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PREFACE

s 15 intended as a book for the venereologist and a work of reference
those who write on the venereal diseases It 1s 2 summary, with over
)0 references, of the more important progress which has occurred since
«Id War IT Apart from the discovery of the use of pemcillm which
neduately preceded them, thesc years have heralded the most striking
ances 1n both the diagnosis and treatment of these disorders Written
Intain, 1t thus contains a number of continental references and views
ch do not always succeed 1n intruding 1nto the American literature

t 15 not ntended as a manual for the student or general practitioner
tung to grasp the essentials of the management of the venereal diseases
hese aspects are covered by the author's Textbook of Venereal Diseases,

' 1 .
sers along with the others He has allowed events to speak for them-
ves, rather as a number of dots on graph paper, some wide of the mark,
1lly form into a discermible pattern The references refer essentially to
year 1946 and after, but the edges of distinction with the past and with
lateral specialities have been toned down by the addition of a number
others In thewr presentation the abbreviations of the World List of
sentific Periodicals have been g lly adopted, although on
me words have been spelt out more fully when 1t was felt, by so doing,
it the meaning would be made more clear
An attempt has been made 10 include as many of the important refer-
ces as possible 1n as small a space as ts consistent with maintamning a
herent narrative for those who desire to read the book for its own sake
$0 1o strike a balance between the two alternative criticisms of works of
1s sort, namely erther that the author has been too uncritical i 1ncluding
o many references, or that he has shown personal prejudice or laziness
gwing too few Some undehberate omissions there must be and due
sologies are made to those concerned
Today, modern methods of treatment and contact tracing applied by
¢ venertologist, and the mass dse of penicillin by the general practitioner,
we remforced the usual post-war decline 1n the incidence of the venereal
seases Indeed early syphilis seems already to be under control How-
er, this 15 no moment for any relaxation of efort for the more difficult
1ases e ahead From now onwards we may expect a considerable num
¢ of missed cases of syphilis contracted durning the war years to become

nparent We must
\parent e must try a.nd unearth these before they become symptomatic




Furst published Apnl 1953

v

This bovk s copyy ghs It may not be

reproduced it whole or in part wor mav

Hlustrarions be copied for any purpose

without permiss on  Appl cation with

regard 10 copyright should be adireried
10 the Publishers

Pooed 01 C eor Bonam &y Butior & Tamnee L1d Froma ead Locdon



ACKNOWLEDGMENTS

the last five years I have wntten annual surveys of the World’s
rature in the Buffeun of Hygiene under the titie ‘Perspectives in
ereology” ¢ G de 15 heartedly exp d to Dr Charles
lcocks, the Editor of the Bullenn of Hygiene, for the care he has taken
their presentation, and for hus permission that they might form the
leton of the present volume
rateful acknowled; are also exp d to the Editor of Public
alth for perussion to use matenl from two of my atticles on Venereal
sease Control m the US A, toDrs T Gutheand F W Eeynolds of
b ~ « - . o .

PR N AV PR LR N

United dtates Pubhic Health dervice tor more references, and to the
10lehearted response of those who were mvited to provide illustrations
ese mclude Dr E Grin of Yugoslavia Dr W E Coutts of Chile,

R B Greenblatt of the USA, Dr G Varela of Mexico, Dr J L
urray of South Africa, and Dr G W Csonka, Dr L G G Jones and
1 D L B Farley of London Two photographs of my own cases were
epared by Dr Arthur Evason and Mr D Payne, and acknowledgments
¢ made to Medicine Ilustrated for the loan of the blocks of five others
yme photographs, kindly supplied by Dr F Léon Blanco of Cuba
+ Elbis H Hudson of the US A, Dr James Marshall of South Afnca,
W Dr C J Hackett of London, are reproduced from my Textbook of
enereal Diseases
Especially am I mdebted to Dr S § B Gilder of Geneva for reading
¢ manuscript and offening valuable suggestions which were gratefully
cepted, and to Mr R € Broadhurst of London for so conscientiously
ading the proofs
1 must also thank Mr L T Morton for prepanng the index, Miss

M David for the pamstaking typing of the far from easy manuscript,
ad Me I Johnston Abraham my editor, and Mr Owen R Evans cf
Icu:)cm:nn Medical Books Ltd, for ensuring the rapid publication cf
¢ bool
Finally I would like to pay tribute to the nspiration,
il-encouragement of the late Dr G M Findly,
1bly occurred duning 1952

* Bull HMyg, Lond (1948) 23, 13344
Bull Hyg, Lond (1949) 24, 93-111
Bull Hyg , Lond (1950} 25, 331-43

help and—above
whose death regret-






To
GEORGE MARSHALL FINDLAY






CONTENTS

Chapter

-

ity

v
AJ!
Vit

= =

Xt
Xi
Xm

‘GONORRH@A

GRANULOMA INGUINALE

LYMPHOGRANULOVA VENEREUM

No~ GoNococcAL URETHRITIS AND REITER'S SYNDROME
SorT SoRE (CHANCROID) AND OTHER CONDITIONS
EXPERIMENTAL AND ANIMAL SYPHILIS

DIAGNOSIS OF SYPHILIS

Earvy Sypuiuis

LATE LATENT SYPHILIS, LATE BENIGN SYPHILIS AND CARDIO-
VASCULAR SYPHILIS

NEUROSYPHILIS

CONGENTTAL SYPHILIS

THE TREPONEMATOSES
VENEREAL Disease CONTROL
InpEX

x1

Page

25
34
43
52
59
68
84

120
135
151
162
178
193






CHAPTER 1

GONORRHEA

A. GLNERAL

GONORRIEA 15 still a prevalent disease although 1ts d m Brtain
and the US A has declined stnce the war. It has, however, ceased to be a
serious 1iliness, for ey . useful 1n its
treatment, the wide . t a relatvely
trivial disease once b . it strains of
gonococet will develop which are resistant to all of the effective antibiotics,
It 1s concervable, lhercfore, 1f contact tracmg methods are intensified, that
it may ulf Iy becom: n some parts of the
world, although with 1ls short incubation period 1t 15 not so amenable
to control as syphilis, and such an outcome will take considerable time yet.

TABLE 1

CASES O GONORRH(EA REPORTED FROM THE VENEREAL
DISEASES CLINICS OF ENGLAND AND WALES

(Tigures from Report of the Mimistry of Health, HM Stationery Office, London)

Year Aalr Female Total
1932 28,179 7,677 35,856
1933 29,169 8,583 37752
1934 28,787 8499 36986
1935 7,506 7 35238
1936 28137 78 35852
1937 29250 7,787 37037
1938 27,947 7,746 35,693
1939 24811 6,489 31300
21,057 5882 26939

1941 20572 7314 27886
942 17,9 3413 26,369
1943 18215 10043 23258
194 16,629 10,646 27215
1945 1, 11,603 32,883
1946 36512 WAN 47313
1947 7019 36656
1943 5.306 30312
M9 20365 4121 21387
1950 17007 3437 20,504
1951 14975 3089 18,063

The scnnmnany na menak cha =abao 1 - -



2 PROGRESS IN VENEREOLOGY

marked fall from the war time peaks, and that the numbers of new cases
reported from the chinics of England and Wales are below the 1941 figures

US4 coses 1931 1942 1941 1944 1945 1946 1947 1943 1947 1950 1981  L.A cases
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FIG 1—~POST WAR TRINDS IN INCIDENCE OF GONORRIKFA—CONTINENTAL
U.SA AND ENGLAND AND WALES

(Munistry of Health Lond n and Unsted States Publ ¢ Health Service figures)

USA fall from 1947 peak = 325 °, i 4 years
Uk fall from 1946 peak = 618 %4 in 5 years

FICLRIS FROM WHICH GRAPH IS COMPILID

USA UK USA Un USA Uk
1941 191306 278% 1945 284994 32883 1949 331648 24487
1942 202,333 26369 IME 3564853 47383 1950 w2 20°08
1Y 228648 28288 1947 400659 36656 1951 270448 18064

1943 200538 27836 143 363014 3032

B DIAGN\OSIS OF GONORRNGF A
(1} Chnical

The pathology of ponorthaa has been discussed by Harkness (1948)
'V an Spanje (1947) reported minor degrees of Iner disturbance 1n 28 cases
of acute uncompheated gonorrhaa in 27 males and 77 females subjected
to Quick s hippunc acd test

Nicol (1943) drew attention to the frequency with which the rectum 1s
affected tn women Of 74 females tested, ponocoect were 1solated from the
rectum of 26 and pus cefls without gonococct in 14 others Baranovsiayt
{1948) found four definite and 29 doubtfut rectal infecuons in 120 females
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with gonorrheea, and Wilkinson {1949) found gonococc n 18 per cent of
226 rectal smears, as against 79 2 per cent of cetvical, and 614 per cent
of urethral smears A case of rectal gonortheea 1n the male was described
by Greene and Breazeale (1950)

Four cases of gonorrheea of the median raphe of the scrotum, occurring
n tubular epithelial hined tracts, were seen by Mee (1949), while Rajam
and Rao (1949) reported another such case A case of gonorrheea 1 a
man with plete epispadias was ded by Guldner (1950) Scott and
Thomsen (1950) described three patients with cutaneous abscesses due to
the gonococcus and considered that more cases would be discovered if
such lesions sttuated near the gemitals were mucroscopically examined
more often Marmell (1952) also reported one case of gonococeal abscess
of the glans pems, although tius could have anisen n an aberrant para-
urethral duct A case of gonorrheeal septicemia was reported by Hursh
and Kurland (1951)

Employing the picturesque phrase ‘gonorrheeal repeaters’ Bundeson
et al (1949) studied patients acquining repeated infections, and, as pught
be anticipated, found that their intelligence was subnormal

References

Baranovskaya, D S (1948), Akush Ginek , 6, 36-7

Bundeson H N Plotke F, and Eiscnberg, H (1949), Amer J publ Hith,
39, 1535-40

Greene R A, and Breazeale E T (1950) Arizona Med , 7, 48-9

Guldner, P (1950) Derm Wsehr , 121, 587-9

Harknace A 11 (10100 B 1 "Ll R as snmoam

N mbia, 20, 81-2
o . ) 1,1234
. . ' . -4
. : -1 om
N .
(2) Cultursl

Gonococeal cultures were considered by Smnt-Martin (1949), Moffet ef af
(1948) Le Minor (1948), Le Minor and Le Minor {1948) and Lagergren
and Quchterlony (1948) The report of the discussion by the laboratory
sectton of the US Public Health Association (1947) on diagnostic pro-
cedures 1n gonococeal nfections contuns much valuable information
which cannot be condensed A companson of the results obtained by
tnehe standard mediain the U S A was made by Carpenter ef al (1949)
Davidson and Shepard (1948) reported the results of smear and culture
tests n patients with suspected gonorthesa Puthonen and Ebeling (1950) v~
showed that, although gonococe: were more readily found i s
taken dunng or ust afler the menstrual penod, the percentage of pos
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cultures d fairly throughout the whole of the menstrual
cle
McLeod (1947) pomnting out the supenonty of properly conducted
cultures over the smear in the diagnosts of gonorrheey, advocated the use

and Hullinghorst (1951) and by Wilkinson (1951) for which purpose
Peizer and Stefen (1947) recommended a rectangular bottle 23 < 2§ x 4}
i, with a screw cap, contaiming a layer of plasma hrmoglobin agar which
was then strerked with the ml‘cclcd ma(ernl

Yol (1548) of d matenal for
24 hours on asaitic flud tyrothricin Difco chocolate agar as a relable
method for the culture of the gonococcus Mueller and Nell (1948) found
that better results were obtatned of cultivation was continued for 48 hours
on the routne Difco medium with Supplement A, than if readings were
tahen at 24 hours Vera{1948) used a simple autoclaved semu solid medium

mo ly found 1n the genito-uninary tract They were
howerer, usually lsohltd rrom male patients 1n whom the signs of urethn
tiswere mild chronic or absent When Nessena were found in the presence
of a frankly purulent discharge they were nearly always gonococe
Wilkinson (1952) attempted the full identification of Neisseria found in
cultures from 1 575 patients 1ttending a vencreal diseases clinic 34 per
cent of Neissenia found n females and 15 per cent of those 10 males,
proved not to be gonococer The identification of A siccaand N flmamn
cultures was also considered by Johaston (1951)

Eichner and Ashe (1939) reported a case in which Bucterium arogencs
was mistaken for the gonococcus Patkés (1949) from Hungary, noted
the recent great sncrease in the inaidence of gonorrheea in that country
and claimed to have found a Gram positive vanant of the gonococcus i
some chronic cases

References

Carpenter € M Bucca M A Bwk T C Casman T P Chnstensen
C W Crowe F Drew R OHN J Lankford € E, Morton H I,
Pewer L R Shaw C. 1 and Thayer J D (1939 Amer J Siph JJ.
16%-7¢
P N R ¢ Dis Inf rm, 29,3323

4 3]
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h.nkoncn.T and Ebeling, K (1950), J sener Dis Inform , 31, 263-7
Sant Martin, M (1949), Caradian J publ Hith , 40, 78-81
S:md:m A C and Hulhinghorst, R L (951) Amer J publ Ruk, 41,
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Amer J publ }lllll 37,
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Vawa 11 T/

{3) Other tests
The gonococcus was studied under the phase contrast mtcroscope by
Haselmann and Kappel (1949)

Cooper ef al (1950) noted thit the gonococcal complement fixation test
had dechned 1n vilue smee the advent of pemcillin, and nowadays the
disease ts usually cured before the reaction has time to become positive
The antigen for the test was considered by Le Minor (1948)

Reyn (1949, 1949q) ducted factor and logical
studies employing cross absorption tests with rabbit sera A new serum
test, called the polysacchanide lysis test, was described by Thomas and
Mennie (1950) Like the complement fixation test it 1s not posttive in early
gonortheea but 1t 15 clumed to be more specific in chronic cases

Tweo provocat d for the d and test af cuce for
gonorrheea have rcccnlly been deseribed Marzocchn (1948) used pilo-
carpine and crgomcmnc appartnlly with success, while Barténék (1949)

ploy ) o This so-called ‘spreading factor”,

[SRNpInINF SN

References
‘é\r\umk 3 (8949) Casopit Lékara Ceshich 88, 469-7

Tl
ooper K ., Ma)r";\mng A, and McLachlan, A £ W (19:
rener Dis, 26, 16-22, cLachlan, (1950) B J
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C. TREATMENT OF GONORRHEA
(1) Sulphonamides

Although the princtpal danger of the sulphonamides, that of crystaliuria
resulting from acetylation, 1s now a rare complication of treatment,
because the necessity for a sufficient flud ntake 1s now properly stressed,
and although Lehr (1947) showed how the nisk could be even further
lessened by giving a t of different sulph des n one tablet,
ths group of drugs 1s now so meflective 11 gonorrheea as to enjoy little
use today Indeed a recent assessment of the spectrum of the gonococcus
by Gocke ef al (1950) showed that p 1l ycn, terramy

hl ! yxin and

P
acrospor‘on were all more effective # 31tro than sulphadm;m{z

The dechne and fall of the sulphonamudes for the treatment of gonor-
rheea began in ltaly duning World War 11, and by the time pemicilin
providentially arrived on the scene n 1943, farlure rates of up to 75 per
cent were being recorded (Campbell, 1944) At thts ttme, however, their
efficiency 1n London remained at the 70-80 per cent level, which was sur-
prising 1n view of the considerable amount of drug-fast gonorrheea
circulation 1n the city However, Dunlop (1949) later had no less than
176 farlures n 205 cases followed up after the ad of 25-40 g
of sulphathiazole over ten days

OF the farlures to sulphonarmdes, approximately one half fail to respond
from the outset, and one half relapse after a few days Thus 1f one case

of syphilis whereas all of the established antibiotics have to a greater or
lesser degree Thus the use of sulphonamides is still justified as a temporary
expedient 1n patients with gonorrheea plus penile sores which are under-
gomg repeated dark field to exclude syphilis Should the
drug prove neffective for the gonorrheea, and m any event when the dark
field have been luded, and the patient has been placed
on serological surveitlance once a month for three months, streptomycin
may then be given
If syphulis 15 confirmed the dose of penicillin then prescribed will be
more than suflicient to cure the gonorrheea
For a ime foll d of p flin, there were isolated
show \hat the results obtawned with penwillin plus the sul-




TREATMENT OF GONORRHEA 7
phonamides were superior tu_l.llasf_ nch‘i::vcd by cithe'r dn‘xg al‘one Se g

References
Campbell, D T (1944, Brit med J,2,44
3 813
Dunlop, E M C (1949), Brit, L 100t Do B0m' 2 e v e o 2t 2es2,
-
L

(2) Penicillin
(a) Penicllin fractions ;
Py gehia e asori - .

oL gonococel, tound persaithin X /3 times, k 33 times and K 15 times
IR S | oo .

v affant o o

! - 1
entirely effective against gonorrheea and netther pemaillin X, nor any other
feartion hac o ana haan da alaned + o om0 ps

were sensitive to penicilin in

PR

Ut was also at one tume imstulaled that the wmpurities present 1 the
A . . .

tormance of crystalline pemaillin G - -

References
leﬂabl;. L.. Welch, H, Milloff, B, and Katz, § (1948) J Lab clin Med, 33,

N, T.E and Hil.J H (1947, Amer J Syph, 31, 18-19
Pellerat, J, Murat, M, and Vayre, J (1950), CR Soc Biof, Parss, 144, 852-3
Romansky, M J, and Robin, E. D (1947}, Amer J Syph, 31, 271-6

(b} Aqueous penicillin
When penicillin was fiest used for the treatment of gonorrhesa 4-6 doses

of an agueous solution were given every 24 hours This necessitated either P
admission of the patient 1o hospital of repeated visits by him. As soon as
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delayed absorption ref liins became lable the aqueous
solullon fell into disuse Ho“c'vcr, gonorrheea may be cured with aqueous
ded tht a suffi dosage 1s given to maimntain an effective

serum concentration for 8-12 hours
Heller (1946) 1n 396 patients reported 84-96 per cent of cures with
aqueous penicillin n doses of 200,000-300,000 umits given m multiple
2-3 hourly injections, while Lakaye (1946) had 94 per cent of cures 1n
1,374 women treated on a I2-hour regime Fawkes (1949) found that
92 7 per cent of cures in 383 patients were obtained wath only 100,000 units

Inferior results, however, were réponed by Mascall ( 1546) who clarmed
18 actunl and 16 probable failures 1 39 patients, 5 out of 12 falures occur-
ning after 24 mega umits had been given for co-existing syphilis

References

Lakaye, R (1946) Arch Serv Santé de I Armée Belge, 99, 389-92
Mascall, W N (1946), Lancet, 2, 712-14

(¢} Pemtaalhin 1n o1l-beeswax
In its time 2 most 1n o1l beeswax
(P OB) which was evolved by Romansky and Rittman (1945) This con-
sisted of 300,000 umts of high potency calcrum pemcillin per 1 c¢ of
arachis o1l with 4 8 per cent of sun bleached beeswax After 1 ¢c had
been 1mjected larly lin blood levels were
obtatned for about 18 hours It had the dlsadvantage of being relattvely
difficult to give, owing to 1ts viscous nature, and required a dry syninge
and warming before use It has now been superseded by procame

nucillin

Heller (1946) reported 92 per cent success 1n 1,069 patients given single
intramuscular mjections of PO B Frost et 4/ (1947) used subcutaneous
njections 1 200 cases, obtaimng cures 1 177 Ten per cent, however,
developed Jocal indurations and this route was not recommended Like-
wise Hirschberg (1948), grving single injections of only 150 000 units to
54 female prostitute prisoners, for whom default was impossible, had only
two farfures Eames and McClay (1948) also had 87 per cent success in
68 soldiers treated with single injections of 250,000 umits Nine per cent
of defimite faslures and 9 per cent of possible fatlures were, however, noted
1 133 women treated by Fraser and Lome (1947)
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The results obtamned by PO B were summanzed by Essenberg and
Layghlin (1948}, who applied a samplng method m the analysis of
33,378 cases of gonorrheea treated with 200,000 umts of PO B 1 Chicago
They estimated that the farlure rite did not exceed 23 per cent

References

Eames, J W, and McClay, A O (1948), J Roy Army med Corps, 90,
5-71

Fitonhern B and Ta otio s v o8 .

A pey U Sus
Helter, J R (1946), J Amer med Ass, 131, 1480-2
Hirschberg, N (1948) Amer J Syph, 32, 141-4
Romansky, M 1, and Rutman G L (1945} New Engl J AMed , 233, 577-82

() Procame pemaiibn

When 1t was discovered that procame would combine with pemscillin 1n
cquimolecular amounts to form a crystalling substance, a further advance
1 delayed absorption preparations was made The procatne salt by stself
prod more prolonged T ftin serum levels than perscillin 1 odl-
beeswax, and procatne penicillin 1s quite fimd and easy to admsmster
Suspended 1n arachis ol and gelled with 2 per cent aluminium mono-
siearate, 1t yields even more prolonged levels After single mjections
of 300,000 units of the latter (P A.M ), perucillin may be found 1n the
setum for at least 24-72 hours Thus single doses of 150,000~300,000 units
a:e all that ss necessary to cure g ! as g serum concent e
3 pi4

[N

Tuchet and Hochengn (1948) tried varying amounts of procaine peni-
cillin G on 55 patients wath gonorrheea and assessed the curatve dose as
fow as 500 units per kg of body weight Hogan er af (1950) Likewise
employed vaned doses on male patients with gonortheea Shightly Tess
than 10 per cent were cured with 100 units per Lz, but 926 per cent
responded to 1,000 umts per hg If the preparation was administered
without regard to weight, a dose of not fess than 100,000 units was
tecommended

Sullinan ot af (1948) found, assayalle Maod, lowls wo ol of 41 soupens
24 hours afler receving single mjections of 300,000 umits of procaine
ematiin Jones and Shooter (1943), by giving such doses once daily to
45 pauents were able to maimtan penicillin canstantly 1 the blood
Hewitt 7 af (194%) employing sinele imeact ane af o0 0
assaywbleblood levels "o«

PO D
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or without al posed of particles of small size
gives better results than such penseillin with particles of large size

References
H=W|2(§,6':;'0L , Whittlesey, P, and Keefer, C S (1948), New Engl J Med , 239,
Hogan, R B, Johnwick, W B, Hanchett, L J, Harb, F. W, and Adar, O L
FL T Uy P A Y v Y
Coe - ' W (1948),
ocince, 107, 109-11
Tucker, H A, and Hockenga, M T (1948), Amer J Syph, 32, 445-51

(c) Diamine penicillin
A new and greatly 1mproved ref Y p Itn has been developed 1n
the Uruted States It 1s N, N'-Dib lethyl dif Iin G
{Bicithn, Wyeth) 1t 15 1ssued 1n cartnidges of 600,000 units of the aqueous
suspension which may be fitted to a metal Tubex synnge After one
such injection detectable serum levels of pemcillin may persist for two
weeks or more (O Brien and Smuth, 1952)

In prehminary trials in gonorrhea there were mo known fatlures 1n
1,028 patients given a single dose of 300,000-2 5 mullion umts

This pemicillin was developed for the prophylaus and treatment of
fections meident to rheumatic fever and 1s likely ultimately to replace

m logy

I P

(F) Penicillin: other methods of delaying absorption
Using single intramuscular imjections of 300,000 units of pemaillin 1n a
mixture of arachis o1l and cholesterol, Aarseth and Sandberg (1946)
obtained 41 cures 0 49 cases Salminen (1949) clatmed 95 4 per cent of
cures of 1,840 patients given two mjections of penicitlin 1n glycerin, while
Jacoby et al (1948) reported that 80 per cent of 1,326 men, and 87 per
cent of 484 women, were cured by single injections of 200,000 units of
penicillin 1n a water-oil emulsion

Ercoli et al (1948) obtained prolonged levels by muung penwcillin with
adrenaline Doewe er al {1948) cured 123 out of 128 patients with single
myections of penicillin G with ephedrine, adrenaline and a cinchona pre-
paration, while Cohn and Kornbhth (1948) cured alt but three of 99
patients with a single mjection of 150,000 umts of pemcilin 1n o1l with
adrenaline

Dowdeswell and Henfrey (1947) reported favourable results with
100,000 umits of peniciln 1 13 c¢ of 1 per cent Planocane, together
with one third of 1ts volume of the blood of the patient, given subcutane-
ously A forerunner of procame pemicillin?

