths which have occurred durmg pent
cillm therapy have been attributed to the severity of the dmeaso rtaelf or
to camplications, and not to the toxic action of the drug  Consequently
Tt 1 urmlly held that there 13 no necesstty to start with schedules of gradu
ally meressing doscs. T cannot help feehing, bowever that 1t would have
been ruky to start with fall-sized 1nitial doses of penicillin on some of the
very heavily infected babies we had to treat dunng and for some yean
after the first world war They succumbed after 1 or 2 small injectians
of sulpharsphenamune (002 G ), and would probably have done better on
4 fortnight’s treatment with mercury omtment or 1 or 2 amall injections
of bummuth oxychlonde (0005 G —o-§ ml. bwoxyl)  They mught equally
well have suctimbed to ordinary starting doses of penscillm

Oral ads Hend and McAdam (1946) gave perucllin to
nfants by month, and after 100 000 unrts had been thus admimistered,
sdequate concentration of the drug was present in the blood 12 hours lster
More recently Rose and co-workers (1949) have given calchmn pemcilin
to infants by mouth in the form of tablets cach contuming 12 500 units,
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the total amount given being 14 to 2§ million umits  Four of the § patients,
all infants, responded sstsfactonly to this treatment, both chimically and
serologically but the fifth patient, 2 child of 23 responded well dinteally
though his W R. remaned positive even efter retroatment.

Luttle has been wntten upon the use of pemalin 1n older comgemtal
syphaltics an important paper dealing wnch thes subject was published by
Hanchett and Maude Perrv in 1950 The pattents formung the subject
of therr inquiry ranged in age from 6 months to 31 years, about half of them
being under 2 years of age when they were firnst brought for treatment.
The total dosage of the drug sveraged 300 0oo units per kibo/body weight
for children under 2 150 ooo units between the sges of 2 and 4, and 115 000
umts per kilo for those over 4 years of age. The authon found that
graduation of the carhier doses gave rise to only a very shight dminution
10 the reachons produced. An important obecrvation was that g5 per
cent of the reactions to treatment occurred in children under 2 years.
These reactions were febrile in character temperatures ranging between
100 and 1oy F were of short duration and in no case prevented com
pletion of treatment.  Opc pattent with juvenie paresss, aged 19 years,
showed a marked cxacerbatron of mental aymptoms after treatment was
started, and subsequently needed fi in a mental hospital
Unfortunately the Ister hustory of this patient 1 not recorded.

The conclusions Hanchett and Perry were able to draw werc (1) that
their evidence supported the resuits obtained by other workers that peni
cllin treatment s effectsve 1n congenttal syphilis both in regard to thers-
peutic results and safety (2) that we shall have to wait for years of careful
follow up examunations of treated cases before any conclusrons can be
dravin 5 to the effect:s eness of [ lnia p g late festatrons
of the disease (3) that infants and children may be given total dosages of
300 000 umuts or even more per kilo body weight with hrtle danger of
resction  (4) in children over 2 1t s the exception rather than the rulke
for the W R. to become nepative and (5) if a negative W R 13 to be
obtained through pensclin treatment therapy should be given at the
latest before the age of 2 years and preferably dunng the first 6 months
of hfe

These obseryations tend to support earlier ones for example those of
Yampolshy snd Heyman who were not impressed by the resuls of
pentallin tresument in cases of interstrtial keratitis and Clutton s joints
etber clinically or serologwcally It may well be that # combinanon of
pensallin with areenic and bismuth may ulumately prove to be the bent
treatment for congenital x5 well as for acquired syphihs but the best
combinations will have to be norked out on the lines of the clinrcal studees
envisaged by Eagle Mlagnuson and Flechman (1946). Substituting
procaine peruaillin for the squeous solution 1 would suggest the follonmg

outlines of treatment for patients of increanng body »eight
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For fuxts wp to 5 kilos body-werpht
Procune penscilfin 100,000 units daly (for 15 days)
Maphareide (mapharsen: twtce week! Monday and Frdsy
mwnawl;mﬁmmésmuﬁymmmmﬂ‘ﬁ
B:;?u;.hmbm lotide (busoxyl) ml Wed d
twnce
crxgl:x ; wz-tot_.;p L weekly on nesdsy an

The above sebedule Is for 15 days.  Afterward contioe mepharside 1 mg per
kDo/body weight on T\ ednesdays, alternating with bisaxyl o-t ml per kilo,
welght on Saturdaya, cach week for § to 10 wecks.

For childrex from 5 to 10 kilos body-weight

Procaine penlcilln 100 000 unste daly (for 15 days).
Mapharside 3 mg twice weekly on Monday nd Fridsy given as recom-

Bisernrth oxychloride o1 ml twice weckly grven as mentioned above.

This schedule is for 15 deys. T‘baufmmannuemphrﬂdclmgkgr
ednesdays,

Lilo’
body mesght on W alternating with bisoxyl o-1 ml per kio/body
welght on Saturdays each weck for 8 to 10 weeks,

For older children from 10 1o 20 or more kiles body wesght

Procame pemcillin 200 000 units dally (for 15 da
M‘Phlrhde{mgtﬂtceltcﬂyurmdcf:{;me.

Buaxyl o2 ml twice weekly e recommended above

This schedule o for 15 days. Thereafter continue mapharmde 1 mg per
m“l‘”dywdghlupmimxxim\mdomo(xctﬁn(le)m“cdnadzp

ﬂmmwmmwﬂhwy- up to & maximum of 1 ml.
on cach week for 8-10 wecks.

The blood W R. and the CS F (if possible) should be tested before the
treatment 1s started. The S \V R. should be tested agun after 1 2 3 and
6 monthe, quantrtatrvely if poseible. Should the W R. be almoat o quite
negutive and there » no chnieal relapse, no further trestment need be
grven, but the S W R should be tested again at g and 12 months and
thereafter at 6-monthly intervals dunng the ensuing 2 years, and yearly
afterwards.  1f the W R. 1 stull definitely positrve after the first 6 months,
or 1f the W R. having become negative later relapscs, the course of treat
roent should be repeated sdopting the schedule according to the body
welght of the chuld. In the event of the CBF showing evidence of
heurosyphilts the trestment indicated in Chapter 8 p 323 should be
amed out (with the addinion of pencillin).

Much informaton on the prophyleus and treatment of congenital
$yphibs and many allied subjects will be feund in the Transactions of the
International Symposum on the Study of Svphilis held tn Helaink: 1n
Sq\(ember 1950
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(C) Arsense

The ongtnal arsphenamune (* 606 ) 13 nowadsys not used at all in ths
country and was formerly only rarely used here for the treatment of con-
genita) syphils.  VMany brands of neo-sr¥phenamine were tnied since our
clinic started 1n 1917 but those most frequently used were  Novarseno-
billon (NADB)and Bayers 91y These have to be dissolved at the
time of use in sterile doubly-dmtilied water  The diglucoside of srsphena
mune (Stabilarman Boots) 1s supplied 1 ampoules 1n liqurd form ready for

) When sulpharsph C Sulfarsenol  and alled drugs)
were mtroduced they were extenuvely used for deep subcutsncous and
intramusculsr mjection in our patients.  All the aforementioned drugs, as
well as mapharsen vhich we did not use 1n our chinic, contmin the arsente
in tnvalent form  of the pentavalent arsenicals we used tryparsamude for
congenital neurcsyphilis and scctarsone ( Stovarsol ) for the oral treat
ment of congental syphilis faurly exteranvely but we have no personal
expenence of the use of acetylarman tnjections, the dicthy larmae compound
of scetarsol,

Dosage of arsenical drugs. Infants and children tolerate arsenic
preparations quite well even more 5o than do adults  They can take 30
mg (003 G) per kilo body werght which represents about o1 ¢ of
neo-arsphenamine for an mfant of 3 to 4 kiles It was not our custom to
grve quite such big doses though 1t seems to have been customary
Germany (Muller 1927).

For a first course we injected 20, 40 6o 8o mg o1 G (twice) and
013 G (twice) of neo- or sulphersphenamine totalling 064 ¢ 1n 8 doses.
Mercury in the form of proto-1odide gr § (8 mg ), tho or three umes a day
was d with the anph injections.  After & rest of 4 weeks
the W R. was tested and s fresh course of treatment begun  Thrs was
started at 60 mg and increased to 0 18 or o-33 C for the scventh and
eighth doses  the mercury rodide was slightly incressed —to § gr (16 mg)
twice a duy  After another months reat the W R was again tested
It was found that the WV R. vaned considerably in the time taken to be
come permanently negatine, and that several factors seemed to plav a
part (1) the age of the child when treatment was started (2) the presence
or absence of neuroayphilis n the patient hence the importance of cxam
ining the CSF gt the commencement of treatment (3) the age of the
tafection 1n the parents, particularly the father and (4) nhether or not
the patient receved treatment regulary A pauent whose C S F had
been found pomtive nould hase the flud examined ever) 3 months until
3t was quite begative, and after a negatne blood and fluid had been
obtatned, we were usually content to give one €xtr course of treatment,

though this one extra course was later increased to two,  As the patient
incressed tn age and size so naturalhy the doves of the drugs given would be
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incressed until & manmum of 0:45 G of neo- or sulpharsphenamine wes
reached about the sge of 8 to 10 years.  The mercury wodide would also
be increased, possibly to gr § (30 mg ) once or twrice 2 day and probably
by thus tume the injections would no longer be of sulpharsphenamine
tarly or deep sub ly but of neo-arsphenamine wntra
venoutly Intravenous injections are posubly more convenent to give
to ngger children and better tolerated by them but they are not so
factory as i bar in unce the drug s more rapidly
elmimted after intrevenous ingection.  We therefore preferred to carry
oo with the deep subcutaneous or intramuscular injections as long as the
patent could convemently tolerate them.  For the latter the dose should
be 1 ml and not more than 2 ml. and for intravenous injections 3 to 5
ml. should suffice. Arsphenamine diglucomde (Stabilarsan) which s
rupphed dissolved ready for use, must be injected very alowly to evoud the
possibility of unpleasant sfter-effects. (A good plan 15 to aspirate some
blood 1nto the syringe three or four tmes dunng the njection of the drug
1od to rempect the muxture.) Mapharsde being & more potent drug
than neo-arsphenamme, 7 or § imes a8 potent 18 grven 1n correspondingly
smller doses,  For practical purposcs
bomy or 006 G harsde m the equivalent of 045 G b
omg oroot G " " o3 G "
md 2omg oro0a G

- . . eunG

The technlque of these n: 09 can best be lewrnt by practacal demonstra-
Mmmm-dmﬁmo(ﬂmg hinthe Encycopsed:

1 Allin injectrons should be given wrth great carc so that none of
the cacapes the udlcr\\E:: will
e, pomiibly to necross. This would not be very coaducive to the

v nce for

onco the pont of the needle hes entered the van and the drug seems o be

In well, keep the eye fixed on the vern and at the first sppesrance of a sncll-
“‘Wwdnngmmmpmthbumdmmdmmzmedlum
distance, for it may have gone formurd end plerced the deep wall of the vein.
Withdraw the prston a little and f blood now flows into the syringe it is prohably
wle t g ahead slowly with the ipecton.  1f swelling around the vein recurs
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there shoukd be pain the needle must be withdrmn and remserted chien bere
The mjection hning been succesafully given, the 5y ninge and needle are with
drawn and the buttock well masaged wih gloved hand enclosing a wad of
gruze or cotton woo! When giring s deep subcutancous Infection which
abso done 10 the upper and outer quadrant of the buttock care must be
taken, by draming away the skin and subrutancous thues from the or
musdle, that the peedle pomt 13 movable over the fascia and not too

One fas setn severa] very sore buttocks from ingections of arsphemamine bia-
muth of tryparasmude given too superficially

A course of anaphenamines conaisted usually of 8 weekly myections and
some of our patients were given as many as 60 or 7o injections totalling
30 G of nco- or sulpharsphenamine over a peniod of 4 years before they
were regarded as cured.  Tryparsamude which was substituted for the
tnivalent arsphenamines when neurosyphils fuled to respond adequately
to the Istter drugs, was green by mntr lar deep sub or
intravenous injection. The usual dose for & child of 1 or 2 yeam m o-5 to
1 G dussobved in 1 ml. of distilled water and mjected weekly for 12 weeks.
The dose is tncreased proportionately to the age so that a chuld of 12 may
begven2 G oreven2 s G foradose  Asstated on p. 324 tUryparmamide
was frequently grven nuxed with bisoxyl for the wual 10 or 12 weekly
injections.  Tryparsamide has an effect upon the optic nerves, so that the
fund1 should always be exarmined by an ophthalmic specialst 1n order to
obtain an opinton as to the sdvmability of using the drug i 2 particular
patent. I did not come across a case 1n which tryparmamude treatment
of a child had 10 be suspended because of any visual trouble

4eetarsol (Stovarsol)  With the advent of perucillin and 1ts wide use
in the treatment of tnfantile congemtal syphilis, exther alone or 1n aseoc2
tion with inpections of mapharsen and or bsmuth 1t = unlikely that the
oral treatment with acetarsol will ever be reintroduced and the reader 1s
referred to the author » expenences with this drug which nere recorded In

1941

Toxic reactions to trivalent arsenicsls

Infants and chuldren tolerate arsphenzmine treatment well even better
than do adults, probably because thar excretory organs capeaally the
lrver and kidneys are in a beslthuer condinon  Resctions may occur
however and they may arse at varying penods after the mpections have
been grven

(1) Immediately or withsn & few minutes.

(2) After a fow houns up to 24 hours.

(3) Late—after 1 to 5 days.

(4) Remote or cumulatin e effects that towards the end of 3 course of
courses of treatment
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Jo sddrtion to the above there are the Jansch Herxheimer reactions which
are due to an incresse of syphilric mgns ot symptoms, and which may be
scrious 1f they affect vital organs, such s the heart or brun
(1) Immediate reactions There seems to be no doubt that some
of the reactions which cecur such a3 a slow or a rapid pulse, a feeling of
funtness or an actual faint, are not really due to the drug but to the mere
prck of the needle they are doubtless paychc in origin and due to para
sympathetic shmulaton.  Vormuting would come into the same category
nd we had one patient who vomuted regularly every week before the in
Jecton was given  Vomuting sometimes occurs immediately after an
wjection, especully 1f contrary to instruction s heavy meal has been
tiken shortly before coming to the chime. The commoner immediate
fi are the dmturbances, often referred to =
“maphylactosd o rutntosd  crises—congestion or swellmg of the face
neck or hands, & rapid pulse, dilated pupils, a sense of constriction about
the throat and praccordual dustress, which are thought to be due to damage
1o the aapillary endothelium.  These rymptoms might be due to an
immedute Jansch Herxhemmer (towc) offect upon the capillary endo-
thelum, which soon pawscs off without domg any permanent demage.
In several of our exrly patients the doses we injected were too big for
cumple, 045 G in children of 5 or 6 years. One boy to whom we gave
such 2 dose was bronght back to the clinic within a few mmutes with swol
len hands, cysnosed and vomitng  Another patient was 1ll for 2 weeks
with fever diarrhoea and sickness after a dose of 0 45 G
We had 3 families 1n which 2 members ahared the senmtivity to arsenuc,
A glrl of 11 developed 1 generalized urticana about 1o minutes after an
"mpectron, 80 1t vas thought wise touse  Amectox  (sodum thiosulphate)
& the diloent for the arsphenamune, which was the treatment in those days
Th!glﬂlmmh:rmeqmﬂymptﬂllemlncmc,wcwmmfmmcd
e A boy aged at]y; years developed an 9 o
thema after only o1 G neo-arsph but he was subsequently able
o tolerate six g-week courses of acetarsol (Stovarsol)  After he had
Piased out of my care he was given a course of sulpharsphenamine when
be was 5 years old  After the finst 2 injections, which were followed by
Pallor a poor pulse and nng the medical d viemng these
reactions as paychic and not tome, proceeded with and finhed the course
of treatment (1940) The boy s mother was also susceptible to emenic,
for an myectt of 045 G ph gave her headaches and
drniness for o week.  In addition we had a third family of which 2 mem-
bers, 2 brother and mster were susceptible to arsenic.
Amang other immeduate symptoms of which our patients have com
were tingling in the handa and feet in one case and a taste = of
kathic In the other  Both these patients were congenrtal mothers and the
SYmptoms were pot serious. A gul who was bormn dunng the fint world
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war and received little mercunal treatment in infancy was scen again at
the age of 11 with latent syphils and had a W R test on account of
suggestive incisor teeth  She waa given 13 5 G arsphenamine diglucoside
( Stabilarsan ') 1n 41 1njections without untoward cffect but with & per
sstent W R. and hahn.  After 26 bismuth mjections the W.R. was lese
strong and 1t was hoped to complete the course with neo-arsphenamine, as
bumuth hed occasioned a stomatitis  After each injection of  Novarseno-
billon (0 3 G ) the patient was sick and had fits of sneczing and after 2
different brand of neo-arsphenamune (Bayer 914 *) the patient did not
vormut but sneezed s before.  Thus was the only patient we had who was
thus affected

Tt 1 strange that 1n at least 2 patients symptorns occurred shortly after
subcutaneous or mtramuscular inections of sulpharsphenamine one wm
an infint who at the age of 6 months becamc cyanosed after an mtra
muscular injection of 012 G and was drowsy all the way home. The
other was 2 girl of 24 years who was senmitive to amsenic, for after the first
injectron of only 6o mg sulpharsphenzmine small vesscles eppeared on the
arms and buttock on another occanon she shivered and went blue 1n the
face after an wjection and recovered 1n hulf an hour and on yet another
occasion she was fant and felt ill half en hour after the inpection. It w
dfficult to sy whether such reactions were toxic or duc to a Herxhetner
or paychic resction  possibly they had & dual origin

(2) Reactions from a few to 24 hours after injection. That many
of our patients had somehwat delayed reactions we sttnbuted to the fact
that they had to travel long distances by bus or tran to reach thewr homes.
Some of them were sick on the journcy and the sickness thus started often
continued for onc of more days. Bometimes there was fever for & day or
two occanonally headache and rarely a ngor  The reactions mentroned
under the headings (1) and (2) could be prevented or at least mutigated
by strict attention to the techmique of preparng the solutions (freshly,
doubly-distlled water and not letting the solutions stand after being made)
and by imecung them slowly Clucose (barley sugar) given to the
chuldren to suck while they were wamnng for therr mnjection appeared to
have & beneficial effect  Skin reactiora—itching erythema or urticama—
are an indscation to proceed with caution

(3) Reactions after 1 to 5 days late reactions  («) Dermatoses.
The first 5 davs sfter an injectton seem to be critical ones  If the patient
has shown any endence of skin senmuvity the erythema may become
genernlzed and be dugnosed by an unwary outside practitioner & messles,
German meusles or scarlet fever Ve have scen such cases that were sent
to a fever hospital only to be returned as bang  not an infectious fever
on the other hand one of our patients who lived a conuderable distance
from the hoaputal v.uuuxcdbyhupnrncdoctoru.mco!mfnla
|ndlhmberrtumcdlolh:bmpiu]nthemddlnnk}vewpﬂ\dy
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d with cxfolistrve dermants and died shortly afterwards  He was 44
yaars ofd, had receved only 4 1y neo-araph totalling
o%5 G, and unfortunately was & case of latent syphils who had been re
dacovered sfter & long defwult mnce infancy At the sutopey the pual
venels were injected and punctste haemorrhages were present in the
cortex of the bran, so that the patient had both exfollative dermstitis and
Baemacthagic encephalstis after ax litde ws 075 G neo-srephenamne,
Fortunately not xlf cascs of arsemucal dermatons end s txgically as the
one just parmated,  As an instance we mry mention the case of an infant
of 3} months, The clinwml diegnoms based upon s rash, snuffles,
enleged spleen, typscal facies with enlarged scalp veins snd craniotabes
wis confirmed by the N my findings of typtesi osseous lemons of the
femoes, tinse snd ulax, The infant was treated with huaouth oxy
chlonde, of which she recerved 226 mL (=18 G bsmuth) 10 23 wyec
oot with monthly intervals between the cotrses She wua then nearly
lnmnmhau!dtudth:blwdmdspmxlﬂmdwkmnegm\e. A
albumen wrs present in the urme the b h ded
14 neo-araphctamune given. Thccbﬂdmved4wceklym;cmom
1 @2 aand o3 G ahe was only & year old and alresdy had aibumin-
oria from busmuth therapy o st is not surpmng that xha developed an
snevucal dermatyiss with a rash on the trunk, arm and legs Fostunstely
the smpections were stopped and, after an exacerbation snd spresd on to the
face danng the suceeeding week, the dermatits gredeslly subsded but
with ebhe and fiows and with the temperstizre rased to 102 and o3 F
Apart from locad apphaations of olive oil and vaschine the only intermat
freatioent given was calaum ghuconste 10 gr (065 G ) tdae by mouth,
The miant eventually did quste well and at the age of 4 years the W R.
w3 still negative and the kidney Function tests were sif satufsctory  The
wdrmentytion rate had fallen from 75 mm. to 8 mm. m the hour n 17
moaths  Unfortunately the war put an end to further observation of the
Pabent.

A milder form of erythoma than generaliced exfol de; s that
hy}nhhn.nu Lhcmmb—dzyu-ﬂham \\hschnnhogcneul
and and g d by wihit slarmmg

nctuding pyrexua, often ntense ntching and possibly acmess snd
duarthoes. Actm.ﬂydwcmdmmmavmmmydwfmmdmmh
1o the cleventh after the b of the and 1
o5 3 days sfter an inyection (Harmwon) The condition  vere uncommon
0d %.¢ dad not encounter one case during the course of our 23 vears expen
ence st Great Ormaond Street,

Duting the sccond norld war bowever we W & patient of Dr Water

who developed & wovers d after

‘Mmdngnmdu-md\ﬁmn-mrm hwmcmcd:gu—i
of some 18 jears, heslthy and robust locking and « worker on the fand

a8




434 CONGENITAL SYPHILIS

She was bang examined a3 # blood denor and was found to give 2 ponitrve
WR. It later transpired that she was a latent congenutal syphilitic and
her mother developed general paralyms  The gl was betng treated with
small doses (03 G) of neo-arsphenamine and had to bieyele several
miles to and from the chnic n unusually hot weather and did not deasst
from her land work.  As & result, and possibly in consequence of unusus!
actson of the skum, sfter the third injection ahe developed marked pyrexa
and an erythematous rash over the whole body  For some diys the gl
was delinous and seemed gravely ill. - Shortly afterwards she came under
our obacrvation and her condition was st g migns of umpr t, w0
that ahe was dugnosed as suffening from the milder form (Milmn 5 syn-
drome) of arsentcal dermatosis. This was borne out by her later treatment,
which was begun 2 months afterveards and conssted of 3 courses of 12

y each of neo-arsph (o~45 G ) together with busaxyl (1 ml
doses).  The W R. remancd persstently posttive the CS F was quite
negatve.  Dr Anwyl-Davies gave her 3 courses of mapharside and bu-
muth axychlonde without the patient having any reaction to the srenic
or bsmuth.  Finally she was grven 2 course of 3 million unita of penrailiin
1o ol (300,000 unsts for ro daysj but unfortunately did not re attend for
a further blood test.