All of these methods, as also the more experimental procedures such
as applyng 1ce to the injection site, have now been outmoded by the use
of nrocqime perucillin
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References
Ll e A Qemdoe W T DA Td Nawcla Tosmafa &b 76973,
. ' " ohen, S
b -1, 185-8
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J Amer. mea Ass, 138, 1>-11
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{g) Penicitiin: methods of delaying cxcretion
In attempts to produce more prolonged serum levels of penicillin after 2
single 1njection, some workers concentrated on delaying the excretron of
perucillin rather than s absorption Success was finally obtained with
caronamude, but, by this time, the delayed absorption methods employing
penicillin 1n ol-b and later p penicitlin, had already been
cstablished as simple, effective, and, above all, safe procedures Delayed
excretion methods, therefore, have never been widely adopted

Merren et al (1948) showed that, whereas only 32 of 50 gonorrheeal

o rAnane -

. . . .
could be prolonged by from two to sevenfold by the stmultaneous use of

this substance, 2 g being given every 4-6 hours (See also Sweet ef af,
1948)
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{h) Penicillin administered by orat and ather methods
At one time 1t was considered that some three to six times the dose of
pemaillin given parenterally was required to cure gonortheea when the
drug was admmistered orally Thes has since proved te be an over-estimate
as a fair percentage of cures can be obtamned with smaller doses. Calcuum
penicilin is generally employed for oral use and the tablets are usually
buffered, although the necessity for this 1s also not as great as was at one
ttme thought

Ross et af (1947) cured 57 out of 63 adults by giving 50,000 units of
pemicilin orally every 3 hours for six doses, and 28 out of 33 children
with 200,000-300,000 units Bushby and Harkness (1946) gave six doses
of only 40,000 umts at 3-hourly intervals to 62 patients, prcscnbiugf

7
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potasstum citrate 1 addition and restnicting the flind intake to 13 pmnts
The mjority of these patients were followed up for six months and only
two Failures and one case of epididymitis were noted Porudommsku and
Zalutsku (1948) treated 97 cases, of which 73 had sulphonamude-resistant
gonorrhaa, with 200,000-300,000 units of pemcillin given orally, and
claimed 79 cures

Prcvmusly'Scagcr et al (1946) successfully treated 15 cases orally in-

and 46 cures out of 50 when 900,000 units were glvcnuovcr 7 hours

More recently Robinson (1950) obtained 80 0-86 7 per cent of cures
m 70 of 98 males who were given only 250,000 and 500,000 units of
pemaitlin in buffered tablets Jacoby and Ollswang (1950) treated 284
males and 25 females with oral doses of 400,000-600,000 units and
obtained 82-84 per cent of cures 1n males, and 72-100 per cent tn females
In Great Britain, Horne (1950) treated 50 male patients with 500,000 units
of calcrum pericillin orally, repeating the dose 3-6 hours later There were
only three failures, one of which was suspected of being 4 remnfection
Johnson et al (1951) employed a buffered oral mixture of pemecillin and
sulphonamtdes

Absorption rates of pemicillin from the stomach, and the serum levels
obtamed, vary from individual to individual Ths fact, coupled with the
memory of the dissemination of drug fast strans of gonococer which
foltowed the widespread use and abuse of the sulphonamides, and doubt-
less also the fear that patients might resort to self-medication, has resulted
1n some disfavour of the oral route However, occasionally patients are
‘allergic’ to needle puncture or the physician may have to prescribe in
the absence of equipment (¢ g dunng air travel, etc), and on these
occasions oral penicitlin, as the other oral antibiotics, has a definute place

Taplin and Thompson (1948), no!mg th;\t pcmcxllm blood levels could
be sustamed for 24 hours foll of p {lin glucose
and percillin plisma muxtures, trc:ued 25 patients with either 50,000 umits
inhaled every 3 hours, or with single inhalations of 150,000-300,000 units
There were only four failures attibutable to the method

Goldberger et al (1947) reported that assayable blood levels were
obtained three hours after the mnsertion of a vagwmal suppository of penicillin
and suggested further trials

The French adapted the new antibiotic drug to ancient techniques and
Debray (1949) reported on the results obtained by submuicous imjections
of pemcillin nto the cervix and around the urethra
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(i) Penicitlin failures
Although pemiciliin was first used 1 the treatment of gonorrheea during
1943, 1t continues to give excellent results and no evidence of any wide-
spread resistance of the gonococcus has so far been encountered Many
of the local findings to this effect were reported from the Mediterranean
seaboard and more distant parts of the world where the possibility that
the peniaillin had deteriorated 1n transit, or had been tampered with,
could not be entirely excluded

Penuerllin-fast strams of gonococer can, hawever, be produced 1n the
laboratory Bahn ef al (1945) and Mills (1949) discussed the pemcillin-
Tesistant gonococcus If a situation was going to develop with pemcillin
such as occurred with the sulphonamudes it should be evident by now,
although Gocke et al (1950), testing the gonococcus in vitro, suggested
that there msght have been some mits ytop \
between the years 1947 and 1949 Vanations n peniciilin sensivity 1n
66 so-called ‘penicllin fadures® were reported by Coha et al (1949)

A less cheerful picture was drawn by Mascall (1947) who clarmed 18

actual and 16 probable failures 1o 39 patients treated, 5 out of 12 failing
When no less than 3 & mann s man e basn o e L

From the same cli

of 1,788 male and . " .

with 150,000 units ol pemicillin alone given in five equal doses at 2-hourly

intervals They seported an unsatisfactory treatment rate of 34 5-44 2 per

cent 1n males and 16 4 per cent 1 females. However, on ¢ntical analysis
P e - -

AF thic nmanss the manta

- . - '

sesset igure included the reantectsons, and 1n any event a relatively small
s - Lt

Aeen o

.
thaculted from the Pacibic theatre on account of so<called ‘Idrug-f:ut
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DI R A T e e

urethnts Some chinieal cases of pclmcllhn-fas! gonorrhea were, however,
reported by Chen ef al (1949) but these were readily cured by aureomyein

References

Bahn, J M, Ackerman. H, and Carpenter, C M (1945), Proc. Soc exper.
Bl , NY 58,2

Chen, C H Dxenst R B, and Greenblatt, R B (1949), Urol cutan Rev, 54,
3947

Cohn, A, Grunstem, L, Goldberg, R, and Crane, J (1949), Amer J Siph,

FalE NPT VL S S A ]

PR . . . L )

Dus

has always been kept in mind, and climes 1n Great Britain have genetally
observed cases of gonorrheea treated with penicillin for a period of six
months It must, however, be admutted that cases of syphilis showing them-
selves after the third month are extremely rare Indeed, the incidence of

fan < - e e

evidence to show that sxmulmnebusly acquired syphilis was being cured
1n the incubation pertod

In the US A Moore (1947) considered that four months was an ade-

quate tume for syphilis to show itself after the treatment of gonorrheea

with penicillin, but some Amertcan clinics have taken the realistic view

that lhe duty of the physxcmn when a p:ment a(tends with gonorrheea

- =+ -t —fe=eatelater

atients

to this

uang of

urethral and prostatic smears and cultures once a week for three weeks

In New York, Jacoby and Rosenthal (1950) have now questioned whether

even th]s short period 1s not excesstve In view of the large numbers of

* © re the second and third attendances, and the small numbers
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of failutes noted at these later visits, they recommended as a practical
mensure that oply one post-treatment check at one week should be

ade

Cromn (1947), 1n a critical review of published cascs, stated that there
was no evidence that penicitlin in doses up 10 150,000 units delays the
onset of syphilis beyond three months MacFarlane (1950), from New-
o 3 ALel mmlenm msam 1 Loth el W Dan fastas e

A Ta -

relationship

Many patients incubating syphilis duning treatment with pemicilin for
gonorthaa have o febnle Herxhesmer reaction Symptoms resembhing

fi diately fol P Lin, therefore,
should stimulate the physician's awareness of the possibility Fromer ez a/
(1946) found that of 1,000 cases of early syphulis 66 had previously received
pemallin for gonorrheea and on close questioning 18 of these gave a
history of symptoms suggestive of a Herxhesmer reaction at the time that
the pemicilbin was given Reekie (1951) reported three cases of ths
phenomenon

The problem of masked syphihs has probably been exaggerated Cer-

tainly a later follow-up of discharged American military personnel, who
had been treated with pemicilhin far nanarrhea v tha Sany PRI

lian 1educe 1L 1o 11s lowest efiective limit, so as to make the possibility of
cure more kkely A case can therefore be made out agunst giving only
150,000 unts of procaine penicillin, n favour of twice the amount, of

!‘t}mre The same effect will be achiesed by the use of the diamme pemailhn,
icillin
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(3) Streptomycin

Streptomycin 1n single doses 1s also effectise n the treatment of gonor-
rhaea The njectton causes shightly more discomfort than penicillin but,
n the small doses used, there are no dangers of toxic complications apart
from occasional sensitization dermatitis an the operator or patient
Pulask: (1947) obtained cures on a small number of cases, and Chinn
et al (1947) claimed no lcss (han 70 out of 72 cured \n(h 02-05g of this

drug W v oieee L e s £ oagamn A 06g
wherez, . - " t there
were 1 et al

(1950) had 17 cures 1n 18 women treated, while Taggart er al (1950)
using the newer dihydrostreptomycin, cured 95 of 104 with single injec-
tions of 0204 g Jacoby et al (1950) had 57 cures in 66 gnen 05 g and
69 out of 73 receiving 1 g Some reststance to the drug was noted 1n the
falures

Putkonen and Rouhunkoski (1951) also used dthydrostreptomycin
Of 24 women recewving 01 g 16 were cured, while 23 out of 30 were
cured with 02 g and 86 of 89 with 04 g In a control group 65 out of
66 were cured with a single mjection of 150,000 units of PA M

Willcox (1951) treated 17 patients with single injections of 02-06 g
of streptomycin with complete success 1 11 Two later developed non-
speaific infections, two had remfections and there were two proved failures
Of 35 recetving 10 g there were 22 complete successes, six with non
spectfic infections, four with reinfections and three failures

Orgamisms readily become reststant to streptomycin and, 1f no scientific
mestigation 1s being made on the patients (in which case the rule should
always be to retreat the fulures first with the same drug), 1t 1s better to
retreat when necessary with a different anubiotic Should streptomycin
be widely used for gonorrheea 1t 15 possible, therefore, that its efficiency
may decline

Fisken and Gruhzit (1946) showed streptomycin to be relatively m-
efficient against syphilis Witlcox (1948)found 7' palfidum without dlﬂicully
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for a maumum of threc months It 1s therefore ndicated mn all cases of

ponaerheen ta which tha nnceh T tiee AF mancamidant el

nra nhoaca

pected to be talse posttives, and patients with a history of mtercourse with

as they often will, then 05 g of streptomyein may be used.

Streptomyen may also be given by the *Hypospray'—a form of jet
injoction (Hrsh et al (1948))
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(4) Aurecomycin

Collins er af (1948), and Finland er af (1948), reported that gonorrheea
could be cured with aureomycin which 15 given orally Of 69 cases treated
with an average of 13 g over a perod of 12 days, 49 were cured, one
was considered a dubsous success, and stx were falures Willcox and
Findlay (1949) had success in two cases gnven 10 and 20 g respecuvely
mn divided doses In a later report Collins et al (1949) had 87 per cent of
suceesses in 122 paents gnen §0-3 5 g orally over 12-36 hours [ viro
they found ut superior 10 action against the gonococcus to streptomyein,
bacwracin, polymyxin and sutpt but not 1o p i

Rdoinson (1550, 19504) obtained 3b cures 1 70 patients grven single
doscs of 10 g of aurcomyain orally In 3 out of 7 treatment failed when
only half that dose was gnen Later, Rohinson and Galen (1951) re-
ported a 79 per cent cure rate m 120 patients treated with single doses
of 10-20 g This was not s hugh as the 55 per cent cure rate oblained 1n 3.

c

w 1



18 PROGRESS IN VENERFOLOGY

control sertes treated with single injections of P A M Using a more pro-
longed dosage, Chen ef al (1949) cured all of 20 cases of gonorrheea,
including some showing resistance to penicillin, by means of 1 0 g given
ihrec times a day for 2 days Such doses, however, might conceal an
1 and

T
lcrramycm are all active i that d|sorder

Wright et al (1951) treated 63 patients with two doses each of 10 g
gven 6 hours apart, with three falures Three capsules each of aureo-
mycin and chloramphenicol were used together on 19 patients by Chen
eral (1951)
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(5) Chloramphenicol

Greaves ef al (1950) had 48 cures 1 50 patients given a single oral dose of
750 mg of chloramphenicol, 12 1n 16 given a single dose of 500 mg, and
only one m four given 250 mg Single doses of 10-3 5 g were given to
48 others by Smadel et a/ (1949) and, although therc were 10 relapses
during the one month of survell these d to

with 3 g Using a more prolonged dosage Chen et al (1949) cured 13 of 14
with 6 g given over a pertod of 2 days, but only 7 of 10 gtven 3 g

responded Robinson and Robmson (1949) treated seven cases with an
imtial dose of 2 g followed by 1 g at intervals of 4 hours In five cases
the discharge stopped at once and in the remuning two after a further
3 g had been given Six others recewving a single oral dose of 3 g, followed
m three by two doses of 1 g at intervals of 4 hours, were also cured

Willcox (1949) also reported success with two patients
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{6) Terramycin
Robinson (1950) had three failures in six patients given 4 smg,le'?ral dose
e n - PRI Pt an Zay

Seven patients were treated by Caldwell er af (1950), and onc patient
was treated successfully with 20 g over two days by Sayer et al (1951)
Wnight er al (1951) treated 177 patients on a number of schedules A
cure rate of 88 7 per cent was obtamed on 120 patients given two doses of
05 g at aninterval of 6 hours Putkonen (1951) treated 67 women with

- confined observatton for
re cured, and of 55 given

OF 26 others given a single dose of 10 g by Schoch and Alexander
(1950) 24 had negative smears one day Jater Wilicox (1951) also reported
30 cases OF stx recerving single doses of 1 0-2 Og there were three falures,
while of 19 given two doses of 10 g at an interval of 6 hours there wete
two relapses, two with non specific mfections and one remfection In a
later paper Willcox (1952) reported 44 patients treated with 2 g of terra-
myein in eight doses over 48 hours OF 38 followed up therewere fourrem
fections, four non specific infectrons and three (8 per cent) definite falures

Beinfield er af (1951) attempted & companson between terramycmn and
aurcomyein 1n doses of 1 0-20 g given over 24 hours Of 130 treated with
terramyain 106 were followed up and there were five relapses Of 130
treated with aureomycin 107 were followed up and there were four relapses
The use of the newer antibiotics n the trealment of venereal diseases
generally was considered by Robinson (1952)
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D. COMPLICATIONS OF GONORRH(EA

(I) Arthritis

The complications of gonorrheea are of increasing ranty Amongst US
troops 11 World War [, gonococcal arthntis was noted in no less than
3 per cent of those afflicted with the discase In World War II, however,
the figure dechined to 02-03 per cent At the Belle Vue Hospital, New
York, Bunim (1948} reported that there were 49 cases in the first 45 months
of sulphonamide therapy, but during the first 45 months after the intro-
duction of penicillin the figure had decreased to 10

Prior to and duning the sulphonamide era the value of fever 1n the treat-
ment of gonococcal arthritis was well known Indeed Veermeer (1948)
noted that fever given concurrently with the sulphonamides appeared to
enhance the defence mechanisms, notably the lcucocyte count and the
opsonic index Likewtse Hagerman (1950) showed that 12 out of 14 strains
of gonococer were more susceptible to penicidlin when mcubated at a
higher temperature Hagermann er al (1952) reported 30 cases treated

1 v
many cases dragnosed as gonococcal arthritis are in reality cases of
Reiter’s syndrome occurring tn gonorrhen! patients

Sputzer and Steinbrocker (1949) treated 28 cases of gonococcal arthnitis
with 05 70 mega units of pencilltn given over a period of 3-30 days
Bactenal cure of the extra-articular focus was obtained in 2ll, but the
arthritis was not improved 1n five, although 1t was greatly improved 1n
15 and cured 1n eight Robinson ef af (1949) considered 202 patients
with gonorrheeal arthritis treated with penicillin, sulphonamides and fever
Malhotra (1950) reported 46 positive cases of g 1 arthntis
and suggested that a p 'y course of might replace
fever therapy Hirsh and Kurland (1950) succcssrully treated three such
czses with 85 g of streptomycin every 4 howrs for 6-10 days
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(2) Other complications in adults

A case of gonococcal endocardinis, successfully treated with 23 mega units

of penieallin and 62 g of sulphadiazine over 31 days, was reported by

Dorset et af (1949) That the heart may be affected sullzc‘l‘lmcallz mn com;
w Ch LANALLIY ~ fa -

nl anted mannrrheon « se € neactad PO

"
years previousty

Hundley et al (1950), afier an attempt to ascertawn whether the recur-
rences of acute salpmgutis arose from dormant foct 1n the fallopian tubes,
or from reinfection from below, considered the latter to be the case Falk
(1951) d. d the surgical op of cornual m chromc
salpingitis The treatment of Barthohin's ¢yst by marsupahizanon was
discussed by Jacobson (1950), and the munor surgical procedures 1n vogue
i France were described by Durel (1951)
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(3) Vulvo-vagmius

Mukhergee (1950) studied 240 cases of vulvo-vagimitis in children Gono-
coceal infections accounted for 545 per cent and non-specific infections
for 35 6 per cent Wenser (1950) reported that, of 1,014 children cxamuned
1n @ State School m Tex1s, inflammatory genital changes were found 1n

262 Four had gonorthaa and 12 a vagimatis in which the Nerssena found
were later 1dentified as N sicea

Clarke and Firnhare 11047 teaniat 0 8y PR
va LTI

ce R .
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for although most patients respond 1n the first instance a number relapse
Many of these cases show Netsseria n the smears but these are not always
confirmed by culture, and 1t may well be that they are Neissena other than
the gonococcus Reynes (1947), for example, 1solated from a five-year-old
child a new spectes of Nerssena which digests milk and hquefies gelatin,
which he named N wuho sagmmnis
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(4) Ophthalmia Neonatorum

In rabbts the p ity of ophthal developing after the d
of gonococer into the antertor chamber of the eyc depends to a large
cxtent on the size of the mnoculum Miller {1948) found that 1f 20 milhon
orgamsms were introduced, ophthalmia was produced n 93 per cent of
rabbits If only two muillion were duced, however, the p of
“takes’ was reduced 1o 45 per cent Pentcillin, sulphathiazole and calomel,
duced soon after )¢ 1n a watery or vamishing-cream base,
but not 1n an otly medium, were all found to be satisfactory prophylactic

agents

Although the sulph {as sulph used
(Bickel, 1950), pemm]lm 15 undoubtedly the dmg of chmce 1n the treat-
ment of g gh silver nitrate has not yet been

superscded n s prophylaxls This view was held by Benedict (1950)
Sorsby (1949) reported 400 cases of ophthalma neonatorum The same
author (1950) described his que of local with p 11
and recommended that ocular drops be used containing 10,000 units per
ml, which should be instilled every minute for 30 mnutes followed by
six mstillations at 5 munute intervals, and six each at half hourly, hourly
and 2-hourly 1ntervals, for a total of 22 hours of treatment The results
were excellent and he considered that properly treated the condition need
no longer cause blindness He also advanced the view that its eradication
Lies not 1n finding an alternative prophylactic drug to siver mitrate but
rather 1 curing the maternal nfection This could be achieved by the
routine treatment of the mother during the last week of pregnancy with a
single 1njection of pemscaltm, but 1t 15 @ method of prevention which has
not yet been exploited

Franklin (1948, 1948a), on the other hand, affirmed that local penieillin
drops were superior to silver mtrate and also less wntating Allen and
Barrere (1949) consxdcred certam aspects of ophthalma but thewr data
were 1 ments of silver mtrate and
neneyllm Watts and Gletch (1950) repon that of 4,565 nfants born at the
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Harlem Hospital, New York, during the year ending June, 1949, and

given both pemaillin and silver nitrate locally, not a single case of gono-

coccal ophthalmia was observed
by pa

PR .