Far the treatment of severe dermatases the Latest drug to be tned fs
dimereaprol (B.AL.—Bntsh Ann Lewmte) the dose for chuldren being
1 mg per kilo’body weight daily B.ALL. should not be given if the
Jrver 13 likely to be already sffected.

(b) Severe cerebral symptomss  Fortunately severe cerebral symptoms
were not common m children but we encountered at least half & dozen
cases. The syndromes were of two different typas 1 Hacmorrhagt
emcephalits leading to a rapidly fatal terminavon  [his s probebly
2 true tomc effect of the amsemic. 3 Acwte focal lestons of the central
mercous system probably due to the occlusmon of arteries which are the
seat of syphiline disesse, the ocel Iting from #n overdosage with
arsenic—a type of Jansch Herxhermer resction  W¢ saw instances of
both types of lemon.

1 Onc case of kaemorrhagic emcephalites which comphcated a condition
of exfoltrve dermatis has already been recorded (p 423)  Our other
case occurred e followus

A boy of 10 years with latent syphls was the bruther of 4 child who dicd of
ford coogenutal syphibn. The s oaly stigma was typical Hutchinsonan
teeth.  He wan guven 4 weekly inpections of neo- neos,o-3emdoy G
(mwe)-nhnxrw?”m»d:p-nfh.gf 4 (16 mg ) bisdee  The Lest 1 doses mere
evidently too beg for ths parucular patent. Hrtory -
bappened dunng the first 4 days after the bt injection it an the mosmung
the fifth da ﬂtbny"tndlf?l.he-cnlwﬂlndhlmwnhlfnml-
hmmhtnL‘u-dmm:dmlbmwulmmlohuhmmluhunm
sppriscd of the fact and the folloning details were obtamed from the 2
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of that On adimsseron the fed  was seroe-conscrous and resented tter
derence. wrs aprd the jovs were elenched and the Hhtchiasonan
troth were poted. The neck wes npid and the srus and degu felt spestie,

the plertar LT Left pupd alightly than the nght.
lea‘i‘nmtnx 32 Faﬁwiﬁum ¢ (m the Jungs
Lomunal gr 13 was anjeczed £ hours after admusbon fumbar puscture
o ander 2 generel msepthene, Few m} of bleod-wvanned fud
cbikined, 5ot umder prewure many sed snd whie celly were present, The

t dhed 32 honss after the Gt e tad In the morrung * Ax already stated, our

¢ ot informed of the patient s death and we hed wo of
wemp the post mottem. The brain B descnbed me being “wwalien with
fatirned convolutiers * end the cause of death—* encephalits.”

1. Severe damage to the bran a3 & result of overdessge We had two
well-carked ingtances of thu.

Mh&mrﬁn{mmtbetgd;mhmrdreﬂ neo-sevphenmmoe
(3201 2x03 wnd 3% 03 ) end 10 sddition solunon of mercurie chlonds,
1 i 1000, 06 51k, for 3 weeks, 14 1ok, for ¢ weck and 2 ml. for 3 wecke, When
finet aoen by oa wt the age of 6 monthe the W R vas the head was
mu;l ,ﬁﬁw.w’w{m"f T;ﬁ}abhm “Alx]
ige months the infaat developed screanung sttacks, v persised
denth at rof monthr. Pkt mortem there was porencepbily {ses Fig By}
Fllowing occlusion of & branch of the posteror cerebval artery

The second iple of groes averdosage 13 phiied by the followmg
e

A thild of § mooths xfier developed & b i whech vas
Siaghosed i Indin 1a A:m'ﬁfummmm
* who ht the trouble

wsthasttes haang confirmoed

mm—mdtbuhﬁdmdmm(mlwmtnhthc duﬁymm’d'“
wa wrw the chuld sguin larer abe appedred 1o be mren

the age of & years 10 1o45 the linbe were Saddike and the orthopedic sur

mn & \cev gloomy ooe emice then cantest with the putent has been
1y reading of thus cane % ax that the child bad anginally saffered from

mxmvm whch we wggravaed by overdosage with peo~

{4) Remote or cumulative offocts.  Liter of\mlt hepetits leading
to pundice 53 {or was) & P m B therepy
™ sdult acquiced ayphuhitics,  Jt m now genenslly bebeved, hav.ever that
in the majory of (hese cases 5t 13 ot the ansemic that 1 sesponaihle, but
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that the condition results from o virus infection Lransimetted from palient
to patient by an inadequately-stenlized synnge  Anwy! Davies (1943)
does not sgree and came to the concluston that the jaundice end dermatrtis
which s frequently followed the ad ation of arsph ines were
due to the tovaty of the different commercial brands of neo-araphena
mune, which varied from brand to brand of the different manufacturers
and even from batch to batch of a brand made by the same firm. He
attributed this toxerty to the varability sn 1ts manufacture which led to
the vanation of 1ts arseruc content from 18 to 21 per cent, #s well as to ity
vanous impuntics.  Furthermore, the toncity of neo-arsphenamine 1
mncressed by oxmdation so that solutrons of this drug s also of sulph
arsphenamines, should be Injected diately they are prepered  Far
lesa toxtarty accompantes the use of arsenaxide, which Rosenthal (1932)
confirmed 1 formed sn the body after the mjection of graphenamines, and
the preparation  mapharsen  (called maphanaide 1n thus country) o the
one which Anwyl Davies used 1n hus later investigations.  As the rexuit
of hus investigations he concluded that the more stable and purer drug
mapharnde  produced far fewer cases of toxke mundice and dermatins
than did the neo-arsphenamines, and he m of the opinion that there i
little or no enidence thst the injection of the drug sctivstes the virus of
hepatrts glready present in the body (personal communicatron 1953)
It s generally agreed that jaund pl g arsph therapy
1 much less common in congenital than 1n adult scquired syphils,  There
arc varous possible explanations.  The child's Iiver may be lesa semitine
to the toxie effects of arsenic or to the vinu of homelogous serum jaundsee
Poesibly abso the fact that mtramuscular injections are used for children
i preference to intravenous therapy may reduce the chances of mans
msaion of the virus Ve certamly had very few cases of jaundice among
our patients and we like to attnbute th to the care we bestowed on the
sterilization of our synnges and on the prepanation of the solutions for
injection
Two of our patients at 8 years of age developed # true syphilitic heps
utw one (IP sce p 171) became pundiced dunng treatment with
arsphenamines the other (A.B p 169) had varous forms of irestment
fuding arsphr which benefited the Lver cond without
giving nse to qaundice  Of our other paients who developed paundice
duning trestment the maonity were probably cases of acqurred syphils 1n
fact, when a child developed jaundice dunng treatment we re-cxamined
the history to see if by any chance the infection could have been an
scquired eather than g lone The following cases dll thrs
pot fora f
w2 healthy infant and put cut to nunic with 4 woman for 3 Jow
e oy vl s Taothet wect 15 work. Tt s possble that he ratht
have been infeeted then but he showed no symptoma or signs of duscrse 1t
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tone. At the age of  years he was found to be o diphtherla carrler and while 10
the fever hoepital he # slooghing ulcerative condition of the tonsils and

treatment be dice after recerved only 32 injections
"‘mﬂmmﬂ 45§ G Thu, taken In con on with the fact that
he o shown absolutely no of the dmcase, suggests that
bs syphils may have been sequired exther from bis sister who was 3 years hus
imixo(ﬁ::inmdlcr

Jrundics ia recorded i 4 further cases in our serks.  In 1 of them
ﬁmtdﬂ:edhpd;uf-:qun’rd hilsw made on other grounds, and m
1 of the remaining 3 cases it 1 quite possible that the sypinls may have

7]

For the treatment of jaundice the further admmistration of the
thould be stopped and the pstient kept m bed on a light dict. Stomachc
scdrtives may be given to counteruct vomrting  We gave our patients

tr j of sodium thiosulphate, 0-45 G in 10 mL solutton

the injechions of the thicsulphste.
Albuminuna is rarely d by the arsph m
congerutal syphilis, but we hed one case of parenchymatous nephrrtis
A murl nearly 12 years old gave the following history Atgyunoflﬁh-h:
tic

developed Clutton s jounts (knees) far winch she was given no snteyp
frestment. A year hiter ahe hed interstitinl kerwtitss of the left eve, for which

*he woe joctions #t an eye bospral.  After havimg
fttdvuig;GdLh:drug,we t hed sudden abdommal pain, vomiting
and Two days later the became swollen and a week from

the anset of the t trosible the patient wes sdmitted to Dr Frew s ward in

l}tmlﬂ.drm:gc'p*ulmm“mm:ndodmofthcm The urme

Wms scanty contuned a few red cells and vwas “sold with men.  Blood

ure wm 41 mg 4, blood cholesterol 280 mg  (pormal 1oo-z00).  There

““-lﬂﬂnlhifth:gduﬂna-duem?f:a the lacrulose text gave a normal curve
unne

the tbumen was + + + disgnos wae ymetous nephnus,
which was simost due to arsphenamme.  As we had pot
d a nephritm we had not rmsde it s rule

cximine the patlents urme beforo each Injection of arsphenmraine as we did
with bmuth fnjections, but sfter thie cxpenence of 1932 we subsequently
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examined the unme before all injections, but without finding serloas albumper

in another arsphenamine patient.

The patient did well, bemng kept in bed on a Iight dsct the anpberamme o-
jections were of course stopped. Suw’edx.fmndmhnmthzunmywﬁ
tuddenly meressed from 20 to 50 ox. (60o-1500 ml) in the 24 boun.
blood was normal th but some albumen was present in the

megmdumhe was 1n hospital,  She vems then diacharped

treatment was resumed,
he:du:hemducknc-?mdmbccqmﬂyhad-rudm(dcbc-mdlhndxk
m the evemung of the inpection d"y%{_m after an fntramuscular injecbon.  Sbe
was better but still had a weak W R (3 1.0.0.) when she was lost aght of a1 e
age of 143, yearn.

Toxic effects of the pentavalent arsenicals

Tryparsamide has in the past been very freely used in the treatment of
neurosyphilis and 1t 1 surpnsing bow much of the drug tolerant panents
can take without harm. Harnson mentions that in sdults smounts of
150 to 250 G of tryparsarmde are quite commeon. Our largest doscs B
thildren have been around 60 to 65 G which were well tolerated.  Two
of our patients who had bigger doses, 79 end 116 G respectrvely o2
plained of taxic manifestations one, a girl of 12 had flushing and sweet™g
of the face § minutes after an mjection and some of the other injectiont
of tryparsamide with bsotyl duagreed  The other patient w3 8 boy
of 12 with ahom the last 4 or § imectons of tryparsamide (2 G mo*
venously) disagreed  The mother compluned that the boy went whire
on the way home and on one occamon  he fainted and lost
mthe tran with cramps 10 the stomach and shivering  Another proef.
a gl of 11} years who suffered from tabes dorsalis, compluned of sekec®
and headache after the later injections, 2 G each, of the first counsc of 1Y
parmamide. We did not see any cases of arsemical dermatits after e
administration of ryparsamide

We saw several cascs of ekin rash after the oral admumstration of so£t3f
sol (Stovanol) usually rubelliform, sometrmes scarlatiform.  On %°
occasons patients exhibitmg such rashes wrere sent to a fever hosprtal b
a resident doctor 1n my sheence, only to be returned & fewr days later 5
being non infectne. It s important to bear 1n mind the possibibty ofs
touc drug rash whenever amsenic 1 being admimustered. of ot
stovarsol patients had durrhoea and \omiting somehmes assocsted wtb
a nse of temperature to 100 or 101 F

General symptoms of saturation with arsenic or of overtrestmes!
Sometumes towards the end of # course of treatment snd at
after several courses of araphenamine r other arsentcal & pabe™t
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exhibet mdef; P of 1ntol such us lassitnde, loss of appe-
tte end Joss of weaght, These are danger signals » warning that anenic
Irestment should cease and an mdication that a convalescence 1n the coun
tryornthennidefornmnthorlongu-lfneccurylbmﬂdbertcom

Jarisch-Herzheimer reactions

BYlIlrthenhummonnmuntmwmtheryphﬂmc
o Or kymptome shortly after the matitution of treatment., It 19 difficult
dﬁnmth:nnmofmchmn,whahunultm:dfec(ofthe
dm%"’dfﬁthe;ﬁmofthedvmgordudtnpmmﬂdﬂ&uycdby!he
ctng on the latter smumption, 1t was frequently recom-
;:ﬂdﬂdm-tlnmnnmtmd\lmﬂd:rdmg,mchumcrmrycrbummh
vt with penscillin as the drug of choice, some authortties consider
nld\fﬁbletomegmdlnteddmufthcmtibmucforth.eﬁmd:yor
%o of trextment. Caution 1 particularly demmble when the blood
Mdthcbmtorbngor.ddmuorgnnnnhu&eqt.mybe
myobyed for here even a temparary occlusion may hsve senous effects
upo the tiaues sapplicd by these vesaels,

Bevena] types of the reaction have been described sbove. The early
f“'ﬂemdvmhrdnmrbmcumxybeﬂm}umn—mcdmm
lhﬂdﬂemthelntmcpnu The most important Herxhemmer reactiona
mlhmdnwhxchmehlomivu.ehuftbeccnu-dnmmmbemme

erther by thrombasis or by swelling of the involved vascular
"ﬂ{"ﬂm’mguxmﬂyuvcrdﬂ-gemthm The toro cases described
l-bﬂvenodoubtmmelmm_hhumgory Reference has been made (p 109)
0 8 rare type of the reaction we encountered.

A girl of 3 with u larynges] strudor was operated on for what wes thought to
""p-pmnmocmc:rﬁ,n She relapaed after 8 temporary Hmprovement
thyngmmfw The W R. havmg been uve, e
0 1 inpect] of heramine, when 1 ‘Pc?;lﬁrrtbewumd
she had 2 sudden mitack of dyspnoes, which was thought to be duc to n
reachon  Bbe died s fow days later after an umuceesaful atempe

" rantubstin.  Unfortunately no sutopsy was permitted

(D) Rixmuth

8lnce the itroduction of bismuth therapy by Sazersc and Levaditt 1n
1921 the drug has been extensively employed in France, and soon after in
many other countrics, 1n the treatment of syphils. It 18 more efficacous
than mercury and, on the whole, less touc our own expencnce with
children bears out ths view  Owing to the generally favourable opinron
of the vatne of basmuth, many preparstions of the element have been
Placed upon the market and a list of those which have been used in thes
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country will be found in Harrison s monograph.  They include (i) water
soluble, (if) oil-soluble, and (iil) 1nsoluble preparstions In our clnic
we used all three types of preparation, but soon gave up using the fimt
two because they needed to be given 2 or 3 umes a week on account of
thar rapid absorption and excretion. For many years we relied upon
the insoluble preparations at first bsmuth metal and afterwards bsmuth
oxychloride, which had been shown by Lomholt to have » fairly even and
not too rapid sheorption (1g2g)

Dosage and method of administration of bismath, As the dose
of bumuth for tnfants 10 rather 2 small one 1t 13 sdvisable to give the first
few doses with a tuberculin  syninge in which the mullilbitre s divided
into taentieths.  For an infant of 3-y kilos 001 mL of brsovyl suspension!
s recommended for a starting dose  Thu contuns 10 mg bistouth
oxychlonde or 8 mg brsmuth. It 1 usually safe to incresse the dose by
o1 ml exch neek so that & manmum of 1 ml 1s reached by the tenth
tnjectron, snd i the infant appears to tolerate the mjections well the
eleventh and twelfth njections of the course may also be 1 mL  The
urine should be tested before exch inj for the p of albumi
ursa and casts,  1f erther of these be present tn more than minimal amount
or number the injection should be postponed for @ week It was our
expentence that 1t was not usually necessary to interrupt the first course
of injections and that it was more likely to be necesazry to do 0 1n later
courscs  Lemons usually clear rapidly with bismuth treatment and we
frequently found the W R negative at the end of the firnt course even &
positive spinal fluid was converted to negative by one such course of
injections.  We were not content to leave 1t at that, but 2 further counses
were usually given  After « month's mterval of rest a second course
would start with 02 or 0 3 ml and nise to 1 or 1§ ml for the taelfth
mpection using the same precautions as before  After another month s
rest the W R of the blood was re-exzmined, end if the C.SF had
previously been positive a lumbar puncture was repeated.  As mercury
s als0 & renal irntant 1t should not be grven 1n any form to children having
tnjections of brsmuth, though with our carlier patients tha precautron
3 not adopted which possibly accounted for albuminurs in same of the
cases.  With older children the dose of bismuth may be increased stasing
with o § ml. and rsng to 2 ml, or cven to 2 5 ml towards the end of a
course in the case of children 12 to 14 years of age.  The injections are
grven 1nto the buttock remon by the deep-subcutancous or intramuscular
route, a8 previously descnbed. Particular care must be taken not 10 inject

“Dusoxyl aqueous smpennon of brumuth

: ‘igmmggm: ;u. cx‘;‘m o1 G (100 mg) BOC T"
B o st S ocl 2 & o el nbe G
Epo'i]:?fc: G buimmth 1 i that 1 dewble snd 23 taney rospeaibely the

strength of briovil  (¥her firmis alsn market thee dany
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bamuth preparmations 1nto 1 blood vessel, so that & correct ming and
directron of the needle are essental and 1t is advisable to pull a ttle on
the prston before starting to inject.

It bas been mentioned that combinations of bumuth and asphenamines
(Bistovol and Brsmarsen, Rarmss 1925) have been prepared  busmuth and
typaramuide combinations have also been marketed. In our clinic we
ured to inject sal of tryp ide and surp of brmuth oxy
chlarrde together in the same synnge nto the buttock region of children
when the combined volume was not grester than 2 to 2 5 ml.  The results
were umformly satusfactory

In older children and in adult syphiitics with cerebrospinal syphilis
the larger doses of tryparsamide solution and bismuth susperaion would
beluobulkytogwebym- lar or d b injection, and
Ihlwonlﬂuﬂomnmnmnmﬁc-boccnaoflhebuﬁockthm
produced. In euch cases the tryparsamude would be given intravenously
0d the bamuth intramusculardy or by the deep-subcutancous route.

Toxic effects of bismuth ~ We have grven bismuth treatment to at
lemst 260 plﬂcnu ather alone or in asocution with amphensmines and

tryp by 1n} or { or mercury by mouth, and Table 33
Tauzx 33

Taxk Effects (93) of Blamuth in 71 8yphilioc Patents out of 260 thus treeted
Albarmin indjor csets in first course 1

* Aburin mdjor ety m At course pli generst °
soxcrptbllity 1

3 Albumin «nd for casts in second or Leter course 302

4 Albuntin indjor casts m second or Lster coutse pha
bine-black e t g 9 (%0 with elburnin}
Btometitia and pngmte

iah..u.dmmm D (a5 with meuth leson)

r\n-nhnd:d.ln‘ with
m 3 -ymp(cm)n!mndn-zew

- qu\]um:puhhy (phom albamun)

2 lin. -

1 Drcd (afrer dmrrhocs)

3

‘lndn;ln coogroeally-eyphilo mother
: :}- of soxgred o phule m chukdren.
Gone o levey of mihicaeal roeningrr.

sets forth the touc fi which we ed, 10 addrbon to a
] number of desths attributable to the tovic ecton of the bsmuth oc
to the discase itself The 71 patients who exhibrted toue mandestations
included 3 s {ly-syphilitic mothers and 2 children with scquired
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syphilis, It 13 scen from the table that the main toxic effects arc on the
kudneys (5o cases) and on the mouth (25 cases)  Several of the children
developed diarrhoea a few became febrile and showed other symptoms of
susceptibility to er overdosage with the drug 5 showed varying degrees
of ansernta and 2 only had skir lesfons.

A boy of 34/;, years seemed to be ssceptible to bamuth, for 4 days aiter the
first myection of 015 G bin-nuthbem-nned{dme.mdug:dd‘btnugim He
was then given scveral courses of neo-ansp Ine without any L
At 8 years of age be was able to tolerate bumuth moderately well, but after the
fifteenth in of bamrth metal he had a dermatitss, first on the neck and

ed w
mh}nplndtbcrathmuu-bkmmlm4 further courses of biamuth wheress
acetarso! gave to repeated recurrences of the ecxerm and b,

As has slready been mennoned, the urine should be examined before
every wnyection and of enly a trace of aiburun 13 present, its presence mll
be noted but the injection may be given.  If casts are present in addition
to alburmun that week s myection o better onutted, after which injectrons
can usually be resumed,  Sometrmes the kudneys are affected in the later
stages of the first course of injections but usually st j2 10 the second third
or later courses that albumunuria occurs.  There may be only s trace of
albumun present, which may be durcgarded, or there may be albumin +
or + + cven m the first course of 2 senes which entails delsy in treatment

Mast of the cases of albuminuma cessed and cleared up spontaneously
when treatment was discontinued and no permanent lesion of the kidneys
seemed to follow  In 2 pauents a diagnosn of bismuth nephntis scemed

Justified  One hed hacmatuna, » temperature of 104 F followed by 4
days feverat 1oz F yet when investigated 5 years lates was regarded by
Dr Payne, our biochemnst as quite cured with normal kidney function
tests and BP 11870 The other panent had nephritis at g months and
& months later was stll passing much albumin but thu had cleared end bis
kidneys were functioning normally at the sge of 5 years.

The usual effect of bismuth on the mouth 18 the formation along the
margin of the gums of a dark-blue kne starting as & rule behind the
mcssor teeth This 190 1 not dangerous but 18 2 mgnal for caution The
teeth msy need attention from the dentst and s peroxide mouthwash
should be used. VWith continued injections the bsmuth line may extend
to the mucous membrane further sfield and may then sct up a gngivitis
or stomatits.  Two of our severest cases of stomatits followed upon the
injection of bumuth metal which might be sccounted for by the fact that
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the preparation used was stronger than was realized or possibly that
bumuth metal 15 more likely to canse gingrvitis and stomsting than i the
ovychlonde.  Several of cur children had durrhoes and occasionally
vomrting, but these symptoms arc so ewily provoked 1n young patients
t!n:nnd:ﬁmhtuuythliﬂ:eywtrclmibunhletodwbumulh,dwugh
they seemed to be & contributory cause of death in the fatal cases.
Fatalires have been recorded from intravenous mjections of buwmuth
in sdults (Clarke Hughes, Johnson and others), and rarely exfolitive
dermatitis has been u sequel of bumuth therapy  This baa to be borne
mmund m the treatment of yaws in Afnca and elsewhere when bamuth
1 employed on a Large scale.

(E) Geaeral and special lines of treatment

The general paedistric trestment of the patient must not be neglected
Whencver possible the wfiints should be breast fed, but of this 13 not pos-
#fble the most suitable substitte foogd must be found for & syphilitic child
l}nﬂdncv:rbegwmmlhmlthywonnnmbcmcﬂcd.