P . L] 1. 2 P el ot a e P

no ase of opﬁthalmxa was observed

Clark and Culler (1951), and Culler and Clark (1951), used a single
propt it ol yein, apy ly with success
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E. PROPHYLAXIS OI' GONORRH(EA (sce p 189)
Before the d of the antib Iph given orally
proved efficient prophylactics against both gonortheea and chancroud
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Sulphonamdes might be cxpected to prevent gonorrheea, chancroid
and lymphogranuloma venercum but they have no action upon syphibs,
non specific urethnitss and granuloma inguinale In any event ther cfficacy
agunst gonorrhata has now deteniorated, and more recent work has been
with the antibotics

Eagle ef al (1948, 1949) reported success with oral pencitlin U'S
naval personnel were divided into two groups half acted as controls, and
the other half received oral pemsaitlin immediately after returning from a
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for although most patients respond 1n the first tnstance a number relapse
Many of these cases show Neisseria in the smears but these are not always
confirmed by culture, and 1t may well be that they are Neisseria other than
the gonococcus  Reynes (1947), for example, ssolated from a five-year-old
child a new species of Neisserta which digests milk and hquefies gelatin,
which he named N vuho-vagnins
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(4) Ophthalmia Neonatorum

In rabbits the possibibity of ophthal loping after the di
of gonococct into the anterior chamber of the cyc depends to a large
extent on the size of the moculum Miller (1948) found that 1f 20 nullion
wert d h was produced 1n 93 per cent of
rabbits If only two million were duced, howevcr, the p of
“takes’ was reduced to 45 per cent Penrcillin, sulphathmzole and calomel,
d soon after 1 a watery or vamshing cream base,
but not 1n an oily medium, were all found to be satisfactory prophylactic
agents
gAlthough the sulpk (as sulpk used
(Bickel, 1950), pemcxIIm 1 undcubtedly the drug of chmce 1n the treat-
ment of h silver nutrate has not yet been
superseded in 1ts pmphylaxxs This view was held by Benedict (1950)
Sorsby (1949) reported 400 cases of ophthalmia neonatorum The same
author (1950) described his techmque of local with 1t
and recommended that ocular drops be used contmining 10,000 units per
ml, which should be instilled every minute for 30 munutes followed by
six nstillations at 5 minute intervals, and six each at half hourly, hourly
and 2 hourly intervals, for a total of 22 hours of treatment The results
were excellent and he considered that properly treated the condition need
no longer cause blindness He also advanced the view that 1ts eradication
ltes not 1n finding an alternative prophylactic drug to silver nutrate but
rather 1 curing the maternal infection This could be achieved by the
routine treatment of the mother during the last week of pregnancy with a
single 1njection of penicillin, but 1t 1s a method of prevention which has
not yet been exploited
Franklin (1948 19484), on the other hand, affirmed that local penscillin
drops were superior to silver nitrate and also less irntating Allea and
B:m'ere (1949) consxdered ccrtam aspects of ophthalmua but therr data
merits of silver miteate and
nfm(‘!"ln Watts and Gleich (1950) report that of 4,565 mfants born at the




CHAPTER 11

GRANULOMA INGUINALE

A. CLINICAL
MARMELL and Santora (1950) d d the 1 of granul
Rl o Donoranosis be applied to this
. cases from Trintdad were des-

. - es seen i Southern Rhodesia
were reported by Willcox (1951), and the first case to be seen on the
ssland of Java by Van der Meulen (1950) Cutler ef a (1952) presented
MMustrative case histortes of six pattents seen i the Himachal Pradesh,
Indiz Only one male and one female case were reported from the chinies
of England and Wales 1n 1951

Packer et al (1948) reported a case of granufoma mgmnale of the eervix
and vagina with bone metastases, and another case with metastatic spread
to the bones was described by Lipp and Bibby (1950), while Essenberg
(1948) noted one with oral lessons OFf 190 cases seen 1n mix years by Hanna
and Pratt Thomas (1948) there were six 1n which, 1n addition to gemtal
lesions, other parts were affected In five the hps were nvolved, with neck
and face 1o addition wn three, and 1n one the cheek and neck Three cases
of granufoma ingutnale of the cervix were reported by Hoge and Salzberg
(1950) A fotal case was reported by Rhunchart and Baver (1947) 1n which,

Athough the disease can be cured by the antibiotics, surgery 1S some-
times necessary 10 correct dstortion resuling from scarring Petut and

Thomas (1950} described four cases in females tn which vulvectomy had to
be performed
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Dats b ATV 4 Thnmae A/ otnEm 1 1 o 3w Y4 ey

B EXPERIMENTAL

Duenst et al (1947) successfully passed the responsible organism, Dono-
. ' v 5 '

reaction, 1n which lipoid droplets but no Donovama were seen, was prc;-

duced when an egg yolk culture was noculated into the eye of a rabbit

No such reaction was noted 1o control eyes moculated with uninfected
yolk

Tt (1951) d { materral Dono-

' o * hatched chicks The con-

ata containing Donovtmia

“ Chen et al (1951) tesled the b'lctenost;mc and bactericidal powers of

™ ntibrotics

1 dihydro

aeitracin

This 15 curious 1 view of the mqﬂ'ecmene:: of perucillin in the chnical
infection
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C. DIAGNOSTIC

(1) Tissue smears

The technique of tissue spread for the demonstration of Donovanid was
described by Cannefax (1948), and a simple stan for Donovania employ-
ing a pimacyanole dye, by Greenblatt et al {1951)
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{2) Sk fests

Drenst ot aI (l949) emplr))ed chick embryo cultures as an antigen for a

€k fact

nave also been constdered by Packer and Dulaney (1949)
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{3) Complement fixation tests

Dunham and Rake (1948) showed that Donovama granulomatis can be

grown on amﬁcml msdm An \ anuigen was prepared from a subeulture
which e & &0 mae

granut
lymph
Yancos. unil, vul m none ot 10 with tuberculosts or 1 four normal
rsons
Dulaney and Packer (1947) had previously obtaned an antigen for the
comp!ement ﬁ(auon test from an abscess on the back of the hand of a
potant o »y obtained 21 positwe reactions in

~ plete daplcaton of the results of
the complemcm fixauon test performed with an 2augen of Donosania
gmnulomam whcn(hc antigen was prcpared from cultures of Fncdlander <
Par 1 -

T .- ¢
c 5

t

vguas wauglll PLUPAIY trom granuloma inguinale material
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D. THERAPEUTIC
(1) Antimonials

treatment was used, the were freq ly
and relapses The antibiotics have since proved superior, less toxic, and
more rapid 1n their effects

Of 97 cases observed by Marshak ef al (1948), 25 recerved daily mjecttons
of one per cent p y tarirate, with 1 cc
and mcreastng by that amount daly to a maximum of 10 cc, and then
decreasing at the same rate until a total of 100 ¢¢ had been gnven The
lesions of 21 of these had healed by the end of the course, two required
a second course, and two did not respond  Allison (1948) obsenved appar-
ent cure in 60 per cent of 65 Negroes treated with 542 (average 20)
yections of Anthiomahine The results were constdered comparable to
those obtamed with other tried antimomals

Thomas (1951) m a review of 79 cases constdered that the antrmonials
should be entirely replaced by antibrotics

Although the best drugs of their time, and reasonably effective 1 prolonged
1 ded b

References
. A . roe ey

1,276-7
e - T 3 (1948), Arch Derm S)ph
nec , 61, 790-800

(2) Streptomycin
Rake and Dunhim (1947) tested penmictllin, streptomycin, the toxic
ptothricin, and other ct herap agents Tud the anti-
momnals and the sulphonamides, as to their power of protecting embryon-
ated chichs when mixed with an iroculum contamning Donovama Tartar

emetic, strep and T e were all ful Chnecally
Greenblatt er a/ (1950) reported that pentcillin, tyrothricin and bacitract
were 1neff but that streptomycin, chls ys 1, yein and

terramycin were effective
Greenblatt et al (1947, 19470) found that 2 total dose of 20 g of
streptomycin given intramusculirly over five days was an extremely
effective course By the time that 59 patients had been treated with
ptomycin on varied schedules and observed for up to eight post
treatment months, only four fatures had been observed This series was
ratsed to 91 by Kupperman er al (1948) and 1o 100 by Chen er al (1948)
In the 54 cases given 20 g over five days there were no utal faures
and only four la s T OTOEM cncan oA tha car ag
still further to ;4




TREATMENT OF GRANULOMA INGUINALE 29

..... [ -

. d resistant  Portions of
* (1949) and Wammock
. 76 treated with strepto-
mycm 61 responded to one course and only three cases proved resistant
Other workers reporting successful results with streptomyem mclude
Marshak and Rodniquez (1948)~11 cases, Hirsh and Taggart (1948)—
21 cases, Barton et @ (1947)—3 cases, Zimmerman and Smith (1948)
—85 cases, Thompson ez o] (1948)—3 cases, Mason and Welsh (1948)—
4 cases, Stewart and Laur (1949)~—6 cases ; Samutz et al. (1949)—19 cases;
Freed and Kern (1950)—6 cases ; and Hoge and Salzberg (1950, 19500
—§cases Willcox (1950) observed 17 cases 1n Southern Rhodesia and seven
out of exght treated with streptomycin responded Jacoby et al (1949)
reported 37 cases treated on an ambulatory basis
Dienst et af (1950) implanted a prece of granul tissue from a
SIEPLOMVCIN-Trcist ant paes i o s ~l ntaas A =oae 1 .
tair
resist
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201-8
Tovic cffects of streptomycin

Toxic effects with streptomycin include ninth day erythema of an allergic
type, cylindruna without renal involvement, and eighth nerve 1nvolvement
Such are encountered with the prolonged therapy used for tuberculosis
(Farrington et ol (1947)) but are less seldom noted 1n the doses given for
granuloma inguinale

Four cases of vestibular disturbance were noted by Nielsen and Marsh
(1948), three of stomatitis by Beham and Perr (1948), one of agranulo-
cytosis by Feld (1949), and a fatal case of encephalopathy by Hunnicutt
eral (1948)

Tha o 4 amannl oo b a1 '

ol

rO . 4 - 4 ’ )

et al (1948) Paich tests with streptomycin performed on 212 persons by

Goldman and Feldman (1948) were negative but were shown to be positive
FRA ~

~n theoa was an LAl At

‘ ) R
al (1948) that the newer dihydrostreptomycin was less toxic, although
later work has not confirmed thts
These considerations need cause httle concern in the treatment of gonor-
rheea and non spectfic urethnts 1n view of the smll doses usually given
They are of greater importance, however, m the treatment of soft sore,
Reiter’s disease and granuloma ingunale

References
Taham BT and Dame IF (104N 7 2 34 qeg enr -

-
méd Hop Pans, 4, 632-6

Farmngton, R F, Hull Smuth H Bunn P A and McDermott, W (1947),
T dane A 4 2% £70 00

fh aun oty e

Hunnicutt T, Graf. W Y, Hamburger, M , Ferns, E B , and Scheinker, T M
(1948) J Amer med Ass, 137, 599-602

Nielson, J M ‘and Marsh C (1948), Bull Los Angeles neurol Soc , 13,95-103



FIG 2—EAPTRIMENTAL LESION OF GRANULOMA INGUINALF PRODUCED BY MATIRIAL

FROM A STREPTOMYCTN RESISTANT CASE  THIS LESION WAS ALS) RESINTANT
TO STREPTOMYCIN BUT RESFONDED 10 AUREOMICIN See p 29
(Dr R B Greenblat USA)



FIG 3—LESION OF A STREPTOMYCIN RESISTANT CASE OF GRANULOMA INGUINALE
WHICH RESPONDED TO AUREOMYCIN

(Dr R B Greenblatt, USA)
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- (3) Aureomycin
This drug 15 also effectve for granuloma inguinale and will cure those
cases which fail to respond to streptomycin (Fig 3) Greenblatt ef al (1948)
noted that three patients failed to respond to aureomycin given parenter-
ally but did so when the drug was given orally They recommended one
250-mg oral capsule four imes a day for 5 days as a sutable course,
PR 2 avman s

In a later assessment Greenblatt er &/ (1950) reported that of 46 patents
treated with aureomyain 1 doses of 500 mg four tumes datly for 10-15
days (20-25 g ) there were only two fuilures, both of which responded to
a second course Nausea and , however, lly proved
tiresome More prolonged treatment was given to patients with extensive
lesions In a later paper still (Greenblait et al (1952)) 71 cases were
reported. Among 66 followed up there were 11 recurrences

Robinson ef al (1949), giving 20 mg ntramusculatly each day for
23-31 days, found the drug less satisfactory than streptomycin in six cases
Oraf doses of 4240 g duced an imtial y Tesy in 27
of 36 cases No untoward effects were noted Robinson and Cronk (1951)
made a further assessment after 42 cases had been treated There were
12 relapses 1n 19 patients given 9 g or less, and 10 relapses 1n 23 receving
20-40 g chloramphemcol was preferred

A adlamel Ll aeamies et

PPNy SOV JUR VU

4 '
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(4) Chloramphenicol
G et al (1950) employed ch), ph
aurcomycin (20 g in 10 days), but mcreased the d

1n the same doses as
osc to 50-70 g 1n the
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presence of evtensie lestons or slow healing. Employed on 23 out-
patients 1t regularly caused rapid healing and there were only two relapses,
both of which responded 1o retreatment. The drug was preferred to aureo-
myctn, as it appeared to be less toxic. In a later paper Greenblatt et ol
(1952) reported 46 pattents treated and there were 10 recurrences of which
mine responded to retreatment with chloramphentcol

Nine patients were given 500 mg of chloramphenicol four times daldy
for 12} days by Zises and Smuth (1951) There were no relapses dunag 2
follow-up of 2}-12 months Robinson and Cronk (1951) gave 20-40 g 10
16 patients and there were four relapses The drug was, however, preferred
to aqurcomycin

Harb et al (1951) used a suspension of chloramphentcol i saline and,
after 4 g (8 ml) had been njected mtramuscularly, 1t was claimed that a
detectable serum lesel of the antibiotic could be maintained for 72-96
hours Forty-three cases of granuloma inguinale were treated with 6 g
guwven 1n three injections over 8 days, and 38 responded sausfuctonly
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(5) Terramycin

Hendrichs ef al (1950) reported satisfactory healing of the lesions of two
patients with granuloma inguinale who were gien 60 mg /hg of terra-
mycin daily for 12 days The Donovan bodtes disappearcd by the tiurd day

Whitaher ef o/ (1951) treated five cases with 12-32 g and all responded
well, and 11 others successfully treated were reported by Wright et al
(1951) Niedelman er al (1951) considered 4 g dmly for 10-20 days to be a
satsfactory course and had good results 1 five of six cases so treated

Greenblatt er af (1951), on an expenience of 32 ¢1ses treated with ferra-
mycin, recommended 2 g daily for 124 days In a Iter report (Greenblatt
et al (1952)) the series was increased to 36 cases Of 27 followed up for
1-18 months, two patients required a second course but both of these
responded the second time
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CHAPTER IIT

LYMPHOGRANULOMA VENEREUM
A. CLINICAL

(1) General

THERE were 66 male and 3 female cases of lymphogranuloma venereum
reported from the clinics of England and Wales in 1951 General reviews
of the condition were presented by Parks and Fraser (1947), and Coutts
{1950) Nine Chinese cases were described by Laube (1949) Coutts (1946)
reported 32 cases of genital eedema, ascnibed to this disease, from Chile
where filaniasis 18 unknown (Fig 4)

A case of lymphogranuloma venereum 1 a Negro girl aged sixteen
mounths was reported by Thompson and Higgins (1949) Five cases
associated with intense vasculanzation of the cornea and a poor prognosis
for wvision were reported by Schete ef al (1947), a case presenting as 2
pyrexia of unknown origin was recorded by Luger (1948), and one with an
arthritis of the hip joint by Sampaio and Farrajota (1950)

A case of chronic adhesive arachnoditss, thought to be due to lympho-
granuloma venereum, was reported by Valergakis et ol (1949) The
cerebrospinal fluids of 82 patients were tested by Finberg ef af (1949) who
found abnormalities 1n 19 These usually took the form of a rmsed protein
content or an abnormal mastic test The spmal flud of 25 others, how-
ever, was examined by Leifer (1947) who found no such abnormalities 1n
any, and no false positive Wassermann reactions

A case of pericarditts with enlarged mediastinal and supraclavicular
glands, the virus being recovered from the latter, was reported by Sheldon
et al (1948)

Pund and Lacy (1951) after Fren tesnng a numbcr of panents with
carcinoma of the external genit:
venereum was one of many predisposing causes
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Samparo, M, and Farrajota, R {1950), Trab Soc Port Derm Vener ,8,222-3
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(2) Female

Owing to the different arrang of the lympt ds wm the female
the disease 15 more sersous n that sex, and pent proctitis, proctitis and
rectal strictures are common The use of an aero-rectogram to determine
the site of the stricture was advecated by Jones (1949) A case of intestinal
stricture 12 cm from the anus in an Arg which was

treated with intravenous ‘Lygranum’, was reported by Solari (1949)

Jaffe (1948) reported that 65 of the deaths 1n 96 cases of lymphogranu-
loma venereum discovered in 5,900 autopsies were directly or ndirectly
due to proctiis Surgical excision of the affected rectal and colonic areas
was performed by Adams ef af (1948) with 2 mortality of 8 1 per cent 1n
62 cases

In the pregnant woman difficulties at confinement may result from
obstruction by vulvar esthiomenc like lesions, or as a result of scarning
the soft tissues of the pelvis Although the published mortality of mothers
with active pelvic lymphogranuloma venereum has been about 6 per ceat,
Kaser and King (1947) reported 38 deliverses 1n 26 such women without
any maternal deaths or exacerbation of the lesions, three Cmsanan
sections were p Steer (1947), the pregnancies of 75
affected women, considered that 1t 1s unwise to run the nisk of labour if
there 1s rectal strictuse or active disease, and that termination of pregnancy

should be considered 1f this 15 not possible a Casartan operation was
advised Schicbel (1951) dered that dil

of rectal 15
never curatne as fibrous strictures never disappear and the mucosa
destroyed over large arcas never Abd perineal
was dered a more YT
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B. PATHOLOGICAL
(1) General

found The pathology of the discase has also been considered 1n some
detail by Sheldon and Heyman (1947) The Gamna bodues were believed
to be phagocytes
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(2) Viral

Viruses and the venereal diseases were considered by Bedson (1950)

Beeson et al (1946) 1solated the virus of lymphogranuloma venereum
from the buboes of six males and one coloured female, but only m the
female case could 1t be found in the blood and the cerebrospinal flmd
although the latter was normal to routine tests Wall (1946) isolated the
virus from bubo fluids, excised lymph nodes and from a penile lesion 1n 28
out of 33 patients diagnosed as suffering from lymphogranuloma venereum
The virus was obtained in 39 out of 40 specimens by mouse brain inocula-
tion, and 1n 32 out of 41 tested by a yolk sac procedure Secondary mfection
proved a techmcal difficulty of the latter method Moreover a result was
obtaimed 5-14 days later than the 3-7 days required 1f mouse bramn tech-
mques were employed Transmussion of the virus from man to mouse was
considered by Levaditt ef ol (1949)

Heyman et al (1947) identified the virus 1 bubo pus, or in saline
aspirates from lymph nodes, mn untreated patients with lymphogranuloma
venereum and i those treated with sulphathrazole In two out of three
untreated cases the virus was still present 95 days after the onset of the
disease In treated cases the virus could not usually be found after sulpha-
thiazole had been given for two to three weeks, although it was still
wentified 10 the excised lymph node of one patient four months after
recerving no less than 120 g
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C. DIAGNOSTIC
(1) Skin test

Lépine ef al. (1948) stated that antigens prepared from the brains of
wfected monkeys remained efective for the Fren test when kept at room
temperatures for several months. Results of the skin test performed with
the yolk sac antigen ‘Lygranum’ were discussed by Shaffer and Rakc:
fain U0 1 v e X POttt

T oaa A

Wi Lygranum antigen, was descnibed by Floystrup e al. (1950).
Reymann (1951) found the skin test highly specific in Denmark In Finland
Sonck (1949) used the Fret test on 102 childcen born of mothers either
with climeal fymphog or with evidence of past disease.
Eighty-eight of the tests were negative and placental transmission of the
disease, therefore, was considered Fisch (1949) found the disease

PEnt B Pty . !

PR Yty

atso found 1n 110 prostututes later at Sio Paulo (J 4 M 4, 1951) Willeox
(1949) showed by means of the Fren test that 1n 479 Africans of Southern

ymphog was principally a disease of the
towns (Table 2).