Generl hygienic condryons, such s fresh air and surtable clothing
thould be attended to Between the courses of mnjections general tonics
may be administered, such as syrup fern phos. cod liver oil and malt
extract, and vitamins A and D in appropnate doses should be sdmunmstered
to poorly nounshed babres and tnfants. Should ansemia be present,
reduced mron, 3-5 gr (18o-300 mg ) two or three thimes daily may be grven
together ascorbic ac1d 50 mg every mormung if upon mvestigaton
of the urine the patient 1 found to be deficzent in vitamuin €. In certain
a3 when the ansemm 15 refractory to drug treatment one or more blood
tranafusions—5o ol 100 ml. 150 ml according to the size of the patient
and the degree of the ansermis—may be mdicated.  Thyroid medication to
certam backward children 1n sddition to the antsyphilitic treatment seema
t0 be followed by mprovement m some caacy.

As has slready been mennoned the discase sppears nowadays to show
certam mirtigations m the severtty of the symptoma ss compared with 2
Of jo years ago  Even at that tme the local manifeststions of the disease
did not requure any specal trextment, the rash, for example, dusppearng
rapidly with the admunustration of mercury or Stovarsol or after a few
injections of arsenic or bmmuth.  If many exconations of the skin were
present 1t was found beneficial to grve the infant a boracic 2ad bath and
gently dry it with 2 soft towel o3 8 preimunary to treatment.  The akin
waa kept as dry as possible and well dusted wth a powder conusting of
equal parts of starch, boruce scld, axide of zinc and alome!l  Thus pow
der 1 also uscful for dustng anal condylomsts. To relieve the nasal
catarrh—the cause of the snuffles—the nontrils should be mopped or 1m
gated with boracre acrd or sodium brearbonate lotson and then smesred

inside with boracic or weak mercury (1 per
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cent 1 soft paraffin). This mercury omtment should also be used for
sores about the mouth

In several of the foreguing chapters attention hes been drawn to add:
tional treatment on non-speafic hines. The most important of these 1s
perhaps the use of atropin a3 a routine measure in interstiial keratins and to
sce that the pupil 1 thus kept fully dilated s0 1 to prevent the formanon
of irtic adhessors.  Other indications are the value of pyretotherapy and
of cortmone 1n certam cases

At all ages intercurrent drsenses should be approprately treated wath,
1f necessary a bnef interruption of the antupecific therapy should this
sull be i progress,

Congenital neurosyphilis s the most resustant of all forms of congenital
syphilis end 1t 15 for this aspect of the discase that most of the specal ines
of treatment have been evolved e g intraspinal therapy and pyretotherapy
in their vanous forms. Our espenrence with these has been grven m
Chapter 8 In the past cases of spastic diplegia and paraplegn were
frequently subjected to severs operavons nvolving transplantanon of
nerves and tendons, without # thought for the condiion of the patients
nervous systerns.  These patients often had congenrtal neurosyphilu,
some were already mentally defectnne and one has even scen a fen who
developed congenital general pareais duning convalescence from the opera
won. In my view all patients with spastic para or diplega ahould have
a spinal flnd test before any operation s undertaken, end of the result
mdicates syphilic involvement of the ¢entral nervous svstem and cer
tunly mn the prasence of any mental defiaency | would strongly dis-
countenance any reparative operation as being likely to damage still further
the disepscd central nervous system.

Children wrth latent congenttal syphilis, thst s to say those discovered
to have a postive W R, dunng the routine examination of a known
syphilitic family should be given treatment 1n order to safeguard them
against the possibility of later f of the disease.

(F) The follow up of the congenital syphulitic

Syphilis, whether scquired or congemtal has shexys been & difficult
discase to treat satfactonly that is to azy untl such ume as the atiendant
practitsoner 13 sstisfied that the patient can reasonably safely be regarded 2+
cured. There have been and probably still are, some nho think thar a
patient who has had syphils never gets nd of the treponema.  Perhaps
the newer drugs which can destroy the treponems rapidly may have
changed the outlook, but it will be many years before we are in & poution
to be dogmatic about the long-term value of penicillin and the schemes of
treatment based upon 1t In the meantime we must rely upon penodsc
exarmnation of the patients as regards ther physteal conditron and 3
blood test  In order that thi may be sdequately carmed ot an efficent
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folfon up service fa ementral and in the words of 11 € 4nd VM 11 Solo-
E (1932) "The value of a well sun follow up service m nowhere greater
I tha fild namely concerning the value of treatment m congenstal

mg:m!m! durection of the Clinic at Great Ormond Street (1917-1939)
& 2 00 follow-up service officully run by the bospital.  If a patieat
anhed from trestment for one week 8 Jetter wm sent to the mother
from my department and often this had the desired effect on the tollowing
teatment-day the mother then explaining that erther she or the patient
o powibly another child had been ill, 30 that she hersclf waa unable to
me.  If one departmental letter was not succesaful a aecond one was sent
nd o thes alao fuiled & personal lester followed. It was sometimes found
Nop that letters were unavaling and in such 2 case the services of the
37 C.C. (Naonal Socucty for the Prevention of Cruelty to Children)
f7¢ enlated for bringing the children to the cline for treatment and
Pﬂwdtcbhodtuunndformagddmldngfmuhn When the patents
Teached adolescence nd became mare or less independent, follow-up
E‘“"“!-lmy-med smnce the patients had hardly ever been told by
mm‘h!lbcyhtdbcmmmgmhmu] sometimes for years
@ Lhmwdy for thrs stete of affuirs 1 enlightenment and the educaton
€ [ung generation 1 sex hygrene stresung the importance of clean
of having a pre mantal blood test sod the value of antenatal blood
s for sromen in every pregnancy
The effocts of treatment
Tt w remarkable how quickly syphiliic mnfapts responded to treatment
even by the old fashioned mercury method.  We now know that although
the symptoms cleared many of these patients were not cured, for they
Biee whowed the lewons of lite congemntal syphilis or were latent when
they viere discos ered to have & powtive W R, With the hater methods of
Uestment, anphenamines bismuth and penrcillm the effects ace even
More remarkable and spectacular and the genenal constitutional improve
Ment shown by the patrents s often striking  1n the past one frequently
fad the granhiation of heanng a mather teatify to the obyious improve
Ment m her child ¢ condition as the result of treatment  The two con
ditions 1n which there was no spectacular respome to treatment were
e cases of mamfest neurosyphua and of cornexl lewons, but cven here
2 favourable yet lrmted response could be expected 1n many of the patents.
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CHAPTER 13
ACQUIRED SYPHILIB IN CHILDHOOD

Tre oMder syphilologusts regarded aoquired syphilis of infancy and child
hood &2 an exceedingly rare occurrence and consequently thought 1t to
be of 05 practical importance, It 1s true that authors reported wolated
mstances from time to tme but until comparmuvely recent years the
rubject has not been senously conmdered. It had long been my opman
thet the various clmcal forms which congemtal syphils 18 known to
tmume might be due to differences m the mode of infection, partrculady
and p 1 mfe with the trep Ttos has alresdy

been referred to in the chapter on Transmussion.”  An explanstion of
the different types of congenttal syphus which are met 1n practice might
be (1) a blood infection shoetly before or durmng birth, () an mfection
of a hitherto healthy infant dunng its pasage through sn mfected
gemutsl canal, and (3) an infecnon contracted 1n early childhood, from en
sdult or sib wth syphilis in an infective stage.  Waugh (1938), 1n a survey
of the reported cases, was able to sdd 35 personal cases, 24 of them ocour
g i nfants and young children up to the age of 11 years. Two cer
tanly and a thurd probably scquired syphilss through sexual contact.
The remmining 11 children vaned 1n sge from 12 to 14 years and all
defimtely became mfccted through sexusl miercourse. Denmte and
Poliky (1940) reported 12 personal cases, of wlich 10 were seen within
the previgus 2 years. Eisenberg, Plotke and Baker (1949) reported a0
canes of asexually acquired ayphilws in children nnder 10 years of age from
Cluicsgo m the year 1947 slone. There 1 no doubt, therefare, that if
the condition s borne n mind and looked for 1t will be found more
frequently than 1t hes been in the past, and that from an epidemiological
and public health pount of view this is an important aspect of the disease.
Pernet (1917) dunng the first world war drew sttention to the potentialities
the criche m a disserminstor of soguired syphils, and all mfants before
2dmreeion to créches should be carcfully exsmined, including & W.R. after

1t = ementually » syphibs of the mnocent— eyphils isontium  —and

the chanere, if one be present at sl 13 usually extragenital, and 1t may be

10 stypcal or so emall and tho lymplatc gland involvernent so alighe,

that it pamer unnoticed at the ome.  Semubardy the rh may be 30
417
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evancscent as to be eamly and speedily forgotten, so that 1t 1s the exception
rather than the rule for the patient or the mother to have eny recollection of
the 1nadent.  None of the 20 infected children reported by Efsenberg
showed « primary leston when examined in the clinie, but all showed n
generalized meculo-papular rash of secondary syphilis, and all had pentive
serologies.

The occurrence of so many cases of late congemtal syphilis 1n sevenal
recorded series including our own, some of which presented lesions very
analogous to 1f not identical with, the tertary lemons of acquired syphils
such ;s gumma of the palate with destruction of the soft tissues and nasal
and palstal bones, suggested that these might be instances of scquired
3 opposed to congenutal syphilis,

The following 12 a fairly comprehensive st of occurrences which might
suggest that the syphils of an snfant or child was acquired rather than
congenrtal (1) parents with negatrve W R, and no syphilite histary 1n the
family (3) the patient bewng the only ciuld in the family with » posttive
W R. (3) definite hutory of an infected foater mother wet nurse or
attendant  (4) infection in the parents after the irth of the patrent
(5} contact with a case of congemtal or acquired syphils in the infectious
stage (6) history of a rash after vaccination arcumciion or other minor
surgical operstion (7) the naturc of the leston for example necroan or
gummzs of the palete, condyloma (8) hmtory of sexual assault—and two
features wihuch rught occur dunng the treatment of the patient (g) the
occurrence of drce follomng I tr which s very rare
1n congenital svphibiics and of 1t occuns rather points to the posarbility of
acquired syphilss 1n the patient and (10) the ecrological reactions whrch,
as & rule, become negauve much sooner in the acquired than in the con
genital drsease The erythrecyte sedimentstion rate s gencrally raned
tometimes derably so in g | syphilis and a normal rate
would be 1n favour of the scquired disesse.

There are two types of famuly which present difficulties one tn which
both parents are negauve and there 13 one posttive chuld not necessanly
the eldest the other in which one or both parents ere poituve and one
chuld, usually the eldest has 2 mild type of congenstal syphilis umnlly
0 the form of mterstittal keratrie.  In the first type of family one must
bear it mund the posmbility of sequured infectron from = source outside
the farmly for example & nurse, & foster mother a wet nurse numing
home or other modes of infection to be described later  In the second
type of family the syphilis 1 an old or d mfection
alled the bumtout  vanety wheh n my expenence frequently

occurred 1n the case of old toldiers or smlors who had served in the Far
Esst or in India before the finst world war  The wife of such a veteran
hecome infected on mermage ot at concepuion, but awing to the
attenuation of the virus there mav be no mmcarnages, sbortions or sulf
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birth, and the first child may be syphlrtic but with enly shght or even no
infantile symptoms, yet suffer later on in Wife from gy phalis congemita tarda

W et-wnrses  Recogrized wet murses are practically a relic of the past
and formerly 1t was not unknown for an infected nurse to infect ¢ baby
and 10 introduce syphilis to other members of the family  Conversely «
syphihtic baby infected & wet nunie and she in turn infected her own
baby or others she rmght have been suckling  The serological reactions
10 doubt can prevent 1 great deal of tins mode of infecton happeniog st
the present time.  In backvrard communities such events might still hap-
pen, or & fnendly neighbour who 1 numng her own baby mught on
occasion do the same to the mfant of a fnend and so poesibly infect it
Instances of small outbreaks produced in this wxy are given by Bulkley
(1898) Foumter and others. We have had a few casea m which the
acquired syphiln was suributable to a foster mother but usually the
endence is circumstantual, unbeas the woman 18 known to have had either
a syphilinc wfant or a primary or secondary syphiline lenon.