TABLE 2

LYMPHOGRANULOMA YENEREUM [N AFRICANS
SKIN TESTS WITH LYGRANUM IN SOUTHLCRN RHODESIA

By { Percemtage
e0s | P | Yeg | pos
|
YD patents{Uban) oS o4 L o291 ' e
Normat soldrery (Urban) 81 H 73
Hospta) patients (Rural) [ I N ] 9
Tou an 57 2 | se



33 PROGRESS IN VENEREOLOGY

Grace ¢t al (1952) showed that positive Frex tests could be made tem-
poranly negatne during treatment with cortisone, whereas no change
occurred 1n the complement fixation reaction
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(2) Systemc reaction

The systemic reaction, consisting of fever occurping In patients with
lymphogranuloma venereum, about 6 hours after an intravenous injec-
tion of Frer'’s antigen and lasting 32-52 hours, was noted by Le Coulant
(1948) On the other hand, 1n a general review by Costello and D Avanzo
(1948), who analysed some 388 case records of patients treated over 2 10+
year period at the Belle Vue Hospital, New York, 1t was noted that the
systemic reaction was less reliable than the Frer test (86 per cent of
positives as against 95 6 per cent)
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(3) Complement fixation test

The antigen for the complement fixation test was constdered by Hilleman
and Nigg (1948) and by Reyn (1951) Dulaney and Pacher (1947) found
that the p fixation d test was ry 1n dilut

of 140 or over, but that at lower dilutions false positive results mught
occur Wall e al (1947) studied the same test 1n 27 cases of lymphogrant
loma venereum, and 1 45 cases of chancrod In 20 of the lymphogmnu‘
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Huspuar, New
were demonstra
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of 178 Negro college students and 6 of 90 white persons were postive—all
at a low utre Employmg the complement fixation test in Biitain, Bedson
et al {1949) found positive rexdings 1n 28 of 32 patients in whom the diag-
nosis of lymphogranuloma venereum was certatn, 1n 7 of 31 m whom 1t
was possible, 1nd i only one of 67 1n whom 1t was doubt{ul

A stogle posative test 15 believed to be insufficient evidence for the diag-
nosis of lymphogranuloma venereum, as it may adicate only a past
mlection with some member of the group A repeated test to observe a nse
m titre 15 recommended OF 27 patients with clinical lymphogranuloma
venereum tested by Wetherbee ez al (1951) all but two gave positive titres
of 140 or hugher, while only 24 per cent of 249 adult controls showed
posiive results, and 57 children without sexual contact gave negative
reactions Positines to a titre of 1 20 or higher were noted 1n 7 4 per cent of
syphdities but 26 per cent had titres of at least 15 All but two of 27

‘ “ 40 or greater

or higher, was
\ . . phogranuloma
veénereum group of viruses Macrae (1951) performed thus test in Britan
Of70 male pauients with venereal disease under mvestigation, mainly sea-
men, there were 30 postuves, of 192 male blood donors there was one
postive Of 150 Wassermann-negative sera from patients teferred for a
blood test there were 11 positives, while of 156 Wassermann posive
sera there were 21 positwes OF 51 sert from patients sullermg from
muscelfancous diseases there were no positives

Hilleman er al (1951) described conglutnating complement fixation,
and femagglutination tests, and compired them with the complement
fixation test, which was found to be the most satisfactory i man
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D. THERAPEUTIC
(1) Sulphonamides

Although Juguet (1949) claimed that repeated mjections of non specific
sera (eg antp 1, anti gas g or antt tetanus) were
curative 1n some patients, the sulphonamides still have pride of place The
prevalence of the disease i Entre, and its response to sulphonanudes, was
stressed by Maffi (1948) Willcox (1952) reported 120 cases treated by
sulphonanmudes in the Gold Coast

(2) Penicillin and Streptomycin

Streptomyctn has no effect upon yolk suspensions of the virus, although
P Ilin has 1 high 1ons (Hmre and Rake, 1947) Rake (1948)
reported that streptothricin and streptomycin were valueless while the

wnen

was frequently effective 1n climatic bubo although fluctuant buboes
required aspiration
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(3) Oral antibiotics
(a) Aureomycin
Reports concerning the oral antibsotics are equivocal Wright e af (1948),
employing 10-20 mg of aurcomycm daily by mtramuscular injection to
a total of 160-1000 mg, had good results on erght petients with buboes
and three with proctitis, although one relapsed and was retreated Of 14
11 o e 4al 4nns anthaanndtan ar ashanead o 11 altheieh
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patients treated with 1 g of anreomycun given orally daily for one week
Benhamou et af (1949) Willcox (1950), and Norman (1951) each had
success with one case the first of these was confirmed pathologically and
had proved resistant to sulphonamdes

e oap 1’

'
525-85 g orally In six the lesions had been present for less than six
- ~ - T -

report by the same team (Greenblatt e al (1950)) 1t was stated that of
13 early cases treated therc were only four successes, and that the most
favourable results were to be obtained in the usually female cases with
rectal stricture or proctiis Schamberg et al (1951) treated 24 early cises
with 7-20 ¢ of aureomycin orally over seven days Nineteen others three
with inguinal ademitss, two with proctitts and 14 with rectal strictures, were
treated by Fletcher er af (1951) with 28 70 g Early cases showed encourag

Ing responses but the results 1n late cases were not so successful Twelve
Negro women with rectal strictures were treated with aureomycin by
Banov (1951) all reported subjective improvement within a few days and
femained smproved over 11-18 months Aureomycin was also given to
22 others with rectal stcture by Wnght and Prigot (1951)

(&) Chloramphemcol and Terramycin
Chloramphenicol was tried by Greenblatt et af (1950} but was considered
tnicrior to aureomycin: There was no smprovement 1n four early cases and

10 only one of five Inte cases treated Chloramphemicol however, proved
curat ~ - - ) Py

Rowe
Wrg
was \
five ¢

ferred 4 g daily for 10-20 days Four cases of stricture of the rectum were
£wven aurcomycin or terramycin by Andrea (1950) with improvement
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CHAPTER 1V

NON-GONOCOCCAL URETHRITIS AND
REITER’S SYNDROME

A. NON-GONOCOCCAL URETHRITIS

(1) General

Tins disease has a world-wide incidence A comprehensive review of the
main causes of this condition was given by Harkness (1950) and also by
Coutts e a/ (1951) Non-viral urethntis was considered by Guilleret and

Pellarat (1951) and non-venereal urethnitts by Harkness (1950a)
With tha anm 4 o1t 3 1 a o e e e

numbers of new patients 5o afficted who attend the chinics of England and

Wales In 1951 there were 10,794 cases compared with 14,975 male cases
of gonorrheea

For some time the disease was not regarded 1n the United States as of
v e

SUCh prant mnnetomisae —wa N

atten . o
part

ureth

tolog

regarded as a serious problem amongst the American forces occupying
Japan, however, where, 1n the US Aur Force, there was an wncidence of
239 cases per 1,000 (Baser, 1949), and latterly 1n the US Army at home
(Graham, 1952)

Willcox (1949) contrasted 86 patients suffering from non-specific ure-
thratss with 50 others who had non-venereal shin complaints No less than
523 per cent of the urethnitss group had had venereal disease before admis-
$1on as against 8 per cent of the controls The urethntis group was
generally more promiscuous and more unstable psychologically Injection
of whole blood into the urethra falled to provoke a discharge m 11
tecently cured persons Forty-three cases of non-gonococeal prostatitis
were reported by Riedel (1951), who noted that there was sometimes a fall
tn blood pressure following prostatic massage.
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(2) Bacteriology

Of 475 cases of non gonococcal urethntis amongst U'S troops 1n Japan
reported by Baser (1949) no less than 79 per cent were believed to be
bacterial 1n nature—1 considerably higher percentage than 1s generally
encountered 1n Britain where the so called ‘abacterial’ urethritis 15 ex-

and which 1s not usually cured by pemclllu': Only sapr‘ophytes such as
5 albus and diphtheroid bacilh were noted, and these were regarded as con-

kstein ang {1946) hikewise made cultures of the
prostatic fluid of 100 patients with this condrtion In over 68 per cent
S albus was present, and 65 per cent of the orgamsms were resistant to
pentcllin, 69 5 per cent to neoarsphenamine and 95 per cent to powcrful
concentrations of sulphadiazine

Coutts and Vargas-Zalazar (1946) examined by dark field the centr-
fuged deposit of the urines n five cases of abicternl pyuna and found
spirochxtes resembling S dentium They considered that these may have
ansen from the teeth or alimentary system One such case was reported
by Czekalowsk: and Horne (1951) The dwersity of the organtsms and
parasites which apparently may cause non gonococeal urethnitis, and the
not infrequent finding of spiroch-etes on dark field examination of the dis-
charges, with the possibihity of buccal or anal coitus being responsible for
this, was stressed by Coutts (1948}

The =tiology of non-specific urethritis 15 not yet fully understood
Trichomonads have often been dered (Field 1946), but although
found 1 some cases, have not so far been seen sufficiently often to be
regarded as the primary cause Recently investigations have been con-
centrated on pleuro pneumoma hke orgamsms (PPLO) and on the
incluston like bodtes which may be observed 1n Giemsa stained urethral
scrapings

An tmportant monograph 1s that of Harkness (1950) which describes m
detail the protean list of causes and includes some excellent colour draw-
ngs of the so called virus mnclusion bodies and pleuro preumona hike
organisms which may be found 1n urethral scrapings of sufferers from
this condition—the latter more easily mn cultures from urethral washings
Pleuro-pneumonia like organisms were cultured in 21 of 57 cases of sub

1l urethntrs, and mn 7 of 41 with Reiter’s syndrome of
sarthnitss by Harkness and Henderson Begg (1948) Nega
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five results were obtained 1n 50 normal males The significance of pleuro-
pncumnnn Wke nroanieme 1 ag anne davad b Bd acd 71080 and T 8 aen

of ba
Sty . .

which required serum or asatic flmd A method of concentrating the
growth factor of these organssms, which occupy a posttion between the
nickettsia and the bactena, was also described Morton et a/ (1951) found
PPLO 21 of 35 persons attending a urological chime and they were
found 1n 50 per cent of 22 cases of abactenal urethntis Morton et of
(1951a), however, found them also 1n the saliva of 46 of 100 subjects
Sn:nh and Morton (19514} found them 1n 38 (33 6 per cent) of 114 throat

%32}, 1n btockholm, grew P P L O in cultures from 18 per cent of 61 men
with non gonococcal urethritis, 3 per cent of 31 patients with acute un-
treated gonorrheea, but also from 17 per cent of 60 normal subjects
Morcover Melén and Odeblad (1952) found them 1n 8 of 45 healthy
women but not 1n 13 virgins In non pregnant patients they were found
duning the first ten days of the menstrual cycle Latterly Ruster and
Wentholt (1952) have found them 10 four cases of gemtal fuso spmillary
wfections Norman er al (1950) found that sera from 18 cases of non-

specific urethritis faited to agglutinate five human strans of PPL O
The evidence in faun wafa = wo Afaee ' .

1Y eelusions 1n 4 niimber AF racae An avbas

e A R
dozoa (the

conjunctivitis :
Seen i non 1 urethnitis ble, was d by Thygeson

(1951) Simifar bodues have also been described 1n the disease enzootic
aborlion 1n ewes by Stamp (1951) and Stamp ef af (1950)

The gel hip between 1ncl urethritis, lymphogranul ven
creum and inclusion blennorsheea was well summanzed some years ago
by Harrison and Worms (1939) On the other hand Bedson (1950) ex-
amined the discharges of 25 cases of non gonocaccal urethntis and could
find no evidence of the wirus of clust

on blennorrheea Moreover com-
Plement fixation tests for == ' —===~~  *
Tegative, as were the Frer te
Patients with non specific v = . e
sceratch discase’—another s - I
Later work (1953) tevealed 0o undue i af positwve

fixation tests 1o lymphogranuloma vencreum or to enzootic abortion 1
€%cs 10 the sera from cases of non speafic urethnus

Until the virus has been successfully passaged in anmals or eggs, the
vitus pature of this discase must remain unproven
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(3) Treatment

For a number of years sulphonanudes have been the mainstay of treat-
ment but have been only fairly successful Thus Willcox (1949) reported
50 per cent success with 42 patients having treatment (manly irrigations)
other than with sulphonamides There was also 50 per cent success 1n
14 cases treated with sulphonamdes alone, but 78 1 per cent success it
69 patients treated with sulphonanudes and wrethral irngations com-
bined Graham (1952) reported 90 per cent success 1n 1,000 patients
treated with sulphonanudes, but only when an mitial dose of 4 g was
followed by 1 g every 4 hours

- .~ - == 1t e canbeses avafnoad Coults

‘. which
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Pemicillin, however, 15 not particularly effective in non gonococeal
urethns and streptomycin, aureomycin and the other oral antibiotics are
generally employed Although most striking successes can on oceasion be
achieved with streptontycin 1ts over all results are disappointing Pulaskt
(1947) noted three clintcal farlures 1n six patients treated Harkness (1949)
had only six cures 1n eleven treated with 0 5-1 5 g of steeptomyetn, while
Willeox (19494) treated seven ciises with single injections of only 02-10 g
wath response 1n four If 1t 15 used at least 1 g should be given daily for
four days

The results obtained wyth the oral antibiottcs have been much better
Harkness (1949) had seven out of ten cured with aureomy cin, and three of
four cases treated by Willcox and Findlay (1949) also responded Six -
tractable cases were successfully treated with 4-6 g of aureomycin by
Thomson (1951) McVay et al (1951) reported eleven other cases success-
fully treated with this drug and gave detailed reports of four cases in which
trchomonads were found

Using chloramphenicol Chen and Dienst (1950) saw improvement or
Tecovery in five patients who had 3 6 g of chloramphenicol over 1-2 days
Personal expenence suggests that the effective dose of all the oral anti
biottes1s 6 g or above over 4-6 days Findlay and Willcox (1951) treated
twehe patients with chloramphenicol and three of their female consorts
Inclusion bodies were found before treatment 1 eight and PPLO 1
five There were four treatment fatlures

Willcox (1951) and Willcox and Findiay (1952} reported 20 cases
treated wuth oral erramy cin With only one failure The former author
(1951a) desenbed the minor side effects of this drug including the syn
drome of anorectal burning and pruntus

At the Venereal Discase Symposium held under the auspices of the
National Institute of Health and the American Venereal Diseases Assocta-
fion at Washington in May, 1952, Willeox and Findlay (1952a) presented
data concerning 50 male cases, including four cases with Reiter’s syn
drome, plus six female consorts, treated with 2 5-19 25 g terrimyain The
chimeal results were excellent, only four patients, mcluding two of those
with Rerter s syndrome, proving resistant and six showed relapse remnfec-
tions There were only seven failures in the 46 persons recetving 5 g or
more (15 2 per cent) ‘“Inclusion bodies’, which were found n 42 patients
before treatment, disappeared from all but one male and one female case
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B. REITER'S SYNDROME
{1) General

Although Retter’s syndrome and non specific urethritis are constdered
separately 1 this book, 1t 1s not yet known for certain whether Reiter’s
syndrome has a separate @tiology or whether all afflicted with “abactenal’
urethritis are potential sufferers

The condition was reviewed by Harkness (1947) and again by the same
author {1949), based on a personal experience of 126 cases Nine cases
were reported by Mornison and Thompson (1948), six cases from America
by Coodley ez al (1948), one from Canada by Ffrench and Mador (1950),
one from Australia by Fletcher (1948) and 30 eases from Scandnavia by
Lovgren and Masreliez (1949) The latter showed well the tendency of
the complaint to relapse, often after considerable pertods of time Recur-
rences were noted i no less than 56 per cent, and one case had six relapses
n six years The syndrome was noted in a boy of four years in New York by
Florman and Goldstein (1948), while keratosis blennorrhagica, which 1s
unusual 1 women, was noted 1n an Indin girl aged seven years by Gault
and Gault (1946), and also 1n an English boy aged nne by Corner (1950)
OF 106 cases of arthritis assoctated with urethritis seen by Levy (1950) in
Matlaya, 47 were associated with gonococeal urethritis and 57 with non-
gonococeal urethnitis 45 gave a negative gonococcal complement fixation
reaction

A case of keratosis blennorrhagica was presented by Auckland (1951),
who on the basis of the 1 appenrances considered the cond
to be a form of psorasis The of this interesting condi
extensively reviewed by Ladany and Hughes (1946)

was

bacillary dysentery has been well made out, and 1t 1s probable that per-
sons suffering from what was once termed ‘dysenteric arthritis’ were really
Affected by this conditton Paronen (1948), 1n Finland, in a lengthy paper
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with noless than 150, mawnly Continental, references, described 344 cases of

ulcerated bowel 1s but one of the portals of entry of the virus, for no such

-t v - e a a0 o

recently recovered from Reiter’s syndrome, two of v;hom had had con-
Z 1 A . -

Progressve loss of vision occurred m 91 per cent and 67 per cent showed
total loss of vision 1n at least one eye Two cases of Behcet’s syndrome
were reported by Csonka (1947), and six cases of Stevens-Johnson syn

:llrgsr:l); (erythema exudattvom multiforme) were described by Thomas
”
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(2) Bacteriology
Bothincl bod:es and pl T hkecorg are frequently
feported togerher 1n urcthral scrapings from cases of Reuer’s syndrome,
but the significance of these findings 1s not yet clear Plevco-pneumonta-
Like orgamisms, however, could not be detected in the urethral, nasal or
[ 4
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Jont secretions of two such persons tested by Lovgren and Masreliez
(1949)

Dunham ef al (1947) claimed successfully to have cultured the virus of
Reter’s syndrome i eggs , the virus was found to be capable of producing
comjunctivitis when inoculated into mice
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(3) Treatment

Definttely before the introduction of the antibiotics, and probably also
today, pyretotherapy 1s the most successful single treatment measure for
patients with Reiter’s syndrome Five c1ses were successfully treated by
P . s vn 048
. . Willcox et al (1947)
- 1 pyuna and Reiter’s

syndrome, tried neorsphenamine for the latter Although the joint man-
festations were not benefited he considered that the drug was of some value
The drug, however, 1s too toxic for only a dubious result

The hterature of heratosis blennorrhagica was extensively reviewed by
Ladany and Hughes (1946) who reported one case resistant to pemcillin
Two cases, however, 1 which there was apparently a good response to
penicillin were recorded by Fretreich et al (1947), and Hiehle and Hamp
(1949) reported a case of Reiter’s syndrome with keratosis blennorrhagica
treated with this drug Davies (1949) likewise reported a case successfully
treated wath pentctllin Warthin (1948) treated four cases with streptonsy cin
with some success, Thompson ez al (1949) had success 1n one case given
40 g of streptomycin over 16 days, and Korb and Brown (1950}, and
Grep and Leich (1951) each had a good result 1n a case treated with
aureomycmn Findly and Wallcox (1951) also reported success 1n one case
treated with chloramphenicel and Willeox and Findlay (1952) 1n two of
four cases treated with ferramycmn

Single case reports, however, tend to give a false picture and Rexter's
syndrome 1s 2 condition of varying intensity The upshot of treatment with
the oral antibiotics 15 frequently disappointing

The results obtained with ACTH and cortisone are of more interest
Ogryzlo and Graham (1950) treated three cases with 10-25 mg of ACTH
every § fhaars for 12 M days Improvemend was moved we all, bt there
was a tendency to relapse after the treatment was concluded

References

Bames, G H (1947), Brit med J 2, 605-8

Baxter, C R (1946), Brit med J 2, 858
Davies, W (1949), Brit J vener Dis, 25, 155-6



REITER’S SYNDROME 51

Fundlay, G M, and Willkcox, R R (1951), Amer J Syph , 35, 583-92,
Freweich, A W, Schwartz, S, and Stemnbrocker, O (1947) Arch mtern Med ,
79, 239-50 -
.o A LT e anen vy e s

I I

4,
12U-18 .
Lowman E W, and Boucek, R J (1948) Ann wifern Med , 28, 1075-75
Ogryzlo, M A, "and Graham W (1950), S Amer med Asx, 144 123343,
Thompson, R G, Wlmc, C. B, and Haley, H (1949), Arch Derm Syph,
Chucago, 59, 234—
Warthin, T A (1948), Amer J Med , 44, 827-3
Wil cn‘.R R, and Findlay, G M (1952), Publ Hith Rep, Washington, 67,

196
Wdlr:ov( l}-dk Findlay, G M, and Henderson-Begg, A (1947), Brit med [,



CHAPTER V

SOFT SORE (CHANCROID) AND OTHER
CONDITIONS

A, SOFT SORE

(1) General

THE so called ‘syphilization’ frertment of the fast century, which was
practised amongst others by Boeck of Oslo, 1n an attempt to immunize
agamnst syphilis by the moculation of matter from the sores, and by
repeated passage in the person so treated, was recalled by Erchsen (1951)
At that ime the distinction between chancroid and chancre was not fully
understood and the patients were really acquinng multiple lestons of soft
sore In England and Wales 1n 1951 only 437 male and 16 female cases of
soft sore were reported from the climics

The present day high 1neidence of chtncroid in the Gold Coast and 1n
Southern Rhodesia was emphasized by Willcox (1951, 1951a, 1952,
1952q) who described the skin testing of 1,022 Africans with Dmelcos
(H ducreyi vaccine) The percentage of positives was much higher in the
towns than n the rural areas (Table 3) The sk test (Ito Reensterna

TABLE 3

REACTIONS TO THE ITO REENSTIERNA TEST FOR CHANCROID IN
THE GOLD COAST AND SOUTHERN RHODESIA

Number | Number | Percentage
Regon Group tested tested | positive | positive

Gold Coast

Acxcra Chancroid patients 10 9 200

Accra Other venereal disease patients 22 10 455

Southern
Rhodesia

Salsbury | Male chancroid patients 32 625

R EERENC 20 | 129 45

. 66 182

. 168 41 244

) S| o | w5

150 7 47

14 5 357

1us 6 50

Total 1,022 278 272

52



FIG A--GENITAL GDEMA IN LYMPHOGRANULOMA VENEREUM Sce p 33
(Dr W E Coutts Chile)



FIG 5—EXPERIMENTAL CHANCROID IN MAN See p 53
(Resulting from intradermal injectton of bubo flud)
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reaction) was found by Reymann (1951) to give extremely specific results
m Denmark

Dienst and Gilkerson (1947) tested for chancroid, by means of smear,
culture and skun test, 116 patients with pemle lesions in which syphubss had
been excluded Films and cultures were negative 1 37 6 per cent, and skin
tests 1 nearly half, ncluding 33 patients 1 whom Ducrey's bacillus had
previously been found m smear or culture In these cases mvolvement of
the regional glands was slight Of the series as a whole, and 1 207
other cases with pemle lestons, about one half reacted Of 103 patients
with active glandular enlargement 98 per cent reacted to the Ducrey
;l:?‘ test for soft sore or the Fre: test for lymphogranuloma venereum, or

1l

Celture of ¥ ducrey: was considered by Reymana (1949), and Dienst
(1948) reported that such cultures became avirulent for rabbits and man
when subcultured for several months on defibrinated rabbit’s bloed
Lyophilized cultures, on the other hand, remained virulent after storage
for eighteen months at room temperature The antigenic power of cul-
tures when used for the skin test does not apparently depend on their
virulence

Calett1 (1946) demonstrated an antagomistic action between para amino-

nzotc acd ointoent and vaccine 1n chancrordal lestons Expenimental
lesions of chancroid were cured by three to four intravenous mjections
of a vaceine contuning Ducrey'’s baciflus If 10 per cent para amno-
benzoic acid eantment was apphied to the lesions before and duning this
treatment with vaccine the ulcers did not heal This phenomenon was
observed in a pattent with two experimental lestons, the one not so treated
healed while the other did not

Wetherbee et al (1949) tested a number of antibiotics in vitro against
16 strams of H ducrey: and reported that streptomycin was the only one
likely to be of value This was, however, not found to be the case 1n the
treatment of the clinical infection

Willcox (1950) tested numerous drugs aganst the experimental infection
1 - 3 - (MR S I

which had been proved by previous inoculation into others, were first
treated with the drugs to be tested and then, 24 or more hours after treat-
ment had commenced, the flurd was aspirated and its virulence again
tested by moculation 1nto volunteers Thus both the prophylactic and
curative y were gated These exp which with the
controls 1nvolved some 227 inoculations (19525), gave essentially the
same results Sulp 4 T ) i in high doses, aureo-
mycin and chloramphenicol were all effective, but neoarsphenamine,
brsmuth and the anumomals were not (Table 4)
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TABLE 4
EXPERIMENTAL CHANCROID IN MAN

Total
Treatment persons | ‘Takes' | No ‘takes' | Per ccniaee
oculated takes
trols 36 32 4 889
Sulphonamides 36 1 35 23
Streptomycin 2t 0 21 Nil
Aureomycin 24 2 22 LE]
Chloramphenicol 10 [ 10 Nl
Pemicilhn

POB alone (8 danly myections) 32 0 32 Nt
POB with sulphonam:de 2 0 2 Nil
*PAM (single mjections) 21 9 12 428
Oral 4 1 3 250
Neo arsphenamine 38 25 13 658
(Bismuth) T ()] @ () 666
Antimony 3 3 o 1000

Total 227 73 154 {

—J

* Amoang ten persons whose moculatians took place within 0-4 days after bemg
given 24 mega units of procame percillin with 2 per cent aluminium monostearate
there were only two takes’, while of eleven persons receving moculations 5-8 days
after injection ‘takes were noted in no lkess than seven

1 3 patients had both bismuth and neoarsphenamine
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(2) Treatment

A course of sulphonamides has for some years been the standard treatment
far chancroid and the results have been farrly satisfactory Willcox (1952)
reported that the sores of 100 male Africans treated 1n the Gold Coast n
1943-5 wath sulphonamdes healed 1n an average of 12 5 days, while those



SOFT SORE 55

of 94 Afncans similarly treated 1n Southern Rhodesta during 1949 healed
w an average of 127 days Harp (1946) reported 300 cases treated ;nlt)h
1ge o);'
. they
may, therefore, be given with mpumty without nisk of wcompletely
curing syphilis should 1t escape recognition
Pentcrthn, for this reason, 1s not a sutable drug to employ for the mdi-
vidual case of chancroid although, if gven m sufficient dosage, 1t 15
effective Lahuri (1947) treated 32 cases of chancroidal bubo with systemc
peniciilin and cluimed cures within 2-4 days, but wisely recommended
that cases 5o treated should be followed up for two years, which 1s a con-
siderably greater inconventence than the mere three months required fol-
lowing with the sulpt des Pereyra (1948) gave pemcilin
by Jocal 1ontophoress to 13 patients with chancroxdal ulcers, appatently
with successful results However, when patients are being treated 1n the
mass (e g 10 Affica), without proper diagnostic aids to exclude syphilis,
and a proper follow up 1s unpossible, there are some advaatages of
having a standard treatment for all cases of penile sore Willcox (1950)
satisfactorily treated 99 Africans suffering from gemtal sores, of whom 19
were d to have ct P d by syphibs, and the
femainder syphihis with and without chancroid, with single igjections of
24 mega units of procatne pentcillin with 2 per cent alummium mono
stearate It was considered that tus method of treatment was of great
admimstrative value under African condttions where datk field diagnosts
25 not available
, Mortara and Saito (1946) showed that H ducrey s was sensitive i vitro

30 wecks and therc was only one possible recurrence at six weehs
Subsequently Jawetz (1948) successfully treated three cases with a total
of 18 g gwven 6 hourly for 5 days, and Weber ef al (1949) had success
in one case which had proved resistant to sulphonamides Taggart ef af
(1949) teeated 42 cases of chancroid with 1-2 g of streptomycin daily
Tor 5-19 days with good results 1n 1 pitients, but they were less fortunate
with 19 others given 2 ¢ daily for 6 days (emuting Sundays) as out
patients  Sulphonamides were, therefore, stiil preferred Rollier and
Maury (1950) reported good results with as small a daily dose as 05 g
‘Wiileox (19504) also treated with streptomycin eight cases in Afncan
negroes with 1 5-50g given over 2-9 days The sores healed 1n 6 days and,
as 15 usual, the buboes required aspiration when they became fluctuant
There was only onc hnown relapse Also treated were three cases of dark
field positnve carly syphilis with 20-4 S ¢ of streptomycin over 4-9 days
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Treponemata disappeared slowly from the Iesions but the sores all healed
without other measures thus indicating that this drug too may mask
syphils

y}%hcu(hn and Robinson (1950) successfully treated three cases of chan-
croid with 2 g of aurcomyom daly for 7-14 days, while seven of the
patients with early syphilis treated with aureomycin by Olansky ez al
(1950) were believed to have double infections with soft sore, and the
lestons healed 1n all Greenblatt ef al (1950) considered that as little as
5-10 g of both aurcomycin and ehloramphenicol may be sufficient for this
disease Willcox (1951) treated one case with 225 g of chloramphenicol
and two others with 2 g of aurecomycin spread over 3 days The sores
healed although fluctuant buboes still required attention It was shown
that the bubo flurd of treated cases raptdly became avirulent when nocu-
lated mnto volunteers Four cases of chancroid were treated wath ferra-
mycin by Niedelman eral (1951)and4g a day for 5 days was considered
asuitablecourse, as 1t 1s probbly also for chl {and
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15 not recommended as 1t 15 prejudicial to the excluston of syphilts by dark
field examunation.
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C. CONDYLOMATA ACUMINATA

Podophyllin, 1n aily or watery suspensions, i alcoholic solutions or m a
n damnne e 1= -4 -t ses, continues to be an excellent

embranes Sullivan and King
N  using 25 per cent podophyllin

Tbarra (1950) W:th’phm’:ou‘c subjects, however, severe local reactions may
sometimes occur Paulosky and Leider (1949) stated that this may be
obviated +f Fowler's solution 15 apphed nstead three tines daily for 3
days and thereafter once dutly A slower cure results, but it sull may be
expected within two weeks Flowers (1951) deseribed three patients on

:‘:0!11 & Casarean section had to be performed because warts filled the
gina
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D. TRICHOMONIASIS IN THE FEMALE

Trichomonas raginalis was found in 30 (5 3 per cen) of 562 women attend-
inga burth control clinic by Whittington (1951) That the lavatory seat1s a
Posuble agent of transmission was emphasized by McCullagh (1949)

essel and Thompson (1950), 1n a study of the sutvival potentialitics of
the parasite, considered that fomes under natural conditions might actas
Carners

A study of trichomonads m relation to beta plucuronidase activity was
conducted by Nasdon er af (1951) A simplified culture medium was
desenbed by Lash (1950)

The many dufferent local nded for this and

fien :' tarc ate y hat y
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nature of all Many discharges clear up, but many relapse Ninety four
of 100 pattents described by Hundley ez al (1950) were constdered cured
by Tetrony! Of 39 treated by Hensel (1950) with a vagmal cream con

sisting of 2 per cent allantom, 15 per cent sulphanilamide and 02 per
cent para anuno acridine, only three required retreatment Sulphathrazole
Jelly was used on 169 cases of trichomomasis and 139 cases of vaginal
thrush by Karnaky (1951} A considerable degree of success was claimed
with 600 women by painting with 75 per cent mercurochrome by Ferguson
and Edgerton (1950)

Penicillin pessaries have not proved useful The parasite disappeared 1n
less than half of the cases so treated by Walter ef o (1951)

More hopeful results are, however, ob d with pessaries g
aureomycin, chloramphenicol or terramycin Of 37 patients treated with
aureomycin locally by Greenblatt and Barfield (1951), 29 were still well
after one month McVay ef al (1949) used aureomyctn 11 1nsufflation on 54
patients Willeox (1952) has had some success with the vaginal mstillation
of an ointment contumng 30 mg of terramycin per g

Acetarsol pessaries continue to be widely used and a fairly satisfactory

N [ tan sad ¢k mnatarenna lasally

1n all but one case One patient even had a Herxheimer reaction Lhe same
1s of course possible if aureomycmn, chloramphenicol or terramycin 1s
employed (See non specific urethnitis, pp 44-5)
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CHAPTER VI

EXPERIMENTAL AND ANIMAL SYPHILIS

(1) GENERAL

McLeod and Arnold (1949) showed that a suspension of T. Pﬂ[/;llum,
stored at minus 70° oo P o

remam viable for a ' -
sprochztes to cher - . A
i P v [ | .
L. .
acds ' ’
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(2) CULTURE OF TREPONEMES
- . e e ememediane -

Nichols, Reiter, Kazan, Noguchi and other strains were pg, - i al Ingse
flidurt They have, howeser, dore 22 3 Probabl
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Reiter spirochzte was described by Gelpern (1949) Growth promoting
factors for the Reiter treponeme (pathothenic acid, glutamine and phenyl
alanine) were considered by Steinman and Eagle (1950) Rose and Morton
(1952) described a convenient medium for the cultivation of the Nichols,
Kazan and Retter strams consistng of Bacto-Heart winfuston, broth,
glucose, neutrahized cystemne and plasmn filtrate

Newcomer and Haanes (1949) rcported the successful cultivatron of
the Nichols strain under anerobic conditions 1 chick embryos, as did
Beardmore and Dodd (1950) A further report by Haanes et af (1950)
described further success with the Kazan strain Haanes et ol (1952)
employed cultural methods m order to determine whether filterable forms
existed None were found 1a the Nichols or Kzan strams of T palidum,
or n Bor anserina

1t 15 inferesting to note from Soviet Russia that Vyascleva (1949)
studied Juzman strains said to have been grown on ‘Kitt Tarozzi medium’
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(3) ANIMAL SYPHILIS

(a) General

The rabbit has been the amimal most used i experimental studies An

orchitis 15 produced following mtratesticular moculation and latent infec

tions can be confirmed by killing the ammal and moculating crushed

lymph nodes intratesticularly 1nto other rabbits McLeod and Arnold
intratesticular moculation
ol (1950 1952) noted that
f the Nichols stram con
after the animals became

tic Marcus and Kahn (1947) noted that the Kaha test in

asymptomal
yor mmal ncreased

rabbits tended to become stronger as the age of the a
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e - N

after intratesticular transfer (Rosahn et af , 1948) Thus if both the rabbit
and the mouse are used together results may be obtained much quicker
than by using the rabbit alone

VY cmnn 1080 fn ad that ~ tnman n amal and nn ba nn an latad aeae
W
r

wmoculated mice, but that such bramns were capable of producing intra-
testicular lesions when transferred to rabbits The possibility of infra-
wistble forms was considered

Magnuson e af (1949) showed that different strains of mce differed
widely m thewr susceptibulity to syphilis, and that the ussues mvelved had
the followng order of susceptibility spleen, liver, brain, blood, and lymph
node Rosahn and Rowe (1950} showed that of mice were moculated with
T pallidum, and an attempt was later made to infect rabhits from them,
1t was necessary to inject ten times as many 7' pallidum if the attempt to
tnfect rabbits was made 10-13 days after anoculation, than if 1t was
made at 81-92 days From this 1t was deduced that the period of dwvision
of the treponeme in the mouse mught be as long as 24 days For the rabbut,
§§V;1CVer, Cumberland and Turner (1949) suggested 1t might be as short as

ours

The golden hamster, as an altetnative to the rabbit or mouse, was

tested by Johnson (1949} and found suitable
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(b) Tmmunity

Rabbuts fed on chot 1 develop of the norta, aortic
valies, coronary arteries and, especially in albinos, a xanthoma of the
18 1 which an ants c ly develops after 2n exp yphil

nfection (Frazier ef af , 1948}
The mvolsement of the central nenvous system n the mouse by
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treponemata, which m1y then show neurotropic properties in the rabbit,

was discussed by Schlossberger (1948)
In rabbuts the stze of the ! fl the possibility of a “take’

]Y[ngnuson et al (1948) showed that as the size of the inoculum was

developed the most lestons Schipper and Chesney (1950) stated that those
so moculated developed the highest titre of reagmn in the blood Wiggall
and Chesney (1950) considered that the size of the moculum injected
wmtravenously had no effect on the course of experimental syphibis 1n the
Tabbit

Eagle et al (1947) showed that the amount of pentcillin required to
prevent syphilis in half of the rabbuts given a fixed inoculum of T paliidum
remains constant for four days, but at the end of the second week was
seven fimes, and at the end of six weeks thurty tunes as much

Hollander ez af (1952), working on rabbits, believed that the wsual
course of a syphilitic infection 15 determined by a regular loganthmic
wacrement of treponemes, which continue uatil sufficrent are present to
produce a lesion A single subcurative treatment therefore, interrupts an
orderly process, causing 1t to revert to an earlter stage before resummg
1ts usual course

Rosahn and Rowe (1950) showed that 1f mice were moculated with
T pallidum, and an attempt was made later to mfect rabbits from them, 1t
was necessary to mject ten times as many T pallidim 1f the attempt was
made 10-13 days later than 81-92 days later

- s ,

[ P |

periods of 6-20 months after infectron

Magnuson ez al (1947) failed to immuntze rabbits by the injection of
dead T pallidum although positive serum reactions were induced Lyophi-
lized sp given ntr ly over 12 weeks by Waring and
= o "

perhaps some minor immunity

Tnoculatton of dead spirochetes 1nto rabbits was shown by Eagle and
Flerschman (1948) to produce posstive serum reactions i the reciprents but
without further immunity to the experimental infection Gelperin (1951)
tried to protect rabbits agamst virulent T palfidurt by inoculation Lof the
Retter spirochxte This was also ul althougt
penod was prolonged and the lestons were reduced i size Infection with
© uttom: was ntroduced into the eye of the rabbit by Levaditt and

sman (1950), but this failed to protect the eye agamst T pallidum
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Since the introduction of penseillin for the treatment of human syphilis
there has been d incid of after the compl of
treatment  One possible explanation for this s that the patients are
returning more quickly to the same sexual environment, and another 1s
that some degree of 1mmumity used to be conferred on the patient who
was treated by the olderm = * ¢+ - - ¢

Magnuson er al (1950)
hypothests by comparing
cured rapudly by large dc R .
given subcurative doses for some weeks before the administration of the
curative dose

Magnuson and Rosenau (1948) showed that 1f rabbits were cured at
increasing intervals after infection the ability to reinfect with syphilis was
proportional to the length of time before the first infection was treated

Armnold ef al (1947) showed that rabbits could invanably be infected
only ten days after the pl of p 1l of expenimental
syphilis of 6-8 weeks' duration, although 1f the rabbits were left untreated
no such reifection could be produced The same authors (19474) renfected
rabbits ten days after the ph of t with T lhn for
syphilis of eight months’ duration None developed = chancre at the site of
noculation but 53 per cent had a symptomless invasion—a much higher
rate of local protection than 1s noted in early syphilis

Arnold et al (1950, 19504, 19505) have produced other evidence to
Suggest that immunity to early syphilis increases with the duration of the
disease before treatment Cumberland and Turner (1949) showed that the
spirochztes multiply more slowly in immune’ 2rumals

Magnuson and Thompson (1952) showed that successive infections with
syphhis 1n rabbits produced no sigmificant increase of immunity over that
produced by the first nfection, the ymmumty being much less than that
produced by a single untreated ifection of the same total duration

Tutner e7 af (1948) found that scra from patients with secondary or
later syphilis cxert an infubitory effect when injected intradermally nto
rabbits simultaneously tnfected with sypmlis non syphilitec sera did not
show the same effect

Magnuson et af (1951) showed that the castration of rabbuts of either
sex prolonged the incubation period and increased the resistance to the
cxpertmental infection

The whole problem of immunity 1s now being re-cxamined in the hght
of new but incomplete l\‘ng“ilc,ggc of cortisone and ACTH_ TI:I:nﬂ‘

APact acam ot
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(DeLamater et al (1952) considered it was not hyaluronic acid alone )
The lesions continued to enlarge slowly and ulttmately ruptured to
discharge thair Dark field showed an dance of
T pallidum in this matertal, and these were present in greater profusion
than in the controls They were virulent on passage and susceptible to
immobilization Withdrawal of the cortisone was followed 1n 2-7 days by
a ‘rebound ph 3 { with a reapp of the erythema
and induration, followed by enlargement of the lesions In a small series
tested the titre of reagin 1n the sera of the ammals treated with cortisone
was sigmficantly lower than was expected
Cortisone thus produces a marked change in the host parasite reaction
Spirochztes multsply but the host response 1s lessened It was considered
that cortisone might be dangerous to give to human patients with cardio-
vascular syplilis owing to the possible nisk of the ‘rebound pheno-
menon’ DeLamater er al (1952) studied the effect of cortisone on
experimental syphilis in the rabbit, and upon experimental spirochztosts 1n
the chicken In both diseases there was an increase mn the numbers of
~wmnm crar meacant n tha lac Ane and sa tha hingd Sheldon et al (]952)
) » the Herxheimer reaction

There thus appears to be some connexion between the action of corti-
sone and ACTH and hyaluronidase—the spreading factor which acts

upon the ground substance to produce an environment favourable to
#hamen $BTARan canhostan Qantt /1010) enan Tatad on the role of hyaluro-

| the same author (1950)

. tion of syphilitic lesions

by the mjection of hyaluronidase nto the skin and eye of the rabbit
p i WA e 1t

b o e aFila an hatan

exposed to testicular hyaluronidase
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(9) Drugs
Arsente
Probey (1947) reported that the sulpharsphenamunes were shghtly more
i dal than the P ut, by arsemc content, the
arsenoxides were more effective than the arsphenamines The same author
(1948) found that the Nichols strain was not made resistant by repeated
sub-curative doses ol neoarsphenammne

lgi:crglsm between fever and arsemc was noted by Carpenter ef al
(1947

Krob (1949), working with plasma of chickens infected with T galls-

narum, showed that when such matenial was treated fn wirro with phenyl-
arsenoude before jection 1nto newly hatched or mature chickens, the
newly hatched birds became infected but the mature birds did not.
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Penmcilin
Synergism 1n the rabbit between penicilin and bismuth was noted by
Magnuson and Rosentu (1948), and by Levadis and Vaisman (1950)
Kolmer (1948) noted synergism between pencillin and bismuth given
orally Ovchinntkov and Kuchinskaya (1948) reported that the admixture
of pemcillin and bismuth before njection had a retarding effect on the
absorption of peniciltm

Eagle o7 al (19470) reported synergism between pemicillin and fever,
stating that the curative action of pemcillin was increased tenfold if 1t was
given concurrently with a 10 hour fever session

Rosahn and Rowe (1950) showed that pepraillin G was three times as
effective as sodim pentcilln 1 suppressing syphilts 1n the mouse, and
about twenty times as effective as penicillin X The dose of pemciliin to
cure 50 per cent of ammals with mouse syphilis, given as peruciflin 1n ot
beeswax over a period of 4 days, was calculated by Magnuson and Rosenau
(19484) to be 14,000 umts per kilo, as against 64,000 units per kilo to cure
90 per cent of the arumals

. . 1 N

of treatment was also prolonged Rosahn and Gueft (1947) illustrated
this pomnt by noting that, when the number of daily snjections was in-
creased from erght to sixteen, the total curative dose was unaltered

Eagle et al (1950) suggested that 1t 15 the aggregate time, not necessarily
contiuous, during which perucillin 1s detectable in the blood, which 1s
the important factor in pentcillin therapy

That some batches of penicillin G may be more potent 1n rabbit syphilts
than others was suggested by Arnold 1nd Thayer (1951)

Streptomycin

produced by this means much quicker than by allowing the experimental
infection to develop before treatment by the drugs concerned, and follow-
1ng this by prolonged surveiliance, gland transfer and the observation of @
new set of ammals Using such a techmque Rake er a/ (J947) ,found

- ha

ving 24,000-25,000 units per kilo over a period ol » Udys

b
beachicved by dose of 15,000 umuts per kilo The limited

Penucilin was curative 1n a
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powers of streptomyein 11 arumal syphiis were also shown by Bessemans
and Derom (1950)

Other antibiotics

fraction that of bacttracin (Eagle ef af , 1948)

Vyaseleva (1949) reported that gramucidin had neghgible spirochzto-
static action and aspergilfin had none The limited antibiotic properties of
tyrothricn were shown by Bessemans and Derom (1950) Experimental
work with terramy cin, exther alone or in combination with Mapbarsen and
bismuth, was described by Kolmer (1952)
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CHAPTER VII

DIAGNOSIS OF SYPHILIS
A. MICROSCOPY

THE principles of dark field microscopy were reiterated by Reynolds and
Hesbacher (1950} Jahnel (1949) also dered the dark field P
and pointed out the value of linking two instruments so that the move-
ments of suspected T pallidum 1 one might be compared with those of
known T palltdum 1n another.