Infection 1x the parents since the birth of the cnld 1t Is pot always easy
to fix the date of infection 1n the parents, but when this 18 possible, = we
bave done on several ocoawont, and the date Is subsequent to the birth
of the posstive child, it Is certain that thu child scquired the infection
after burth,

Infections from close comtart In the chapter on transmossion it was
stated that the infectinty of congenutal syphilis was not yery great, but
nevertheless fnstances were on record 1n which the dmease fad been trans-
mirtted from a syphilitic infant to adulta coming into close contact wth it.
In this connection one must ber in mind the possbility of the transfer
ence of the duease by means of spoons, cups and other feeding utensila,
It 13 & very common practice in this a8 1n other countries for mothers and

d; to test the temp e und sweetness of the baby’s food by
putting s spoanful into ther own mouth.  Still bas recorded a caxe where

a grandmother a girl of 12 and a boy of 7 all became infected from a cluld
17 montha old who had sores 10 1ty mouth  The grandmother and grand
daughter habrtually fed the baby and the boy evidently became infected
Dy using an unwaabed spoon.  They ail suffered from ulcers or chancres
on the tomail

Anather source of infection which # by no means uncommon i the
babit which mothers have of momtening a bandkerchief with their saliva
0 wipe off any food or durt from their child s face and 1n this way chanara
have been produced on the lip or other part of the childs face. It 10
mmmlarty ble thus to monten a baby s dummy teat or comforter
2 device which 13 sull all too frequently used, before inserting 1 into the
child s mouth.

Kusing & child o snother common practice whach 18 luble to lead to
the spread of infection.  Here sgain the infection o nearly always on the bp

29
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Infection by close contsct with a parent suffering from prmary or
secondary syphiln has until recéntly been somew hat underestimated as &
cause of acquired syphilis in children.  This mode of infectron 1s probably
much commoner than is realized, and 1s stressed by Dennte and Polsky
{1940) and Enenberg et a! (1949). There 13 no doubt that contact with
bedclothes toilet and such like articles sofled mith infective discharges
may transmut the infection to others, 2nd 1n not a few wnstances this secms
to have been the mode of infection 1n some of our families.

Infectsoms prodeced by wamor operations Formerly when 1t was the
priciice to carry out arm to-arm vaccinatton there s no doubt that
syphilis was sometimes conveyed in ths way and the serum taken from a
syphilitic infant doubtless gave nse to amall epidemics of syphilis 1n the
children vaccinsted from such a source.  Since arm to-arm vaccination
has been prohibited the only likelihood of this small eperatron giving rise
to syphilis would be in the event of the lancet used for scanfying the skin
not bang effictently sterlaed.

In connection heremith I mey perhaps mention an tntereating case related to
me by 8 poted pathologist who told me that when he started carrying out
Wagsermann tests he used hs own blood 23 8 “negathe” control, and to his
surprisc found that he did not acloar negatne  On debving into hu personal
hustory he mscertaned chat w about 6 months old he was vaccmated from
the srm of another child.  About 3 months sfternards be developed varous bone
lesrons, thoee on the tibue giving nise to swellings wiuch were still present nhen
he recounted the episode to me, and another on the second metacarpal bone of
the nght hand which necosutsted 2 or 3 mciwons end left the mdex finger
shortened.  Syphibs m the canse of the jessons wes not thought of at the ume
snd therefore discase was untreated  Hn cidest child was mentally back
ward and he asked me wbether [ ht that his untreated latent syphilis might
belheumeofthcchﬂdlmmnm-:a\q I rephed that 1t was difficult to
be dogmatic, bat wn view of the fact that there was no known mental deficency
m the famuly latent syphils might quite well have been the cause of the
condition.

Rrtual arcumasion o another small operstion which has been instru
mental m produang scquired syphilis 1n an infant.  Amongst orthodox
aperatom 1t waa formerly the custom to promote bleeding from the cut
sutface by couth suction and in thar way exphelie wat occavenally trans-
mitted.  Although mouth aspirauon u 1 believe, no longer resorted to
thes country 1t mught still be s0 in orthodot communitres elsew here

It scems hardly necessary to stress the point that all instrumnents used
for operstions such as the removal of tonsils and adenmds, dental operan
tions, cte. should be thoroughly stenlized, but I know of at least one case
(adult) where a pauent contracted the diease from an infected dental

elevator 7

Tattooing may be a cause of nfection, and I nell remember the father
of one of 1y patients who was tattooed literally from head to foot and had
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2 postive W R who solemnly stated that he had never had connecuon
until marnage and whase syphils I atteibuted at the time to the tattoong
operation.

Many other possible modes of infection under thns heading are given In
the Solomons book (pp 191-193) some of which may be apphable 10
children.

Duning the study of the goo cases of congenital syphulis and the further
110 probable and possible cases of the duense, nearly 50 cases of une
doubted or probably scquired syphilis 1n chuldren were d |
which, If the dugnos:s ts correct 1n all the cases, would give the ratho of

genital to acquired syphilis m children as about 20 to 1 [ the
earber stage of the author s experrence, sequired syphilis in children was
not considered to be of much practical mportance and consequently
mqumnmnm-olcudnngutheymlghthnﬂbcmorulhq;fw
wards became  The vanous grounds upon which the disgnosts wes based
1 each case have wlready been grven, and 1t only remuuns to add that ¢f,»
degree of certanty ranged from 100 per cont m casen 1n which for cxamg 1
2 sexual asault vas made upon u child or in which the enly aypffmy
tib in the family had been put out to nurse and had in that way fecme
mfected, down to 25 per cent in other cases ml‘dmlflhezmp}g,
sized fs ths in a case of what appears to be congenital syphifiy where 4f,c
tustoty or the invesugation of all the members of the fimily disclaey
tome unusnal feature, ey & youngish mother has & negatne Y wherea
the child 1 posttave m.dupccnﬂylfthnchﬂdhtherm}yr,mw’n
the family t.h:probnbﬂityofncqmmdqphﬂulhouldbebmw]hmmd‘“d
every endesvour should be made to unravel the TYMETY [}y ahenstd
bedooetoprotcctthnmoth:rmdmhanmiunddwhnu}y;
acquiring the mfection and, by keeping a watchly} e o5 the nv.:lc:"
duning any subscquent preguancy to protect future ehildren from ":
infection, of

In anafyxing our 18 cmes presumedly urred 4
aethod of acquiring the drscase to have be;\chmnwnczui"";md the

12 cases the 1nfection scerned to have followed home ¢,

In
tact

personal prommty infected towels ﬁ‘n"d"“dmrm}, :rt"l[:‘h‘.}:i;;
eating utensls, forks, spoons, etc. ‘“Jm‘h‘l‘“m'm nbabl
mfccltdbvnfwcrmoﬂ:uo:bybdngpmmmmm ; probably
doubtedly scquired sexually lmmwm‘}*uuo{. wlmun.
and 1 was sttnbuted by the mother to the chig Mm‘?jz
lavatory ahunlucnllrgu:.;nlh:bunock, ung upon a pul

All but two of the cases completely negan,,

cxceptions had & negative 1 Rmtbeﬂddbmpz};ﬂﬂtﬂd; on::ﬂ‘:’:
mvnuzlumlnd3tdh‘hmmrmned.rﬁwﬂm :«b‘“ﬂ,
had 2 Lange curve 1333210-0 “hkh‘“nrg:ﬁ, ter t pai

of the cases were latent "h‘“"‘“hthe;h:['b:‘;‘k;{"‘“ Fas
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previously complamed of a sore mouth which may have been the primary
lesion and 2 others had had a rash, doubtless syphilitic, shortly after the
drscase had presumedly been soquited. A brief aocount of the indiidual

cases 13 as follows

1 CB female, bon 1921 had no infantke symptoms and was a Ltent
syphulrtic when cammed routinely a2 4} A negatite witer wus bom in
1923 the mother was infected 1n 19 mcf:‘:ngau —a5philitic brother was
born in 1925 from whom ot the mather C.B. besoe tfead.

2. CB, male born 1914. o nfantile or later svmptoma.  Father infected
afier birth of panent. W R. beaame negatne
in Iittle over & year  Suffered from Clutton s
Inees at 10 years of age

3 S.C. fermle, born 1916, Motber infected
1918. No infrntie symptoms but had osteo~

of tbu st 84 ycars. The WR.
pegattve 1n 2 hittke over 2 vears,

Al thret cxses were regarded as beng
due to infection by home contact

4 SC. fermale born 191y Illeptimate and
put oat to nurse with foster-mother who was
thought to have been tie. The child
fad 2 arcnate rsh on thigh and vulva ar
the of 17/;; years which lasted a month
Her W.R. way then found to be positne but
the mother s was negative The blood \V R,
took nearly 3 yran to become negative, whuch
s rather than the usral tme we found

red cxscs and winch mav have

n the
Fic 93 Venereal uken oo been dee to irregulanty in artendamce for
ehud  treatment.
the pemeatia of o 5. DM female, born 1921 Vother had

god 41 ho had

Lm‘-ru‘;?ley‘?‘u:u]rtd a  prmary and ncundﬁry‘:gm‘dln 3 months after
short tme proviewsty  the barth of the child, wunce ehe was i
They are lewons  |mg the infant it developed & sore mouth

not cond, = (9.8G)  ahwch hane been @ pnmary levon ponbly
(Cowrters Dr Mary Sk} scquired from infected milk.  The disense was
hatent st 3} vesrs.  The patrent bl no sub-
sequent symptoms etcept vegue rheumatic pains, but the W R. remained
positne for several yrary, doubtiess becruse treatment bad been very iregular
6. EW_, male born 191z, No infantile or later symptoms unul the age of
7 years. Then the boy had condy lomatous ko round the anus,
postenor cerviaal glands.  The mother and tmo brothers gave negative
scrologrcal tests, and the case appeared undoubredly to have been an red
one. The mother mcnbed 1t to ging the boy for morm, »
definrtely stated that she bought the synnge especully for the purpose  Be
that as 1t may the ongm of the infecton remarmed checure.
7 €8S, mentroaed oo -6,
3 PBS:'fcm:le borm 1574fndnomfmukmmcrqmptmu of syphilts but
wis discorered to have & positine W R.-}wn-hc‘ulmrdfmtbegmmv;:;‘t
complement fraucateat(GCF T ). The father had 2 sore in the mouth »
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u chancre, a mucous toberele or

mather’s W R. was negative oo 2 oceemons, but

blood gave a posttive
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of the local condition b 3 There was also ulcers-

our d
mﬂlcldtlldeof!belrp‘ptrﬂpw‘hlchhdbtmprmﬂtfotlbou! weeks
95a) the cervical were not enlarged. The ulcers hed & aloughy bese

iFEE T

there waa a ittlo indurstion of the edges. No treponemata could be demon-

qi
g
F
£
]
;
T
g
]
H
:
3
by
L

4
e

-

Fie o5  \Mucows tubercle of lip and secondary uleers of the buttock and eght
hgnmnwmmlmdmd4ynrl the result of syphiln sequired from the
mother at about th age of 3 years  The mucous tuberele had bern det elopmg
for 7 wecks before the patient mas secn m our closc

and the child s W R. bemng found positise, the lemons were reganted as beng
lite sccondaries, the cluld having become mfected shortly after the mother in
\ov 1934 The lcwons healed quickly under ¢ trestment, srd
xhepmcm-n-}mnn-kcmmdcmm:mumutbc-;:eofs'/,,yvmmth
|bq;arunlhcImuxkmdldphmgunmdlnrllmzxk:dmmlhehp
The“R.qukkadmnm‘hEdmuuemdmgmnh-nnaHy c
but st did not become quite pegatne until 2 years After treatment was begun.
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While the family wes under observation the other mwtern did not become

12 5.H, male, born 1915 Iﬂqldmncmdpmmnmm His mother o
WR wm and be was the only postrve aib in the family Hie W.R.
became in about 18 manths and he CSF wunqimc. Heo wus
lxwgh:mthchmymlonmmtuﬂl{.-tdx of 6513

13 mnd 14, The next two cases were alsters .f:lx nndxgu,. Neither
had any tnfantils symptoms. ’I‘bccldagh-l(DW)hmdmhnnh-dﬁnwbcn
ttﬁhmgmdunﬂl-bmnlhelgeofo;yum The younger ane (V W ) had no
infrntlle symptoma but at the age of 4 months is sald st a children s bosprtal
t0 have had an entarged Iver At the of 7 years, however when seen by
wm, she was 2 case of bxtet syphil, msters were examined

‘when ther brother born 1917 v found to be wuffe from
mmm:mdnﬂdnemdmummﬂmmthe having
scquired the disease e2 & homs mfection when the brother was a baby  They
both had negatrre C.B.F 2 and the blood W.R. wm negative, in the one casc after
neady 3 years trestment, and in the other cose sfter only one course of peo-

1 'Ihlutcu:oithhkindwnﬂ:muf (Irmew),bcrnmxgn who

n s!ﬂﬂh‘dlr‘hondwbu wth
hxve been = syphilic rsh w. wud::ruuhof
I“qumdni\fmum&umtheb-bydﬂn“ham-bmn4yun}u;unmr(-m
P 139

The other 29 cases 1n this gromp are called doubtfully scquired,
because the probability that they were scquired 1 not 3o strong e in the
ceses just recorded.  Detalls of same of these cases will be briefly grven.

16 Fred H, born 1918. The mother wes infected n pregnancy and
wa treated with mmdﬁm}uﬁmdm% The
mﬁn’edfmmmh:hntﬂnrymmnn,mdmh:mpmhnhly rotected from
infection by the trextment the mm.hcrh‘drmh\:d. At the
lguofurmmhthcmminptﬁemuthcl,ondmlackapulwlthpanml
condylomsta, b\n'mhlvcmfurd:ﬂmmrdo(hh“ll_uru'utmmt Ho was
exxmmed baby mster was found to be syphilme.
The W R. was then dvtlndhrmnm:d positive from the age of

Thus case
cmscuhuumded ebctwrcnldchmdumgenh-lhfccuonmd

possibly acquired,

17 Kenneth G., born 1926, had no mfantile ar later symptoms until he was
4 years old ‘hcut}trewu-hhmqo“:nrrmnm]mngxwock_ There was
10 oedema. Atﬂxudmc--mwnm‘hamﬂatdfrm:fmk
syphilis, and when the penent was cxamined he bsd bo symptoms,
ﬂmnmc-mammdd bmhh“'ll_-unmn;}y we
have no informaton shout the fi but he may have been

from
Tikely by tho fact that the W R. became within 6 monthe, after about
:oi:njtmnmofhhnyl w}uch, l!huqe z years), would suggest an acquired
rather than e congeniml
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18. Arther W, born 1 month pr 1y 10 1930, had *“ul round the
mouth” ut 3 monthe 2nd some ulceration rou thclm.u(?cozi{-bm;u)n
2 years, }{ewndndntdntbengcof.;‘(uynntoourmdm con,
syphilis_clinrc from a children o hospital with the disgnoss of “Clutrons
keees (7)™ of 2 weeks duration (Figs. 74 75) On sdmusdon he had a big

bosscd berd, with des of the lips and ot ti of the mouth, and ws
1 t to be somewhat mentally defident. He been a patlent st yet
chuldren s where at 3] years he had inflemmaton of the eyes,

whrch vas thought to be due to phlyctenular conjucthins.  No blood test was
carried out. e child Iy smd to have kept his closed for 6 necks, after
which they 1 for a time and then rela at 4 when they nere
red and permful for @ month.  The eye condttion might been [ K. and ot
first t the patient scemed to be & probable congemital syphilitie.  The
patent’s parents and 3 sisters, bowever all had negative reactfons,
»0 the disgnosls was by po means exsy  The C.S wuneg:m‘elt.'},au:.
the scdonentation rate was normal and the W R strongly postive The X
of the knee points at the age of 4 lhovredmclhngmthcjmnumm-h‘m
nrdl:boumtbcep?pht{;a. ere was also penostitls of the shafts of the
of tibuee. Two later radiological exammstions of the
e irregularity of the epiphyses, s g » chronic arthntls,
and 1n addition there were honronts! lines of calafication with thickening of
the compact bone of the femur which was interpreted & being evidence of 2
chronic ostextis. It 1 seen therefore, that the jount lenons were definutely
unusual and not Like the ordinary “ negative ” appearances showun by the typial
Clutton s jolnts.  He afterwards went down to Live in the country and oning
mthzwoﬁdunnclndmtﬁftonu ofncmzhm-ﬂtru.?iq The Last
repost recerved about him veas he and felt well, hus were poorly
developed but showed no Hutclunsonun o Moon s cherscteristics,
had been no relapse of the [ K or of the arthntis (1939).

19. Lethe K born 1915 had no infantike symptoms.  She hes alresdy been
referred 10 on p 181 where 1t wes pointed out that her W R was duscorered
to be posttive on dotng routine tests on nephninc patients.  Her syphills may
Po-zbryc-}u\':bccnlcqulrcdmdnotmummdbyLbcmm}rr v

the usual wlé‘c-hnch mught sccount for tho unusual clinical and serclogreal

3 patent exhibited

20 Joseph R born t9as had oo nfentile symptoms but s sued to bave had
mﬂunm:uonoilhzhmcf: at 4 years, when he was not seen by us. At the
#ge of 11 years he developed an ulcer on the kg, for which be attended the skin
department of another haspin! and although he attended for 5 montha syphilis
#3 2 possible cxusc was not suspected. It was only when & younger brother was
brought to us with frank congenrtal syphibis that Joscph, st our request eame
for imveangatron. 11is blood wes found o be st y pomtive 2o that the
ulcer of the lefy was doubtless gummatons 1n nature.  Hes teeth were normal in
sppearancr and the dugnoss ey between latent congenital and scquired

. The latter 18 highly probable becausc when the boy wes ¢ yexrs old »
sister was bomn who de\clupecr:\uplul eongenital syphibis, snd 1t b quite likely
that owing to the condrtsons under which they were all fiving the boy sequured

the disexmse
In addittan to the above there were undoubtedly other cases which might

legtimately be included in this category s for eample the € family
of which a brief account was gven (n Chapter ¢
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Fumiily G No. 705 The father i sated t have hed primacy syphiln
jﬂanh:::hzendofdwﬁmwua}icmmdmhwhdz)munmwxdnu
genersd hosprtsl (X}, He wa doscharged “cured” from hospral 15
ymhxrxnhapt(‘:xl\hnblwd“ R. was foand to be negative,  The mother
who wa 16 years ay punior 1 stxted o have had secondary syreptoms § montha
lfnrrmrrug;dfmwtnduhcmgivmémmh trestment mt hoapiul X,
When her b mmuwdnhotpkﬂ\m;g};nwufmndmbcmmg&y
posttive.  The tesue of the marnage consisted of 7 children
(1)Gxﬂ,hn'nh‘x‘?:6 who 1 stxted 1o have made slow progress as s beby
Bhe muat have fairly severe ulcerntion round the mowth, s the hps were
t the engles, 10 that the mouth was srmall (rmiero-

yrren more respoonibihty useful 1n locking afeer the smeller
children, Icmtbocghtpadh‘.cthuﬁ: might be ¢ symptom of
&mbcwkehmmxmyphﬂu.but thag of the C.BF did not besr
o,
{3} G, born1gay wes « hexlthy baby and did ot swifer from any symptome at
time, Ha“?:l. tare over wan v y lt7}yﬁrl(h§mltyphﬂn).
) Boy bum 1928 Also hed no infantile symptoms, but on i o
c&rﬂ&ﬂw&mummdgf,,mkhdx‘mmmmdm
thooght to be semewhat fective.  He had & squint and oo amine-
ton of the fund: way secr,  The boy unproved under trestment
ed

cury stternating with bisaxy] for rore than 3 years, bot even st the cod of that
?ﬁ,mhhtﬁ’p;‘mummumhhmznhhwknnmmwiw
teart ¥yP]
y) boen 1939, Ne infantide symproms and ot the of 5 years he
-cr(;m?a! well except for bow kgrand lus ' R was e 3
)Grd.bumx?;m No infantik symproms but was bow-legged when scen

at sge of . Her W R.owaos poustive o phulm)
(6) Bay bom 193t No mébeatile symptoms but st the sge of 3 ves aiso bow
and 50 bed & negative W R

{7} Boy born 1938 Bomn after mwtiver had had further trestment st hoypatat
Y mentioned above  Ths cheld w00t seen by us, 6o that ¢ hay e no reooed of
any symptoms, bot be dicd ag the sge of 5 moothn of * bronchopncumoms.

Thex w #a ntereaung famuh lostory berause the parents are known to
have had prumary and sccondary evphuln for which they were given
trewtment adeguate for thetr cure but sufficont to mark symptowe of npiihs
wx amy of the children  They were nearly all cosen of latent congenmal
sephin, unies perchance one or more of them may hve scquired the
dwease Al the conditons for the spread of the duesse in 2 non-y encreal
mm“mmtmx}nmoﬁhuﬁmxh whuch wan very poor badly
housed, and, m the record shows produang a chid nearly every year
1t 1 seen that there were at {eant 4 cases of 5 philis amonzet the chiidren
the last one occurnng between taw negative Lhildren
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Taxex M
By mptome exhibited by 47 Children with Acquired or Possibly-acquired 85 phube

Latent
Condylonuata
Rashes
Interstitia] kertrrs
oty
uleeration

Ostro-penocetith of the tibia P
Ulcerenion of palate and nasophan nt 2
Gmn}ocnnano(d\e'tr 1
Frsured cond tan f skin of vulr 1
Ansemsa frer chancre on the lip) 1

h?};ov-ph;h,wnh emp) emma (chikd of a congensaliy-s pha

In addition to the above symptoms which were noted at the time the
child was examined, § cases showed jaundice dunng treatment and one
additional patient appesred to be slightly icteric after one ijection With
rare exceptions 1n which the records were indefinite or incomplete none
of the patrents in thrs category showed infantile symptoms, and rather
more than one third of them were latent when the blood vas tested.  The
commonest lesion waa condylome, and it 1s 1mportant to emphasize that
the exudate from condylomats swarms with treponemats so that if the
same towe! or cloth be used on a healthy child after an nfected one
infection can casily be spread 1n this way  In one case that came to our
notice a mass of condylomats  had been mussed  for & penod of sevenal
months, thus giving ample opportunity for the spread of infecton.
Among the rashes described were (1) 2 case thought to be food pousontng
at 18 months, (z) a arcinate rash on the thigh at 19 montha, (3) & rash on
the buttock with coppery staring st 5§ years (4) a rash 1n tmo brothers at
1 and 4 yeans of sge respectnvely shortly after their mother and baby
uster had a rash, and lastly (5) one patient, case 11 who had 2 skin lesion
which was regarded as being a late secondary manfestation

It 15 imteresting to note that in no case did we find a pnmary leson
and this concurs with the findings of Euenberg ef al  who stated that in
none of their 20 children vwas & primary lesron found but they were more
fortunate than we were, 1n thar they were able to ece a generalored maculo-
papular rush of secondary wyphilis in every case  There 13 no doubt that
e hate here an important mode of spread of svphilis 1x an asexsal masner
among childrem of poor igworans parents who may be lving in overcrowded
homes and under unbygienic condinons It behoves the phymcn in
charge of adult patients who arc in an infective stage to potnt out the nsks
run by individuabs aapeaally children with whom the mfected adults
come mto close contact and the eprdemtologist and public health authon
ues thauld take note of these serious powsibibities
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CHAPTER 14
SYPHILOIDS

It has been recognrred for many years that 1n vartous parts of the world
certan drseases occur which bear a strong resemblance to syphilis in symp-
tomatology serological reactions and their response to tho usual sntsyph
Litic remedies.  These diseases arc variously nemed in different countrses
a1 yws, bejel, pints and many others Jeas well known #nd it has been a
matter of speculatton a1 to the relation between these varrous  syphiloids
and true syphilis A treponema has been described in several of these
conditions, whrch are consequently grouped under the besding  Trepone-
matoses.