DeLamater e al {19504) and Rosazhn and Freeman (1952} descrnibed a
new staning techmque for T pallidum based on Fontana’s method Like-
wise new stawning techniques were described by Campbell and Rosahn
(1950}, by Onoda (1951), and by Levine (1952) A. technique of perform-
ing dark-ground 1llumination of unstamed smears for the recogmtion of
T pallidum was described by Coutts et al (1952, 1952a)

McFarlane (1950) p d recent ad m PYs
those of the phase contrast and electron microscopes The phase contrast
mucroscope was used by DeLamater et af (1950, 19505, 1950c, 1951,
1951a, 19515, 1951¢) to study the Iife cycle of spirochztes They published
photomucrographs deprcting the Nichols, Kazan, Nogucht and human
strains of T palldum showing that these treposemes multiply, not only
by transverse fission but also by formatton of buds, or gemmz, which
develop into spirochztal cysts 1n which single spirochztes differentiate
Studies of the Nichols and Reiter strains were made under the electron
mucroscope by Morton ef a/ (1951) and striking photomucrographs were
also published with this paper These show numerous flagellw, growng m
clusters from points immedrately adjacent to the ends o‘f the trepc:_nemes‘I

Tud,

. Il .
under the electron microscope, and found lengthenmg of the organisms
with cham formation Both the dark phase contrast and electron micro-
scopes were used by Rose and Morton (1952) to show the many morpho-
logical vanations of a number of experimental strains of T’ pallidum
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B. SERUM TESTS

(1) General

A quarter of a century of serology was reviewed by Kahn (1948), and

modern developments were considered 1n general terms by Pnice (1949),

by Mahoney and Zwally (1949), and by Puccmelh (1951) Diagnostic
and

an gieal tests were dered by Rem and Kostant
(1952)
e

(1949) Alaerts (1946) was abl: to obtaina yosmvu Memicke reaction from
agueous humour

Reifi and Kostant (1949) discussed antigens and antibodres 1n the
serology of syphibs DAl et al (1950) antigens pre-
pared from cultured strains of the treponeme Paolett1 (1950) also described
serum tesls pcrfom-ncd with sp:ro:hmlal antigens and stated that they

that 1t reacted strongly when fresh with about 80 per cent of strongly
positive syphilitsc sera, but when stale was unsuitable American work on
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canatalla nnt nane lod tn tha nulenat am fence bans maee £ oL ot

The use of camphor_toncrease the sensitwvity of serum tests was dis-
cussed by Saint Prix and Mutérmilch {1949 Tfie Value of standardization
of reagents 1n the Canadian Provineial Laboratories was emphasized by
Allen (1948)

‘Taran (1946) showed that 200 anti-complementary sera could be made
fit for testing by with undiluted pl and 1ncub
and 1nactvation before commencing the test

A comparatively recent development has been the use of frozen sera

maintain ts acn@xty for a mintmum of 15 months by Cannefax (1951),

and for 50 days after reconstitution
Calloway (1947) considered that the Weltmann serum coagulation
DRER VN o PR PR ra

found An electrophoretic study of the serum proteins 1a syphilis was
conductéd by Benditt and Walker (1948), and the relation of serum
globulins to false positive serum reactions was considered by Neurath
et al (1947a, b), Erickson et al (1947), Volkin et al (19474, b) and
Putnam et al (1947)

A method of diagnostic complement fixation, employing spectro-
© -« - ' =l nspections, was déscribed

) the sero-diagnosis of syphilis
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{2) Cardiolipin antigens
Cardiohipin, origially prepared by Pangborn in 1941, 15 a phospholipin

obfified By extraction and punfication of fresh beet fieart When com
bined 1n optimum proportions with lecithin and cholesterol, a mghly
SR SR 2 s ST aaen - TR he Tole of

- by Arnold
standnrd of Alon s L v . v of a single
T . '
for
(194

and Mazant tests With this antigen, only 4 9 per cent of doubtful reactions
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were noted on 1,046 sera—a result only bettered by the Eagle test—
whereas the other tests showed 77719 37peér cent of doubtful fEsults
Negative results were obtaned with 224 non-syphilitic sera from malanal
patients and 642 other sera which were negative to the Kahn and
Mazzimi reactions Kline (1947), using the same test, found only 1 per
cent of false positives 1n a large sertes of malanal patients, whereas
8-24 per cent of false posit - ot T e e
Kline and Mazzim tests
5,556 sera and contrasted
Meinicke and Bordet-Wassermann reacttons He considered the cardio-
Iipin procedure more spectfic than the standard Wassermann and a test
which would produce fewer conflicting results 1 the absence of syphulis
Haruos et af (1948) described their later expertences with cardiolipin on
testing 6,605 sera, and Schmidt (1951) on 1,322 sero, winle Levine ef af
(1948) had only seven false positives 1n 24,877 sera tested Giordano ef af
(1948) found 97 per cent of agreement on 24,085 tests with cardiokipm
compared with the standard Mazzim flocculation test Klein and Leiby
(1948) compared the VD R L test with the Kahn test on 3,652 sera, and
Widelock (1948) with the Mazzim, Kahn and Kolmer Andujar ef a/
(1948) performed cardiohpin tests m parallel with the Kahn, Kline and
Kolmer on 24,609 sera

. 1 apaas -2

4,602 sera resulted m 919 per cent agreement i the hands of Singh and
Sharma (1951) The effects of an additional four munutes’ rotation on the
VDRL shide test were described by Machala and Hassler (1951)

The cardioltpin test was comp ired with the Kline by Klein er a/ (1948),
and with the Kolmer by Grordano et af (1949) The first British series
was described by Price and Wilkinson (1950) The same authors (1952)
contrasted the results of testing 2,876 sera by the Wassermann test with
cardiolipin and crude heart antigens Blumberg ef a/ (1950) compared the
results obtamed by cardiolipin and tissue extract antigens n over 2,000

ntigen
* Cirdlohpm antigens were applied to the Kahn test by Kahn and

Dermott (1948), to the Kolmer by Kent e? al (1948) and Kolmer and
1!“Avcncli (1948), to the Hinton by Hnton e af (1949), and to the Kline by
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Klein et al (1950) They were also used by Jayewardene and Velaudapiliay
(1950,

A znudlﬁcauan of the shde test for the titration of antibodses was
devised by Osler and Widelock (1948) Harns ef af {1948a) described

atube l test with cardiolspin Fl tests with cardiolip
tend to develop zomal reactions, and 1n an attempt to overcome tis,
Mazzin (1951) duced drolip test.

Rosenberg (1949) described the use of dipalmuty] lecithm as an ingre-
dient of cardiolipn antigen, while a synthetic lecithin component was
used by Klme (1950) Variations in the sepsitivity of the lecithins used in
the test were considered by Kahn and McDermott (1948a), and the
standardization of the antigen by McDermott and Kahn (1948) Flynn
et al (1952) showed that punfied lecithuns from egg yolk could be used
1terchangeably for the New York State quantitative complement fixation
and shde precipifation tests
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(3) Standard serum tests

Cutler and Harns (1951) performed a battery of tests on 417 patients with
primary syphilts There was no one test which detected all of the samples
showing serological reactivity, and the highest proportion was detected
by a combination of the Kline exclusion and the Mazzim flocculation
On stored sera the Meinicke clarification gave the best results and Negro
and Borghesto (1949) found st was reasonably reliable after 15 days
The examination of post-mortem matenal with Berger's antigen was
described by Hauel (1950)

Complement fixatton tests were considered by Prce (1950) Osmond
F106M “nn o ment 4len cand cacn toctad Faund GS mar cont of agreement

| " vas described by

Colquhoun (1950) Different methods of performing the test were dis-
cussed by Krag and Vogelsang (1948) Richardson’s modification of the

sesult s 17 of 14952 seca which would atherwise have heea reported as
negative The Wassermaan test was further considered by Penttinen and

Helle (1949)
- - Tt “>nmeter for the standardization of
‘Wassermann test, was described by
1) also describéd how photo electric
methods might be apphed to the reading of the test Velaudapilla (1950)
made a comparison of the Wassermann, Kahn and cardiolipm tests on
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sera inactated at 56° C for 30 minutes and at 60° C for three minutes
There wete few differences 1 the results of the Kahn test, but those of the
Wassermann were inferior at 60° C

The complement for the Wassermann test was considered by Demanche
(1948) The estimation of the complement and the ttration of the antigen
were described by Price (1949, 19504) Cannefax (1949) considered the
maintenance of stable control sera Pooled sheep’s cells were used for
complement fixation tests by Muraschi and Tompkuns (1949)

An ymproved antigen for the Kolmer test was descitbed by Kolmer and
Lynch (1948) The Ford-Robertson and Colquhoun modifications of the
Metmeke test received attention from Lane (1948), and from McMenemey
and Whitehead (1949) Another flocculation procedure, Mighano's test,
was described from Brazil by Rangel (1950)

The Price precipitatton test was discussed by Price (1948), the Laughlen
by Sandiford and Khal (1948), and the Berger test by Douglas (1947)
A venfication antigen prepared from dried powdered pregnant uterus,
feetus, cord and placenta was described by Hecht (1947) The use of a
mechanical pipette for the Kahn test was described by Singh (1949) and
a rack for precipitation tests by Price (1949a) A rapid method of per-
formung quantitative tests on 2 slide was reported by Harns and Bossak
1951)

The Chediak test, for which dnied blood 15 used op filter paper which 1s
then_allowed to float on salmé, and on which a shide test 15 then per-
fornned_rwnh Meinicke antigen, was described by Chediak (1948), by
Sikorski (1948), and by Harris ez al (19524) Thus tess was used on 113,845
specimens m Poland by Milgrom (1948) A modified Chediak test, the

Citochol test, was described by Hoschek (1949), Hemnke and Hoschek
(1949) and Fuscher (1950) A raprdly performed shide test, applicable to

whole blood serum or cerebrospinal flurd, was described by Roemer and
Greulich (1949)

Horzan and Busch (1950) descrtbed *t- ¥t - » b
ou e -

moprr

when only small qua
(1951), Harris ef al

the Filter Paper Microscopic test but found it less reactive than other
tests A simple coloured slide test was described by Hstang (1947) The
mucro-reaction of Etcheverry and Marct d by R 1

was
(1948, 1949) and another shde test by von Boros (1949), and by Koehn

maltlh dna Memche tests
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(4) False positive serum Teactions

False positive reactions were discussed by Vissian (1947), von Pemn
arn - ~- - FEEA

PRERY

v L

cent of the total number of positwe results obtained
There are a number of theories as to the cause of false positive reactions

and 1t 15 hikely that several factors may operate Widelock ef o {1950}

demonstrated the presence of acetone soluble substances in sera which

reacted to acetone soluble antigens and speculated as to whether these
.

serum tests for

| between false

relation to the

was there any

ise of false

o 949) who

- T ! or that 1t
Paolettr

gwen by
injection, to determune whether minute quantities left 1n the syringe could

produce false positive readings to the Wassermann test Arsphen:\mmes,\
ph and lecithin produced false posittve results in all sera

p
tested

Wheeler et al (1947) showed how the sensmtivity of the Kahn test
conld be meresed by the ddition of lecithin and teduced by adding
cephatn, while Sant Prix and Mutermulch (1949) achueved this with the™
aid of camphor Lubitz (1946) demonstrated that, whereas Kahn posiive
syphillfic sera inaintaimed or only slightly lost ther titres when kept 1n an
1ce box. far 2-6 months, ali of 109 sera giving false posiive tesults gave
negatwve results, or underwent a reduction 1n titre, when subjected to such
treatment

False negatwve reactions due to the prozone phenomenon, which ma
cause negative quahiative but Foslﬁvcp"; S tioe gt were desy
cnbed by Beelar et al (1549)

Kahn has porated out that with intentional divergence from standard
techniques such as by varying the salt concentration, some degrec of
seropositivity could be obtamed from almost any serum He suggested
that a state of ‘umversal posiive’ exsted which wcereased 1n sypmiitic
persons, the d hresh

being lly crossed to produce
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false positive readings 1n non-syphilitic persons Kahn and his co workers
studied this phenomenon 1n a number of diseases which give true and

syphilis, yaws, and prnta, but different 1 malana and tuberculosis

The serology of five patients with lepromatous leprosy and histories of
syphilis were studied by Pinto and Zeo (1951) Following antisyphilitic
treatment there was a reversal to the pattern of lepromatous leprosy
Singh (1949) studied the false positive reactions n leprosy and constdered
that higher titres were obtained in lepers than in sufferers from malaria,

False positive reactions due to malaria do not persist for long after the
cessation of chinical activity In untreated cases they Inst for about two
months and 1n treated cases for one month (Nelson, 1947) Kent er o/
(1948) performed 51,223 tests, employmng eight different methods, on
6,403 sera of 104 male prisoners infected with malarta  Seventy five
showed one or more positive results to one or more of the tests these
were found 0-39 days (average 8 7) after parisiternit and they persisted
for 2 181 days

Rosenthal and Widelock (1948) tested 133 patients 7-39 days following
smallpox vaccination Twelve showed some abnormality to the Mazzini,
Kahn, Kolmer or VD R L shde tests, but in all but one nstance these
findings were negative when repeated Perrot (1948) tested 390 sera 13 days
after vaccination and found some degree of positivity i 55 Tompkins
(1949) likewsse tested for syphilis the sera of 23 persons who had been
vaccinated two weeks previously Fuve false positive results were obtained
1n tube precipitation tests with hipoidal amlgen‘s, four n shde pnfCClpltatlon

i
vaccination

Aron et al (1952) considered false positive tests 1n infants, therr relation
to early congenital syphilis, and the passive transfer of reagin from the
mother Vogelsang and Aanje (1949) found 11 false positives mn patients
with pneumoma Clark ez a/ (1951) noted false positive Kolmer tests 1n
6 6 percent of 102 patients with Q fever, usu‘ally 1n the seccndrt?lexthwcek

anMaman
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tests for syphilis m 83 cases of d lupus eryth n
20 per cent of 75 cases of periarteritis nodosa, in 7-7 per cent of 348 cases
of theumatod arthritis, and 1n 9 3 per cent of 266 cases of rheumatic fever.
There were none 1n 15 cases of dermatomyositis por 1 14 cases of
scleroderma

kil
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(5) Treponemal Jmmobilization test

Nelson (1948) studted the physical and chemucal conditions which affect
the survival of T' pallidum 1 the laboratory Nelson and Mayer (1949)
then described a new fundamental of great Importance 1 serological
diagnosis of syphilis They showed that the serum of syphilitic rabbits
contains an antibody which, 1n the of compl 1
and probably kills T pallidum Orgamsms extracted from rabbit syphilo
mas were suspended 1n 1 special medium and incubated with complement
and the serum to be tested If syphilitic serum was used the treponemes
became non motile and lost their power to infect other rbhits,
Magnuson and Thompson (1949) performed the Nelson test on the
sera of 362 patients with syphilis, 81 suffering from diseases other than
syphilis, 73 normal persons and 91 normal rabbits No posittve results

N

suffenng from disease other than syphilis, except 1 cases of yaws Of
30 patients with prmary syphibs 23 showed definite, and four doubtful
activity Activity was invanably found m the secondary and later stages
- - the spinal flurd
£ 25 fluds from
Iso noted in the
serum reactions
to standard tests, but none was found 1 12 patients selected as having
false positive serum ere app d to be some d n
1mmobilizing activity 6-12 months after the treatment of early syphils
with penicillin, but not after the treatment of late syphilis
This Treponemal Immobilization (T.E.I ) test, apart from what 1t may
teach us concerning the course of syphilis 1s of considerable practical
value m the differentiation of false positive and false_negatiye serum
reactions Mohr ez al (1950) applied the test to patients i private practice
Of 126 persons with treated Inte syphihs, 111 of whom were still sero
posttive, 96 8 per cent proved positive Of the sera of 67 patients sufferning

from suspected latent syphilis 76 3 per cent were positive while of 63
- “ 15, con
er cent

The use of the T P T test 1n France was reported by Vaismanand H1mcI|m
(1951), and by Durel - ' N .~ adla

tatively by metsuring the serum
t of the treponemes after 18 hours
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AFA 1 o 1 4Les tumsmmaman

. e
could be anduced 10 mice by the moculation of a sutlicient number or
Mapharsen-killed or heat-killed spirochetes of the Nichols stramn Khan
et al (1951) demonstrated that there was cross-reactivity to theTPI test
between T palldum, T pertenue and T cuncult
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C. SXIN TESTS
Luotest
Skin t:sts for syphilis, with matenal from rabbit syphilomas, have not
PR A wen e 2 R

them further Now that immobiizing antibodies have been discovered,
the_presence of which mhay Sométimes be detected by the treponemal
mmobifizatron test m the absence of 4 positive serum test performed by
canventional methods, o further wvestigation of these skin tests 15 neces-

‘ .

as an mtradermal test for syphilis on 120 patients The test was repeated”

on the sixth day 1f doubtful readings were recorded Positive results were

obtaned 1n 54 patients, most of whom were proved to have late syphilis

In Great Brtan, Csonka (1950) also mvestigated the test OF 33 cases of
a
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early syphilis, 22 with a positive Wassermann reaction, only two were
posttive to the skin test as were two of 23 controls, both of whom were
shown to have previously unsuspected positne Wassermann reacttons
The test was alse positive 1n 16 of 25 cases of latent syphikis with positive
‘Wassermann reactions, in 15 of 23 Wassermann positive cases of late be-
* ~oer N 3 of 26 cases

[wenty four

Seeberg (1951) employed the Luotest at srx day intervals on 28 children
with congemital syphihs Twenty four showed ncreased sensitivity to the
second test, two failed to respond and two responded only to the third
test Marshak and Rothman (1951), ustng material from rabbit syphitomas,
noted positive skin tests m patients with congemital or acquired late
syphilis but not in those with primary or secondary syphilis
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D CEREBROSPINAL FLUID TESTS

Spmnal flud from 400 cases was examuned at two laboratores and Ford
et al (1951) reported considerable discord 1n the findings The effects of
contamination with blood on cerebrospinal flnd findings were discussed
by Putkonen and Kajnne (1951)

Simultaneous lumbar and cisternal punctures were performed on 102
patients by Davis er af (1951) There were few differences as to cell count
except 1n the presence of pleocytosis when the lumbar fluid had the higher
count Reactivity to the mastc test and total protemn concentration were
greater 1 the lumbar flud Cecil and Johnwick (1951), n a review of
44 711 diagnostic cisternal punctures performed over five years reported
four deaths attributable to the procedure and did not believe there was
any justification for the retention of this method of obtaning spmal fluid

Harding and Harris (1949) described a techmque 1n which a photo-
electric colorimeter was used wath trichloro acetic acid instead of sulpho-
salicylic acid as a precipitant, for estimating the protem content of
cerebrospinal flud The use of the zinc sulphate method for precipitating
protein was described by Donovan et al (1951) Following comparative
tests by different methods, that with the photo electnic colonmeter was
considered the best practical procedure by Gross (1951) Waldman er o
(1950) described a method of estimating proein in small saruples

Simplfied techniques for the performance of the Lange test were

described by Lange ez al (1950) Victor and Hunter {1949) compared the



CEREBROSPINAL FLUID TESTS 83

results of the Kolmer and V D R L. slide test on the spinal flmd, and
Henke (1951) reported on the use of a micro-flocculation modification
of the Chediak test Cannefax et af {1949) showed that the results of the
Kolmer test on mailed specimens were the more rehable the sooner they

* were receved at the laboratory Mailed specimens wsually had a higher
protein content than those taken on the spot The Kolmer complement
fixation reaction and the VD R L flocculation reaction of the spinat fluid
were compared by Cannefax and Beyer (1952)

Wright et al. (1951) esimated pentcilin levels on 198 samples of spinal
flud taken at varying intervals after commencing a course of 600,000
umts of PAM daly In 82 per cent pemcillin was present at 31 hours,
and m 91 per cent at 122 hours.
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CHAPTER VIt
EARLY SYPHILIS

A. GENERAL

are shown in Figs 6 and 7
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FIG, 6~~TRENDS IN THE INCIDENCE OF EARLY SYPHILIS IN THE CONTINENTAL
USA AND ENGLAND AND WALES

" - - . PN

UK fall from 1946 peak = 87 1% n 5 years

FIGURES FROM WHICH GRAPH IS COMPILED
USA UK USA UK USA UK
1941 67,958 7332 1945 77,007 10,746 1949 54,268 6,312
9046 1946 94957 17,675 1950 32,250 4,143
» 9,642 1937 106,594 14,166 1951 18,211 22712
1944 78,418 8,778 1948 80,528 10,637
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Symular falls 1n metdence have occurred previously followmng war ime
peaks, but pever before has the drop been so rapid The reason for the
precipitate decline must lie either 1 the case finding mechanisms, or in
the drugs used 1n 1ts treatment or prophylaxis Thatt15 not the case findmg
which 15 responsible 1s evident from the graph, as the decline 1s just as
pronounced 1n England and Wales, where there 1s no elaborate casc finding
machinery, as m the U S A, where case finding efforts are often intense

and always considerable
1941 1942 1943 1944 1948 1946 1947 1943 1949 1950 1951

160,000

140000

120000 /

100 000

woim N
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FIG 7—TREND IN INCIDENCE OF FARLY LATENT SYPHILIS IN
CONTINENTAL US A

(No comparable figures are available for England and Wales)
Fall from 1943 peak = 64 8% 1n 8 years
FIGURES FROM WHICH GRAPH 1S COMPILED

1941 108 658 1945 101 135 1949 843492
1992 116433 1946 107 336 1950 £5 567
1943 148 909 1947 107 755 1951 52309
1944 122,390 1948 87745

The most important factor 1s undoubtedly pemcillin It 1s possible that
pencillin given, usually unwittingly, 1 the incubatton period of syphilis
fm been more responsible for the rapid decline than when the drug has

reduced the nisk of contracting 1t approaches or drops below this it
From the steep, so far unbroken, fall 1n 1acidence 1t would seem Tikely
that within & year or two early syphihis will be under control, from the
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public health pomnt of view, 1 the well developed countnies Like diph-
theria the disease will have become a ranty within a ifetime There will still
be some imported cases, however, and control measures will have to be
concentrated on the ports

TABLE 5

CASES OF ACQUIRED SYPHILIS WITH INFECTIONS OF LESS THAN
ONE YEAR TREATED IN THE CLINICS OF ENGLAND AND WALES
(Mustry of Health figures)

Year Male Female Total
1931 6421 2683 9104
1932 6196 2532 8728
1913 5949 2141 90
1934 4888 2030 6918
1935 4226 1745 5971
1936 4033 1642 5675
1937 3986 1647 5633
1938 3744 1494 5238
1939 3574 1412 4986
1940 4029 1582 5611
1941 5023 309 7332
1942 5470 3576 9046
1943 5159 4483 9642
1944 4384 4934 9318
1945 5214 5577 10741
1946 10705 6970 17675
1947 8750 5416 14 166
1948 6603 4034 10637
1949 4392 2470 6812
1950 2678 1465 4143
1951 1498 774 2272

B CLINICAL

Kuhl and Boggs (1948) found that the lesions of seronegative primary
syphilis were multiple 1n 43 2 per cent of 190 cases The well known
explanation of the fact that chancres are less commonly seen 1n women
than 1n men 1s that they may be sited on the cervix Six cases of cervical
chancre were reported by Ferrar1 (1947) Vaginal chancres are uncommon
but one was reported by Putkonen (1951)

Fowler (1948) noted a regional adenttis with 73 per cent of 18 chaneres
present 1-3 days, 78 per cent of 41 chancres present for 4 6 days and

car Parara wn L oad eaafal w

A ot va o

means

So called syphilitic balanitis and vulvo vagmitis were considered by
Follmann and Gougerot (1948), and by Navarro Martin (1950) Pasmi
(1948) recovered 7' paliidum from the tonsil in 8 of 25 cases of seronegative
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primary syphilss, and 1n 7 of 16 cases of seropositive primary syphilis
The heutations of the dark field techmigue 1 the differentiation of oral
sprochztes requires no stress

Martin (1947) denied the significance of enlarged epitrochlear glands
as a diagoostic sign of secondary syphilis, finding such enlargement 1n
42 per cent of 200 normal soldiers Willcox (1949) reported enlarged
epitrochlear glands 1n 26 of 100 normal Aftican soldiers, and in 54 per
cent of 100 Afnican Inbourers examuned s Southern Rhodesia

A condttion of the scalp calted wikop which affects the Negroes of
parts of South Afnica and resembles favus, was described by Marshall

syphilis were described by Thompson and Preston (1952)

Kuhl and Sauer (1949) analysed 1,732 case records of patients with
secondary syphilis and found 29 1n which supposedly negative serum fests
had been obtained When these cases were critically examuned not one
negative result of a properly conducted test was noted