Many authontics regard these different treponemata as different species
but others think they are merely strains or vancties of a mingle pareute.
Hudson (1946) strongly supports the view that the vanous deases which
can validly be sacribed to the sction of a treponema are but venous man
festations of the same disesse, and his monograph 1 entitled  Trepone
matous  and not  The Trep * thus empk hms potnt of
view  He ardently advocates that the syndromes which are usually
descnibed as different but allred diseases under the heading of yaws, pinta
bejed etc  rexily have s closer refationship and that they are due 10 a
single species of treponema, T pallidwm the parasite having changed 1n
1ts habits through long years of adaptation to external factors, such &
clothing cleanliness end other effects of avilization upon its hosts, and
local environmentsl conditions such a3 humudity and changes in tempera
ture in the particular Jocality  Hudson gives an interesting and exhaustive
account of the vanous drseases known, or presumed to be due to 2 tre

and brings forward strong evidence mn support of hu thess,
Thes s that  Treponematosts 19 a unisersally distnbuted deseave caused
by Treponema a genus with one species pallidum  This discase presents
different clinrcal patterns under different chimatic and sociological con-
ditons Treponematons (yaws) 13 an ancient disease of man, which
probably spread from sn ongin in Afoca Syphiln and the syphioids—
wa, bejel pints npmera irkinga (of the Australan shongines) ete. are
but different clinical entitres of the same discase
45
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Yaws! (Frambocaia)

Thrs disease has been known for a very long ime as bang predominantly
1 tropical affection oceurning 1n Central Afrrea Burma, the East Indies,
the Pacific ulands and the West Indies. Hudson regards 1ts primutive
otigin to have been Centrul Africa, where 1t existed as a childhood disease,
non venereal in ongin, and sffecting everyhody 1n the prmrtve villages.
It started with 2 flond skin eruption and ended m gangoss pinta-depig
mentattion  skin ulcers and penosteal gummata, When the dmesse
wpread across the world, and parncularly as wth the march of crvihization
man became washed and dothed, the treponema changed its habrts, and
treponematosis es an exanthem of childhood became less prevalent.  The
treponema found clrmatlc and env 1 conditions ble for
tts survival and as Hudson sxys being o versatile parasite, it merely
changed its angle of sttack from a pattern of juvenile non venereal disesse
to ooe of adult vencreal infechon,  In this manner itermedute forms
and syphilis itself developed and, later the chuldhood non venereal and
the adult venereal forms exmted side by mde. If Hudson s view of the
onencse and unrvermality of treponematoms be correct, the statement of
Chmatian (1946) that regions in which yaws 13 endemic must be con-
udered w2 80 many reservours of world infection exactly as are focr of
maleria and yellow fever ssumes tremendous mportance for the
eprdemiology of syphilis.

Bejel

This doesse, affecting Amabs 10 the valleys of the Tigns and Euphrates
and the adjoining regrons of Viesopotamia and Syra, was first described
by Hudson 1n 1928 It ms due to & treponema indusinguishable from the
T palhdwm of syphils and in the main 1t resembles syphulis both in its
clinical and serological manifestations and m 1ts response to treatment
Hudson writes  The climical course of bejel 13 briefly as follows. At
some trme 1 exrly life the Bedouin child contracts beyel from some other
child in the acute stage of the dease.  The spirochacte wually is passed
from hatt to hast by unmediate, non-sexual contxct, and the transfer &
fs d leanl total lack of segreg and the succu
lence of the mucocutancous lesions.  Poasible auxiliory factors in con
tagron are the use of a common dnnking bowl, the habst of kissing and
fondling children, and the presence of the domestic fly the louse and the
flea. Lesions often appear first in the mouth, but ere soon followed Iy
rmowst papules 1n the folds of the skin and by dnier Iexlons on the trunk
and Trep arc earily d ble in great i

1 3) In 761 d Seurvages described

L gt TR b i A ol
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in these Jemons. A roseolar eruption has been obsernved butmrare Late
lestons consiat of ulceratron and eroaion of palatal and nasal bones which
mvolre pharynx and often the larynx, gummate of skin and subastancous
tissues producing buge uleers and deatnices, oateopeniostits, parucularly
of the long bones, with formaton of sabre shins, adenopathy juxta articu
lar nodules, hyperpigmentation dep tation  hyperik and alo-
peaa. An adult who has escaped bejel 1n childhood 1s likely to contract
1t later from a child, often hs own.  The course of the disease 1n the sdult
does not differ casentially from that of the child  Hypertension 1 virtually
unknown tn the Arab and 18 exceedingly rare  Dedouin women who
have bad bejel do not ordinarily transmrt it to the fetus abortions and
muscarriages are not more frequent among them than among neighbour
1ng groups of women,

Hudson further remarks that  Beyel v indusunguishable from yaws in
many of its manifestations and that both disesses tend to drsappear rapidly
when mdividusls are brought into contsct with avilinag influences.  On
the other hand begel u indistingusshable from syphiln in the fact that
the mucous b are Iy Ived i the early atages, m
occasional alopecta, in many of its general pathological aspects and its
occurrence outside the tropics.  There . in effect, no clear-cut difference
between begel and yaws or bejel and syphulis. It 1s a vanant of trepone
matons, one of these transrtional forms which prove the csentl oneness
of this versaule disease of man.”

In 1934 MacQueen published an sccount of  syphilu nsontum
1n Palestine which appears to be the same as the condition beyel previously
described 1n Mesopotamia and the Syran Desert.  Both Hudson and
MacQueen point out that the Arabe sttech no shame to the disease asit1s
practically always spread non vencreally and 1 not axsociated with

Njovers

Recently 1 illcox has made a study of this disesse 1n Southern Rhodesia,
He regards 1t as an endernic syphilis which s apparently sndstinguishable
from begel and Like 1t, 1 usually contracted in chuldhood. The question
whether the cardrovascular and nervous systems may be mvolved in these
non-venereal forms of syphilis must still be conydered sub gudice  Willcox
remarks that yaws may eoexist with njovers, but he expliatly states that
if Hudsons theory of treponcmatass 13 sccepted and that yaws and
syphilis sre really one and the same disease modified by racual climatic
and socrological condrtions, and primitrve yaws becomes venereal syphilia
21 the oaly hope of survival for the treponema with intermeduate forms
still present a3 bejel then we may have here instances of the transition in

Prograis.
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The problem of the treponemsl infections and, 1 particular the posn
bility thet the non vencres! form may act s 2 reservoir from which the
vencreal form can be ronforced rases s pont of the highet importance
n the eprdermalogy of syphilie,  Since alo 1t concerns health and well
bemng a3 well a8 soc10-ecnnonue conditions (including general education)
smong the lem entightened races 1t 1 undoubtedly & problem needing
mtensson, winch it 8 in fant, recelving under the scgus of the Unsted
Nutlons Heslth Orgratestion.  Since, however 1n endewoc syphuis which
cnsty a3 pockets of treponemal infection 10 Jugoslavis, vanious parts of
Indi and Africn and clsewrbere in the wordd, the congental form o very
nare, thes varicty of the dmease cannot be duscussed here.  Apart from
s o 1 be fully followed up later which 1 being camed
out a8 widely a3 possible and which may result in & marked reduction
the number of mfections the two most mteresting fields for reacarch are
{r) the sdentaty of the causal parasites i the different forme of trepone
matos and (2) the immunity reactions of sntmsly and humens snfected
by ane wtraln of the paramte to mfection by another strmin.  Future
sdministrative sotion would be determined by the outcome of such
research,
Hudson s thess sppears to have much to commend it, becsuse it
would seem to be supported by the wniter s own expenences.  Dunug
50 years he has scen remarkable changes take plece in work on the pator!
Tustory of demvesses  An example » lobar pocumonu, which was & very
common dmesse st the end of the last century with ns charsctenstic
xymptomatology nd its sudden termnation at the end of 8§ days, 1 most
cumy by erisu, but which u much more rarely seen to-dsy than it wwas st
that tune.  Scarfet fever whuch then sastecked most children, very often
severely was in many cases ded by renal compi: and some
times by lestons of the cardeovascular system which are rarely scen to-dey
in fact the severc vanety of the ducase scems to be almast dying our.
Not only are ducsses changing but the causcs of daesse themacives seem
to be undergoing evatution 1 have held the view for many years that the
bactera which give rue to different diseases are changing  Ongnadly ¥
wis intereated munly m the intestingl orgamsmy gming nise to gastro-
enterrts and different forma of dyventery in children, and = long ago as
;923[mmamddutdmeo:gmwmmlmaf unwable equih
brium  and that they might even have chunged ther tiochemical snd
other sttributes under observation | pointed out that thrs was hardly
10 be nondered at s these lowly orgenuwms multply sbout every 3o
tunutes, and 1n the therr pabul w ty chang m
compostion wa well a3 10 pH  In the arcumrtances it would be mare
sf the parsmte alwavs sretuned the same charscternucs than
cha them
uﬂ’l"l}::ch:ﬁ: ngrmcu:ep‘wdl! the tme and one cnue poented out
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that the diphthena bacillus had not changed since Park introduced
special strain for the development of antitoxic serm. Vve now know &
there are st least three vaneties of the diphthern bacillus—mins, mt
medius and gravis (McLeod 1950).  Furthermore, since 1923 & good d
of work has been done upon the vaneties of streptococa preumococ
ntestinal pathogens, ete. which, in my view points to a conditron .

bility or bility of these org and I therefore believe th
diseases, &3 well a3 thewr causauve egents, may be in a constant state
flux  Syphilis rtself has changed within my own recollection. Intheye
1899 I saw 1n hospital 1n Shanghai among the Brtish soldiers station
in the Far East, several cases of rupm with the impet shell lestons near
an 1och above the surface of the skm. Such severe syphilitic lenios
are practically never seen in thu country to-day and in the intervenis
half-century I have sten rupa once only This change may be du
partly to changes 1n the virulence of the paraste certunly to moder
methods of treatment and poseibly to changes in habits end customs an
to rece immumzstion. Hudson s view that venereal syphilis has evolre
from non venercal treponemal paresittsm has much to commend it, am
even though be may pot have onginated the ides, he has courageoust
champroned 1t 1n hus interesting monograph.
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