The white cell counts of 405 cases of early syphilis were analysed by
Willeox (1948), who could detect 1n the findings no striking distinctions
between primary, seroposit primary and secondary
syphilis The same author (1948a) studied the effects of ten daily tnjections

TABLE 6

EFFECTS OF ARSENOXIDE ON THE WHITE CELL COUNTS OF
405 CASES OF EARLY SYPHILIS

(given as ten daily ingections of 006 g )

Average count Average count
before treatment after treatment
Polymorphonuclears 5 560 (62 0%) 4 505 (59 0%)
Lymphocytes 2830 31 5%) 2590 (34 wé)
Large mononuclears 410 (4 5%) 375 (50%)
Eosmophils 125 (15 120 (15%)
Basophuls 25 (05%) 30 (05%)
Total 8950 7620
- '
mononuclears also (Table 6) ct -

The clectrocardiogram 1n 40 cases of early syphilis was studied by
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Steiger and Edetken (1948) who dscovered abnormalities 1 the T waves,
and 1n some cases RS-T changes as well, 1n 42 5 per cent

Vst maem o A avam mat anc h Da as ai ol (108N ab éhn s ma nf

test) mn approximately 5 per cent—the amount and degreé of abnormality
varying with the stage of syphilis
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€. TRANSMISSION OF SYPHILIS

Of 219 patients with extragenital chancres, seen over a pertod of 34 years
at the Johns Hopkins Hosptal, Baltimore, Tucker and Mulherin (1948)
reported that 52 per cent had Iip lestons Murrcll :md Gray (1947) recorded
~t-8} years,
e reported
were seen
In the latter cases overcrowding was believed to have been the cause
An 1ncrease 1n the mncrdence of syphilis of this kind under deteriorating
social conditions was also reported from post war Budapest by Fejer
(1948), who stated that in the years 1937-1939 only t‘l:reeﬂsuch examples



TRANSMISSION OF SYPHILIS 89

The theory of seminal transmussion was agun revived by Ross (1948)
to explan mfection of the consorts of two patients with treated syphilis
five months and three years respectnely after seromegativity had been
reached Golay (1946) concluded that the paternal transmusston of
syphilis, while not proved, was at least possible 1f the spirochte assumed
an ultramucroscopic form

A case of transfusion 5) phults was reported by Mayne (1947) According
to Lohe (1948) such transmussion occurs about once 1n 4,000 blood
transfusions Idsge (1951) reported a case m which a father may have
given syphilis by blood transfusion to his daughter—the event not bemg
discovered for four years Bernard (1947), however, recorded a case to
show that even 1f syphiltic blood s used for transfusion purposes the

processing by deep freezing and drymng Bessemans and Derom (1946)
affirmed that ‘Chinosol added to whole blood before transfusion would
prevent transfusion syphilis, and Bessemans ef af (1951) reported that
calcium ortho oxyquinoline, when added to blood, killed the spirochates
within twenty munutes Schwalm (1951) transfused three persons with
blood from a secondary syphilitic treated 1n hus way Probey (1951) tested
the stenlizing powers of ultraviolet hight agamst nfective rabbits’ blood
Whole blood exposed for 052 sec remaned infective whereas plasma
exposed for 025 sec did not
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D. TREATMENT OF EARLY SYPHILIS

(1) Metallotherapy
(a) General

that used to be necessary However, the fact that a much larger number
of patients defaulted before this time, compared with virtually none when
pensciliin 15 used, means that the latter 15 without doubt the drug of
choice i

James et al (1948) analysed the material from the Central Syphilis

reported only e failures, four of which were considered 10 have been
reinfections Thompson and Smith (1950) reviewed the results obtained 1
the treaiment, with metallotherapy, of 771 patients with early syphilis
during the years 1921-1933 After a follow up of 16-29 years no less than
90 4 per cent of those who ongmally completed two or more courses of
treatment were cured

Burckhardt (1949) followed up 475 cases of early syphilis treated with
neoarsphenammne and bismuth during the years 1932-1937 A consider
able number reacted unfavourtbly to the treatment and there were five
deaths No less than 90 per cent showed no chimcal or serological evidence

'

T

Pilisbury and Loveman (1947) employed an intensive schedule of 20
daily mjections of arsenoxide to a total dose of 20 mg per kilo together
with a total of 1,280 mg of metallic bismuth as eight mjections of the sub
salicylate in o1l Out of 1,343 patients followed up for one year there w1s
426 per cent of relapses Only six abnormal spinal fluids were noted 1n
785 examined Although there was no fatality in 4,000 patients treated the
course was constdered too toxic

Using the Eagle 12 week schedule, with 40 iy of Mapt
and ten of bismuth, Wemer (1947) reported 4,800 cases treated without
a death, but only 54 per cent of patents actually completed treatment
Of 175 cases of early syphilss followed up for six months or more a satis
factory outcome was noted m 141 Of 2,842 patients followed up out of
3,000 treated n the US Army with a 26 week schedule of 40 injections
of Mapharsen and 16 of bismuth, reported by Sternberg and Leifer (1947),
a satisfactory outcome was noted in 95 36 per cent of the 87 per cent

observed nme months or more Of 2 842 patrents tested 1n this serses
abnormal spinal fluid was noted after treatment 1n onfy 0 64 per cent
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Dexter (1947) reported success in 95 5 per cent of {10 early cases of
syphilis treated with 30 injections of Mapharsen and 10 of bismuth
gven over 9-15 weeks

Beerman and Wammock (1947) tned both the 12- and 26-week schedules
with dichloroph hydrochloride  They dered that this sub-
stance was no more toxic than Mapharsen

Heller (1946) seviewed the results of rapid treatment of secondary
syphilis wath arsenic alone, arsemic and bismwth, and pemcilin alone,
or in combination He reported that the 5 day mtravenous dnp with
M- o . b Lastsacslo ek mac alen the mast toxie Although

hnand

mbined

had any over p alone bumitar nnaings were

reporied in Britain (Willeox, 1947) The uses and abuses of chemotherapy
were also considered by Lees (1951) and by Laurd (1951)
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(b) Toxic effects of arsenic
ItL was the touc effects of arsenic which finally led virtually to its
L T A e

. i
In general the arsenoxides were less toxic than the arsphenamxhc's Burton
¢t al (1946}, for example, reported 25 mild and 13 severe reactions with
one death tn 108,922 imjections of Mapharsen m the U § Navy, compared
with one miid and three severe reactions with one death 1n only 2,030
njections of neoarsphenamine ’
That fatahy; dueto arsenyeal t was h

A
by Pinla (1949), who teported J11 deaths in 385 cases of syphlss treated mn
o

-
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Finlnd during a period of 25 years All who died had dermatutss, four wyth
liver damage and four with encephalopathy in addition Such meidents
may now be avosded 1f pemicillin alone 1s used

Cormua and Blauner (1947) recorded the toxic effects 1n a series of 500
patients treated on a 20-day arsenoxide regime Ninety five per cent com
pleted treatment although some mnterruptions were necessary in 157
There were two cases of arsentcal encephalitis, 14 of cerebral irritation,
three of agranulocytosis and six of jaundice (the latter usually ansing
about the 16th day) Kurth (1950) reported a case of arsemcal dermatitis
associated with anhidrosis and believed that the latter condition arose as
a result of the effect of arsenic on the diencephalon Parmitzke and Dohner
(1950) noted an increase 1n the neurologteal complications of polyneuntis
encephalitis and myelitis following the arsemical treatment of early
syplubis 1n Halle Twenty five cases of arsenical agranulocytosis were
described by Schoog (1949), and a case of aplastic anemia by Hart and
Humble (1949)

The most severe pl pectaily with and sem

thods, was 1 phalopathy A death during a con

servative course was reported by Hipps and Goldberg (1947) Indians are
particularly prone to arsemucal encephalopathy Prebble (1946} reported
187 such cases, all but two bemng m Indian patients treated with modest
weekly or br weekly doses of neoarsphenamine He was not particularly
mmpressed by the action of B A L on the encephalopathy

Post treatment jaundice at one tume considered to be directly crused by
arsenicals, although it usually occurred about 100 dayi after the onset of

— tad

4 q

3 never far away 1f sterilization pr are neglected was
by Morton (1948) Malmros et al (1948) showed that the condition could
follow 2 mere needle prick for blood sampling

Neering (1948) reported 39 cases of minth day erythema mn 1,100
patients treated Treatment with arsenic was resumed but had to be
stopped again in mine one of whom developed agranulocytosis Such a
nsk which often had to be undertaken in pre penicitlin days, 1s now no
fonger yminfable Reyrrama (1956} consdered minth-day oryshema and
encephalopathy to be part of the same syndrome Reymaan {1948)
believed ninth day erythema to be due to activation of a latent streptococ
cal infection by neoarsphenamine

Sexton and Gowdey (1947) discussed the relationship between aneunin
and arsemcal toxicity They found an mcrease of sugar and pyruvic acid
1n the blood of patients undergoing intensive arsentcal therapy and con
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sidered that arsenic should not be given 1 the presence ot vitamin B
deficiency For this reason mtravenous arsenic was not recommended for
pregnant women It was also suggested, 1n the event of tovcity, that
witamun B should be given m additton to BAL
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(©BAL
Eagle and Magnuson (1946) reported 227 cases of vanous forms of
P H s R e

these recovered Of those with coma or convulsions, however, who
WeRe treated within 3-6 hours of the onset, 20 per cent died When treat

ment was delayed beyond 24 hours, five out of mine succumbed The drug
was considered to have considerable value 1n 88 cases of arsemcal derma

uts Of {1 patients with agranulocytosis, 10 recovered but blood trans

fusions and pentnucleoude were also gven Two of three other patients
with aplastic an-emia however died Twelve other cases of agranulocytosis
were also reported by Fisher et af (1947) All received B A L in addstion
10 other forms of treatment and all recovered In 1947, BAL was the
subject of a Medical Research Council Repart Of 44 cases of arsenical
detmatitis treated by Carleton er al (1948) with B A L the response was
£ood m 23, faurly good 1n 8 and doubtful 1n 7 There was no response
32nd 3 patients died A case of arsenical pucpura, successfully treated
with BAL, was reported by Kahrs (1947)

It was somewhat 1ronic that arsentc fell 1nto disuse just as soon as
an eff - ot ant Ansa s .o

forgor
poner
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of syphils would remam posiuve for some days when Mapharsen and
B AL were admimstered simultaneously

Thompson and Whittaker (1947), working with pigeons, found that
BAL was also an antidote for mercury, gold and antimony, while
Stocken (1947) noted that 1t prevented mercury poisoning i rats A case
of bismuth stomatitis 1n m1n successfully treated with BAL was re
ported by Reekie (1949)

Holley (1950) recommended the use of Benadryl to combat the mmor
side-effects of BA L
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(d) Bismuth
Eagle (1946) contrasted both the toleration and therapeutic properties of
bismuth i a watery solution, in an oily solution, and n an oily suspension
He found that the order of toleration was the reverse of that named and
that, although the curative effects did not widely qm"ex:,' the ol soluble

muth no mnocuous substance, for of 143 patients recetving a mimmum of
three courses of the drug 33 developed severe stomatitis and 37 showed
unnary abnormalities

The practice of givmg bismuth alone for the treatment of syphilis was
retained 1n some parts of France for longer than elsewhere At a conference
held 1n 1946 Lortat Jacob reported 150 cases given 40 injections of ot~
soluble bismuth over a period of 17 weeks Serum reactions became

PR s -no.

e afcannnn t anrmary,

bismuth 1n addition to the week of treatment with peniCillin Laier, Dt dus.
the occasional severe tovic reactions following the arsenic were still en
countered, arsenicals were abandoned, and after the daly pemcillin course
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only bismuth was given weekly for ten weeks More recently stil, with
cases of bismuth stomatiis still occurring, many Brtish chimies have
abandoned bismuth also After the eight-day course of penicillin, ten weekly
or brweekly additional injettions of penicillin alone have been given 1n
the beluef that there 1s nothing that an mnjection of neoarsphenamine and/or
bismuth can do which peniciliin cannot do better and more safely
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with four tever sessions induced by TA B vacane The results were
disappomnting

Rodniquez ef al (1949) reported 568 cases treated with eight hours of
fever by hypertherm, plus Mapharsen n doses up to 176 mg_per kilo,
with 150 mg of elemental tismuth before fever There were 167 falures
Of 137 others given fever, Mapharsen and bismuth over 2 30 hour period
the fatlure rate was 13 per cent at 12-15 months
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(2) Penicillin therapy
(2) General
The work of Duchesne, who 1n 1897 showed that B colt and Salmonella
iph could, when mixed with Pemerlhum, be 1njected 1ntraperitoneally
with impunity, was recailed by Justin Godart (1949)

The efectron microscope was used 1n the study of the actions of pem-
cillin, sty and othet + by Bat 1 (1948)

Some cases of syphilis can occastonally be cured by very small doses of
pem ot m P
sec
e

R

¥ ats v peniciun oy intravenous dnp over 24 hours Bundeson ef al.

P e
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(1947) had previously reported 61 failures out of 129 patients gven 10
million units by this method

Hasselmann (1949) presented the results of 370 cases of early syphihs
treated with pentcillin 1n conventional dosade Soviet penicillin was used
on 134 cases by Arutyunov et al (1948) The treatment of early syphibis
with p {lin was d d by McElligott (1948), and the results by race
and sex of the pemcillin treatment of syplulis were given by Bauer and
Price (1949)

Moore (1948) presented co operative data from American clintes and
made the general statement that, with 12-9 6 million units of pemcillin
alone given over 4-15 days, the failure rate at 2 years was in the region of
25-35 per cent Most of the fatfures were of the ‘relapse remfection’ group,
1t being mmpossible to tell for certain which was which The rapid cures
obtained with penicillin have permitted remnfections to occur at a frequency
unheard of with the older more prolonged methods of treatment (see
Experimental syphilis, p 63) Moreover, these results were obtuned with
commercial penicillin, and better figures might be anticipated with the
of crystalline ¢ lin G

nploy

Health Service ' the ‘Blue Star’ series of patients selected for ease of
follow up After two years of observation of 1,538 patients treated by
vanious peniciln schedules, 923 per cent of those imitally with sero
- - teoona e n . e

Iskrant et al (1951), and the follow-up methods whlchna_c}uevcd 90 per

14,255 with seroposttive primary syphilis only 7,380 (51 8 per cent) became
seronegative, whereas 33 7 per cent remamed seropositve and 145 per
cent suffered a serological relapse Of those remamming seropositive at
Tow tutre 129 per cent showed clintcal relapses, but of those with a per-
sistent high titre as many as 30 per cent relapsed clinically Seroresistance
following the treatment of secondary syphilis was considered by Thomas
et al (1952)

In o statement made by the Syphilis Study Section of the Umited States
Public Health Service m 1948, 'a minimum total dose of 4 8 mega units
of penicillin given over 8 days was recommended for early syphilis
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The serological response to pemuciliin therapy, as Judged by the altera
tions 1n the quantitative Kahn Test, was studied by Clark et al (1947)
In general the response was sumlar to that obtained with treatment with
arsense and bismuth although 1t was not quite so marhed i the case of
secondary syphilis
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(&) Aqueous pemcillin
‘With minute doses of 60 000-600,000 umts of aqueous pemcillin Mailiard
and Orzel (1946) reported a failure rate of 85 per cent With total doses
as low as 600,000 units given over 7} days the fatlure rate has also been
high Bauer ef af (1947) had 97 farlures 1 339 patients so treated, while
14 of 34 cases reported by Smuth et al (1947) were not cured

Mahoney et af (1949) reported on the first four patients ever to be
treated with penicillin (1 2 mega umts) after a follow-up of 6 years One
had been retreated

Bundeson et af (1949) stated that of 639 patients given 2 4 mega umts
:TMCgmmercml pemcillin over 74 days, of whom 369 were observed for

SOOI R : an
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9 months or more, 3 successful outcome beng claimed in 83-943 per
cent. Arnold er af (1947) reported onlfy 17 fartures 1n 728 patients, half of
whom were observed for 183 days or more, treated with 85 2-hourly
wmjections of 40,000 umis to a total of 34 mega units The diserepancies
between the latter findings and the Co-operative American materwl,
which Moore (1948) stated showed an over all retreatment rafe of 25-35
per cent at 2 years, were the subject of a special study by Reynolds
{1948}, who found that the Co operative cases contawned a high percentage
of Negro females whereas Arnold’s series had a preponderance of white
seamen 1n whom the possibihity of remnfection was less Lees and Wast
{1950) nated only seven relvpses or remfections after a follow up of 2 years
1 123 cases of early syphiis treated with 2+4-4 8 mega umits of pemerlin
1n the Brtish Armed Forces Blackwood e af (1948) gave 4 8 megn umits
sn 2-hourly mjections over 74 days and had a cumulatve fadure rate of
17 per cent at 11 months This was no better than of 12 or 24 mega
units had been given over the same time

The fact that penctlitn G proved more effective in the treatment of
rabbnt syphihs than the other fractions F, X and K, both as to the cures
ebtamed (Carpenter e of (1946), Arnold e af (1947a)), and alse as to
the rate of disappearance of spirochetes from the lesions (Olansky and
Putnam (1946), Turner e af (1947)), led to the manufacture of purer
penteiihin 1 terms of G Crystallime pesaiilin G came on the Amenican
market 1n the summer of 1946 Schwemlen er af (1950} compared the
results obtained by crystathine and commercial pesucilhng on a schedule
consisting of 2 4 mega units given over 74 days At 12-15 months there
was a fadure rate of 156 per cent with crystalline penscilhin compared
with 24 4 per cent with amorphous pemicitlin

Reder (1949), 1n an analysts of co operative results, found that those
abtained with crystalline peruciilin G were the best, although there was
no diffe whether the penwcithin was given every two or
three hours, or 1n a dosage of 24 or 48 mega usuts, over a penod of
esght days Plotke er a/ (1951) reported 228 cases treated with 4 8 mega
units of erystalime penserlim G over 73 days The cumulative farlure rate
at 15 months was 13 7 per eent, and they also bebeved that hitle was to be
gamed by increasing the dose from 24 to 4 8 mega umits
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(c) Penicillin in oil-wax
Pemciilin m o1l beeswax was the first of the repository pemcilins
Evolved by Romansky and Rittman (1945) the preparation (so called
Romansky formula) contained 300,000 umts of high-potency caleim
penicillin'per 1 ml of arachis o1 with 48 per cent w/v sunbleached
beeswax Alfter an ntramusculr mjection of 300,000 units, pencillin
was detectable in the serum for 18 or more hours, and after an mjection of
600,000 umits peruciilin would remain 1n the serum for 2 minumum of
24 hours

‘Thus single daily snjections on an ambulatory basis came to replace
repeated injections of aqueons solutions and enjoyed world wide usage
for the treatment of syphils The principal disadvantage of oil-beeswax
pemicilling was that they tended sometimes to stick 1n the syringe and
required warming before use They have now been superseded by procame
penicilin preparations which are not only more efficient but easier to
adrmuaister

Themas er al (1947) reported very good results 1n 802 cases treated
with eight datly mjections of 600,000 umts of penteillin 1n ol wax and
:mtei that lh'ere Was 1o extra advantage 1n giving the mjections twice a

150,000 umits of penicillin 1n o1l-beeswax gven twice a day for 10 days
Rauschkolb and Cole (1949) treated 175 cases of early syphlis with
etght daily imjections of 600,000 untts of o1l wax pemcillin Of the 57 cases
of sccondary syphibs, however, 17 became seropegative within 10 months,
19 remained seropositive and no less than 21 relapsed
On the other hand, Bowden and Holmes (1950) cluimed only a 10 per
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cent failure rate on a regume whereby 600,000 untts of penteatlin in o1l wax
was given daily for 6 days Chargin ef al (1949) reported a seres of 199
cases gtven the sxme dose of oil-wax pemeithin daily for 10 dvys Of the
01 e L (R X 4 .

up for 4-9 months Previously this author (1947) had reported that of 529
cases followed up for 9 months or more, out of 802 given eight daily 1njec
trons of 600,000 umits of pentcillin tn o1l beeswax, there was a success rate
of 85 1 per cent Heyman (1948) had 21 1 per cent of fatlurcs 1n 53 patients
given ten daily injections of 600,000 units This compared with a fadure
rate of 17 1 per cent 1n 23 patients given 600,000 umts twice weekly for
8 weeks

The great ad of ambul, Ilin schedules 1s that almost
all patients receive a nunimal curunvc dose without defaulting Hayman
and Autken (1947) reported that all of 107 patients treated with pemiciliin
m oil-wax attended long enough to be given a muumum curative dose
while, of 437 patients treated by Chope and Malcolm (1948), 96 6 per cent
completed treatment, compared with 26 6 per cent with the old long-term
arsemc and bismuth schedules
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(d) Procaine penicillin with i (P.AM,)

The discovery that pemtcillm G will combine with procaine 1n equimolecu-
lar nmounts to form pmcmnc pemcnllm, with the use of which serum
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ate This sut 15 NOW g Ily used as a
standard for the of syphults, wh the schedule, all aver
the world It 15 relatively easy fo admmister and can even be given by
‘jet’ mjection (Weiner ef af, 1952)

Thomas et al (1948) were able to detect pentcilin 1n the blood for
96 hours foll the 1 of only 300,000 umts of
PAM, and found that 2 detectable level persisted for 2 longer penod
with a fine patticle penicillin than with a large particle perucillin Several

e3

ol 4 1 NQ@..,

1 2 3 4 3 5 7 8 9 10
Duration of effective serum concentration (0 02) tn days
FIG 8—PAM LAW OF DIVINISHING RETURNS
{Figure by courtesy of Vencreal Diseases Dnaston, World Health Organm . ation)

authors (¢ g Young ez al (1949)) showed that, after single intramuscular
fﬂjffu.""‘ gl‘ 20-24 mega units of PA M, penterilin was detectable m

) [ —l
Mega
Unts
of 1"
PAM \
K3 \

PAM alevel of economic efficiency 1 the do‘sage In the same way as

the power of a shup has, once a given point 1s reached, to be increased dis-
prgpo(;tmnately to the resultant ncrease of speed produced, thus as the
ndividual dose of PAM 1s ncreased, the so-called “law of dumirushing

returns’ does not permit a pro o n the
blood level of Pen?c:lm Proportionate 1ncrease 1 duration of the
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Thomas (1948} recommended three experimental schedules for P A M

o

e
lost to observation 17 had been msufficiently followed up but there were
only three known failures in the remainder

By 1950 Thomas et a/ reported on 72 patients followed up for 6-20
months after receiving single 1njections of 1 2 or 2 4 mega units and on 135
patients treated by the other two schedutes Of 24 recewving single doses
of 24 mega units there was one relapse one remnfection and one case of
seroresistince  The results were not appreciably better than those 1n 48
patients recetving only 1 2 mega umts This sertes was reported on again
by Thomas et al (1951) By this tume 68 cases of secondary syphulis had
been treated by single shot methods

Wright et al (1950) treated 123 patients with early syphilis with a single
dose of only 300 000 umts with a failure rate at one year of 19 per cent
When 600 000 umts were given once daily for 3 days the fatlure rate at
21 months was 11 5 per cent

Taggart er al (1949) treated 97 patients with PAM and of 25 gnen
single 1njections of 12 3 0 mega umits and followed up for 6 months only
two required retreatment Alexander ez g/ (1950) had a 202 per cent
failure rate at one year in 109 patients given 12 mega units and only
122 per
A furthe
PAM
by Rangtah (1950)

Parkhurst et al (1952) veported on 60 patients with secondary syphilis
given a smgle myection of 24 mega umts of PAM At follow up after
12 15 months there were 8 2 per cent of faifures and 3 6 per cent of remn
fections Of 86 others given two mjections of 12 meg untts at ntervals
of 96 hours and followed up for the same time there were 8 0 per cent of
farlures and 2 5 per cent of reinfections

Jones and Heyman (1952) treated 103 cases of early syphilis with 1-4
mjections of P AM A sigle mjection of 1 2 mega untts was found to be
msufficient there being 15 failures 1n 29 treated The other schedules
produced results comparable to those obtained by larger dosages of
reposttory penicilin admuustered at shorter mtervals

Consolidated American data now suggest that single shot treatments
with PAM are as effective as when the same total dozes are glver: 1;\

. ~ ac m e
Jealth
onths

at only 10 per cent " e .
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9—PLASMA PENICILLIN CONCENTRATIONS (SARCINA LUTEA TECHNIQUE)

FOLLOWING INTRAMUSCULAR INJECTION OF 300000 UNITS OF PROCAINE

PENICILLIN IN OIL WITH ALUMNIUM ATE (P A M) OF

MANUFACTURE

(a) and (d) show adequate levels {c) an indifferent level and (5) 2 bad level
(Based on a chart obtamed from the World Health Organi ation)

suecess for all cases of perule sore 1n the African 1n ateas where no facilities
for dack field diagnoss exsted

When a single or a few jections of P A M are used to cure syphilis
(or yaws) 1t 15 essential that the penucillin preparations used be up to
standard Guthe e7 al (1952), 1n 2 paper read at the Tenth International
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Congress "™ N

PAM - .

World F

PAM preparations and these are being embodied 1n the International
Pharmacopaeia (see Table 7) The most important 1s that penucillin must
be found i the blood (Sarcina lutea technique) of the majority of subjects

many batches of PAM have to be tested
In general PAM has been applied dose for dose to those schedules
n which penicillin m o1l beeswax was formerly employed Eight daily
1njections of 600,000 umts of P AM are commonly given In an attempt
to evolve a p hedul y to the indivedual, and yet at
the same time enjoymng the benefit of the extraordmnary properties of
PRI AL al - L TS e

C

o -

four days

TABLE 7
WHO SPECIFICATIONS FOR PENICILLIN PROCAINE G
IN OIL WITH ALUMINIUM MONOSTEARATE
Description
'
Specifications
n o I S IR

2 Procaine pemcillen G in ol with 2 per cent w/y alumintum monostearate
(a) Potency, sterihity masture and packaging Must conform to the requirements
given 10 the attached Schedule 2
(6) Peniciliin particle size At least 65 per cent of the particles must be 5 microns
or less as determimed by microscoptc chamber counts
() Stabilty The product should represent a stable emulsion When shaken by

()] *

(&) Syningeabilny The product must be readily withdrawable and mjectable
through an 18 gauge needle . | (300000 - Jary
lood concentration The imyection of one m! uruts) intramuscul
o nﬁtl;ohumam" s’ho’uld masmntatn a penicillin blood concentration of not Jess than
003 unit/mt for 72 hours after injection 1m0 the majority of subjects (Sareind
lutea technique)
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SCHEDULE 1
Regurensents for
Potency, mossture stenlity, toxicity, pyrogenicity, pH, crystalimity and penscillin G
content of Procaine Pentcillin G used 1n ¢compounding Procaine Penicillin G n 01 wath
2 per cent Aluminium Monostearate
1 Procatne Pesicflin G 1s procane pemcillin which contains not Jess than BS per cent
by weight of the procaine salt of pericillin G
2 Potency of Procarne Perucillin G must not be Iess than 900 units per milligram
3 Procame Penicillin G must be
(a) stentte
(b) non pyrogenic
(c) non touic
according to test d ble to d G h
4 ‘The mossture content of Procaine Penteillin G must not exceed 4 2 per cent
5 The pH of saturated agueous solution of Procaine Penicillin G must not be less
than 5 and not more than 7 5
6 Procaine Pensailln G must be crystaline as revealed by cxamunation, when
mounted 1 muneral o, by means of a polanzmg microscope and using criteria
acceptable to recognized Government authonitics

SCHEDULE IT
Requirements for
Potency, stenility, mossture and packaging of Procane Penicillin G 1n il with 2 per
cent aluminum monostearate
1ra = - - - .

anm

N

2 The potency must be 300 000 urts per mullilitre, as determmed by assay methods
acceptable to recognized Government authonties

3 Ttmust be sterile as by methods d by Gy hy
4 The moisture content must not exceed 14 per cent
501 o o - v, f

“

authonties for good practice
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(e) Diamine penicillin

1t 15 likely that the pemciliin Bicillin, or others Iike t, will 1n time rcpl:u:c

all of the current preparations in use for syphilis This pemeiln (N,N'-
ylethy llin G, or Bicillin, Wyeth) 1s under trial

Teo s 1 e an fakomancl cbnma tha oees v anly danhle thag of

. ’

weeks, and n some cases for much longer (O'Brien and Smuth, 1952)
This pemciliin 1s Iikely therefore to revolutionize the present treatment
schedules and may result 1n a general acceptance of a shost course of

s
taneously’ treated, 1t 1s obviously not always feasible to complete su:n
REPDURRE SNl air Wy

. .

;n‘ents of populatiost groups a reality
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(F) Unusual penicilhin schedules
Loune (1948) claimed good results m 98 cases treated with two or
three snjections of pemeillin a day at intervals of one hour over five days
{75-10 mega umits), but such schedules are doomed to extinction on
account of their inconvensence to the patient
MW L A1 3 L s e macat mmg thara 10 naw nn nhiestian ta the

Ppatients with 600,000 umis of pemcillin 1n oil-wax twice weekly for eight
weeks with seven treatment failures Five secondary cases relapsed and
four others were still seropositive at a lower titre Sobel ez af (1950)
reported on a schedule whereby 300,000 units of penicilln 1n ofl-wax was
giventwice weekly for eight weeks UsingP A M, Buschemeyer etaf (1951)
reporied on 102 patients with early syphilis given only 300,000 umits once
weekly for four weeks, 85 per cent of these cases were followed up for six
months or more and there were 5 3 per cent of relapses

Syphilis may also be cured by penicillin given orally but absorption of
drugs from the stomach 15 less certan than by njection unless wasteful
amounts are employed Oral p llin 15 1nd d for children who fear
mjections, 1 which case three to five imes the injection dose should be
used Tt also has an occasional place 1 the treatment of hemophiliacs
Buerk and Tucker (1949) reported the case of a syphulitic hemophiliac
{reated with 48 mega unsts of penicilln grven orally

The use of de to delay the of penicillin, and therefore
the prolongation of the pemeillin blood level, has been discussed by
various authors including Zeller e al (1949) and Meads et al (1948), who
gave2-4 g of caronamude orally every four hours for 12 hours before, and
for 24 hours after, the p d ation of penicill

Seeler et al (1948) also had good results with caronanmde but the
Tesponse was unsatisfactory 1f sodium benzo+te was used instead Jano-
Witz ef al (1948) claumed that the use of caronarmde mught increase the
amount of penicillin 1n the cerebrospinal flud, and Collins et af (1948),
emplcymg oral penteillin, reported 2 small and variable concentration of
penreillin 1n the blood with 1ts use Hunter and Wilson (1948), on the
other hand, found a reducing substance appeaning 1n the unne dunng

d and dered,

that 1t should be
used with caution
The general adoption of caronamude and other delayed-excretion

methods has been rendered unnecessary by the perfection of delayed-
absorption techmques
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It therefore seems justifiable to treat the known contacts of tnfectious
syphihitics before the development of signs, provided 1t 1s explained to the
patients that they will have to have the full 2-3 year follow-up with serum
and spinal tests yust as if the syphlis had really been Lnown to be present
This may be said to be fair comment on the present position of syphilis
1n the indvidual For syphilis (and yaws) of populations 1 undeveloped
areas the necessity for treating contacts in mass treatment schemes has
already been accepted
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(h) Relapses and reinfections

One of the points extracted from the first consolidated American returns
concerning commercil pemctllin was that 4 person who had relapsed once
after a given dose was more likely than an untreated person to relapse
again Ruder (1950) later re-exammed this thesis, and could find no such
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trend 1n respect of patients treated with crystaline penicilin G As time
has advanced opimion an doubtful cases has swung n favour of reinfection
rather than relapse Continued renfection between partners has been aptly
called ‘ping pong® syphilis The difficult distinctron between relapses and
wag dered by Schamberg and Steiger (1948), who devised

a form of graplue representation

Thomas and Landy (1950), analysing 726 case records of patients
Tequinng retreatment after penucill that one half of the so-
called farures were probably remfections Smmularly, of 137 apparent
failures 10 1,105 cases of syplulis treated with perscillin by Schoch and
Alewander (1949), no less than 80 were dered to be due to renf

Schnmberg (1950) considered the problem of the differentiation of sero-
relapse from seroressstance patients found to be seropositive alter a
Iapse from surveillance after treatment Individual case reports of patrents
Telapsing after pemcillin were presented by Wexler et af (1949) and
Dowmng (1950) Peabody and Webster (1949) analysed the so called
relapses since the year 1932 Of a series of 140 no less than 76 were
considered 1o be reinfections

Reinfy with syphilis following with pemcillin can occur

ly after the of With the older long term

schedules, 1nvolving weekly 1njections of arsenic and bismuth not only
Was a ‘sterlizing mjection given regularly for a long period of tume, but
also the slower cure resulted 1n an increased mnmumty (sec Experimental
syplubis, p 61 e seq ) to a furtherinfection It has been the impression of
chnierans that rewnfections were rare during the arsentcal era, but they did
oceur

Thomas and Landy (1951) analysed the case records of 8,000 patients
Bwven rapid treatment for early syphilis and found 311 with defimite
Previous hu . ument 1n pre peniciilin
days Two patients previously well
treated for 1 Peabody and Webster
(1949) Both cases had been seronegative for some time

Relapses to pemicillin 1n 437 patients were considered by Sackett and
Boggs (1949), 129 per <ent had an abnormal cerebrospinal fluid on first
admission, and of 45 tested on relapse, no less than 28 were abnormal, but
only n two cases was the flmd reaction more stron gly positive than at first
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(i) Side effects of penicilln
Thom?s et al (1948) reported no serious reactions 1n over 10,000 patients

N 1
of pencillin therapy and 1s usually well controlled by antihistamunics
(Pillsbury ef al (1947), Willcox (1946))

McLachlan and Brown (1947) noted menstrual disturbances n 91 3 per
cent of 216 non-pregnant women treated with pemcillin, and there were
other drsturbances noted dunng pregnancy, the puerperium and the meno-
piuse As these findings were not substantiated either in the American
Iiterature, or 1 the hight of later expertence 1n Britain, 1t 15 hkely that they
were produced by impurities rather than by pemicillin atself

Lepper et al (1949), 1n an analysis of 1,303 patients treated with pemicil-
hin, found 12 per cent of allergic reactions with aqueous crystalline
pemicillin G, 2 7 per cent with penicillin G in oi wax, and 14 per cent
with p penicilin The of n some patients

- LR 0o s

possibly resul g from dental mjection

Volin et al (1950) reported a new pemcilin O which was given intra-
nasally, orally and parenterally without allergic effects to persons known
to be sensitive to penicilin G A substitute for procame penicaithin, 1 2 di-
phenyl-2-methylamine ethanol pemcillin, with ants allergic properties, was
described by Kadison ef al (1951)

A case of almost plete sciatic paral llowing the 1ny of
pencillin in o1l mto the nerve was described by Tarlov s al (1951)

Herxheimer reaction

A solution of aqueous penicillin contaiming 20,000 units per m! was held
under the foreskin of patients with primary syphils by Cutler er af (1951)
Signs of a local Herxheimer reaction ensued and T' palidum disappeared

from dark field specimens, taking 5-6 days to reappear
A febrile Herxheimer reaction was noted 1 384 of 939 patients with
carly syphulis treated 1n 20 U'S clnies by Farmer (1948) Putkonen and
Rehtyjarva (1950), 1a 2 study of the Herxheimer reaction on 125 patients,
-= 4 = <k~ smmary stage, was regularly present 1n
was most intense in late primary and

The morphological changes 1 mucroscopical sections of the lestons
taken during a Herxheimer reaction were described by Sheldon and
Heyman (1949) Sheldon et al (1951) found that the histological changes
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caused 1n rabbit syphil by the ad of immune serum
were n every way similar to the histological pictures produced by penicil-
linorarsenic A fike state of affairs was noted by the same authors (1951a)
in respect of ratbite fever The occurrence of the Herxheimer reaction s

p ly not | 4 by the ad of cortisone or ACTH
The pathogenesis of the Herxheimer reaction was again reviewed by
Heyman ef ol (1952)
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(3) Combined therapy
(2) Penicillin, arsenic and bismuth
When pemeillin was first introduced, and when 1t was less pure and less
eflicient than it 15 today, there was a reluctance m Great Britamn to accept
Nas the eala ~ wns A w -2 & o By e aar o=
Forces
of a co
arsphenamne, or its equvalent, and 20-24 g of bl;m\llh, overa period
of 8-12 weeks

Eames and Archer (1947) made a study of pemicilin blood Ievels 1
Mtiente vana  —aw - W 1 1 1 T



112 PROGRESS IN VENEREOLOGY

pentcillin plus a course of neoarsphenamne and bismuth, and had only
10 failures 1n the 70 2 per cent followed up for nine months or more Sixty
four patients had reactions severe enough to cause the stoppage of the
arsenic, and these workers switched to penicillin and bismuth (later to
replace the bismuth by more pemcillin) Of 744 of these cases given
pemcillin, arsenic and bismuth, or pencillin and bismuth, reported by
Jefleriss et al (1951), there were only 15 known relapses

Eames and Miller (1949) treated 1,022 patients 1n the Briish Army with
4 nullton units of Ilin plus one t k course of ph
and bismuth There was a failure rate of 15 per cent at 18 months and
there were many defaulters

In France, Marin ef al (1949) combined 24 mega umits of penicilin
with Mapharside four times weekly for five weeks, and bismuth twice
weekly for the same length of tme They treated 230 patients who were
followed up for 6 to 30 months In 36 seronegative pnimary infections the
results were 100 per cent satisfactory, mn 55 seropositive primary cases
they were 90 per cent satisfactory, and in 94 cases of secondary syphulis
they were 86 per cent satisfactory

O’Malley of Cape Town (1950) reported 365 cases of early syphilis
treated with 2 4-4 0 milkion units of p 11 bined with ar: d
on alternate days and bismuth twice weekly, all given over a period of
erght days There were 12 failures

L3 4 e Dhlannae kot

ears

! Plotke et al (1950) treated 198 patients with secondary syphilis with
24 mega umts of p llin, eight daily iy of Cht and three
of bismuth subsalicylate, given over eight days At 24-27 months, with 143
patients observed for a year or more, the failure rate was adjudged to be
20 per cent

Alexander ef al (1950) employed a more intensive regime and gave to
219 patients 900,000 units of pemeillin, 006 g Mapharsen and 3 ml of
bismuth ethyl camphorate—all at one visit At one year 123 per cent of
farlures had been noted

Sixty nine patients were glven‘_f megaLlann

ts of penicilin, 450 mg of
Teotats and Berdal (1950)
1t In 470 patients
was a failure rate
chedule involving
300,000 uruts of o1l beeswax pemcillin dasly for 1o aays

with p ihn alone, and with pencilfin,

of results of t
arsensc and bismuth
At the begmnng of the pemicillin era a
that a combined treatment gave better resul

number of workers conssdered
Its 2nd that arsemc and bismuth
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viewing the rapid treat-
weze worth retamsng Thus Leavitt (1947), on 1 et
ment of 521 patients, concluded that pencllin al‘or.ui \\asll::j:“ ectuve

. r

. Ly
arseme and bismuth with pemailin during the same treatment period
Ifentz (1949) hkewse conlry:stcd the results of a five-day schedule of
peaicyllin alone with those of another employing arsentc addition No
sigauficant differences m the results were noted

Tt 15, however, likely that the older long term treatments with arsenic and
bismuth were actvally better than those of penscilhin alone for those fhat
completed full treatnient, but only in 5o far as they reduced the nisk of
remfection However, with the older treatments, few patients actually
£ tad L, Lot seaf oy o @ L ags almost all

et al (1948)

\ere Were no
desths and 240 treatment reactions, whereas in 118,544 patients treated

with pemeithin combined with arsenowde there were 16 deaths and 1,632
severe reactions

The principal dfficulty 1n comparng the results of different treatment-
schedules of early syphilis 15 that the results of the treatment of scro-
negatve and seropositive primaty syphilis, and secondary syphihis, are
different For example, Walker and Utterback (1949) treated 109 patients
on three schedules with only 60,000~300 000 units of pemeitlin At 33
Tofnths‘theri were only 6 per cent of failures in the seronegative graup

ug,umn LR (umuialive retreatment rate at 24 months with pracawne
pemcillin was 14 5 per cent, besng simakar at 13 6 per cent with
B b aad B cont, be ng simila per cent with penseillin
However, 1t was {
8?’2 per cent giver
698 per cent ha
better results apparently obtamed b ‘;\\;\ . arsense and bSmrath v
LY
oﬂset by the e de r\{\ e Y pen rsense and bismmth were
uring 1951 the Brtish VD elinues, formed a Cs

© operative Clinical

Group with the object of compiling collective data on a large scale
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() Penicithin and bismath
Pardo Castello and Pardo (1950} reported 47 cases, and then 91 cases
(1950a), of early syphslis treated with twenty datly doses of 500,000 units
of crystallne pemcithn G plus ten to twenty doses of bismuth subsabcylate
pven twice a week Of 45 patients observed for from ten months 10 two
years the fafure rate was only 1 2 per cent Only 39 patients n this serses,
however, had secondary syphihis The serses was meteased to 165 cascs by
Pardo and Pardo Castello 1n 1952

Aleclunsky (1949) described a regume m use m Belgum m which
600,000 unts of retard penicitlin and 80 mg of bismuth camphocarbonate
were given daily for 30 days After a rest of two weeks a {urther course was
gven 10 a total of two to four courses Jefferiss er al (1951) reported the
resualts of 183 cases of early syphtbs treated with pemaitlin and bismuth
and found no great differences m a seres of §61 cases treated by 2
sumatar schedute with neoarsphenammne m addition,
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(¢) Penicillin, mercury and bismuth
Des Roseaux (1949) described yet another combined regime n which
pentciliin, bismuth and cyanide of mercury were each given daily for eight

ays

'yl'hns blunderbuss regime exemplified an eatly French distrust for pent-
cillin which has at Tast been dispelled For a long time they tended to
Tegard the antihotic as a useful adyunct instead of the mamstay of treat
ment As late as 1949 Veyre and Baylet summanzed the French concept
as follows (1) Treatment of attack year, (2) T of lid:
tion—2-3 years, {3} After-control and treatment of msurance—3-4 years,
and (4) Observation for hie
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(d) Penicillin plus fever
Toeabls T 1 AP

. . At by
2 4 mega unsts of pemcillin plus three fever sessions of three hours each on
alternate days They clarmed better resulis with flus means than those
obtained with pemcilita alone

Roduquez et al (1949) had 13 1 per cent of falures at 12-15 months
1n 137 patients with early syphihis given penicillin and fever over a period
of 30 hours

Pemacillin has, however, proved an effective drug when given alone,
and above all safer and more simple to admunsster Fever treatment
fequires admisston to hospital and 1s niot entirely without danger Hence

gt

is b with p for the of early syphulis has not
gamed favour
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(4) Other antibiotics
(a) Auteomyen
Aureomycin 15 prepared from the mould Streptomy) ces aureofaciens 1t s
Pproduced 1n golden capsules each of 250 mg and 1t 15 admuustered
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osally aithough 1t can be pnen parenterally Bactersal studies of this
antihiotic were presented by Pame ef al (1948) and by Meads er of {1948)

Wiggall ef af (1949) did not consider that aureomycin was as paverful
3n rabbit syphidss as penscilling, but the results so far reported in the human
disease have not been discouraging O'Leary ef af (1948) described the
healing of lesions 1 two patients given 442 and 675 g of aureomycin
orally respectnely Using smaller doses Willcov (1949), m Southern
Rhodesia, reported the healing of Jesions sn nine Banty, as tid Irgan,
and Alexander {1948) with mme, presumably Amencan Negro patients,
gven t g, intramuseularly dady for 20-23 days

Q’Leary (1949} reported that serum levels of 2-4 mucrogrammes of
aureomyewn per mi, and that cerebrospinal flmd fevels of 0 06-1 25 micro-
prammes per mi, were noted when 4 g of asreomycin was given dasly
for 12-18 days Aureomycin was 810 recoverad from the blood of a new-
born baby whose mother had been given this drug before delnery

Rodnquez ef al (1919} treated 27 patients with dark field posive
syphilss with 70 g of aureomyen over a peniod just exceedmg 11 days,
18 patients were foltowed up for e1ght weeks and the serum tests showed
@ trend towards seronegativity By 1951 these authors had mncreased the
series to 67 Qlansky et af (1950) presented a larger series of 108 cases Of
three cases of early sypfulis given 240 mg/dg on one day alt relpsed,
but of 82 cases given 30mg kg daily for 4-2 days shere were five relapse:
and five remfectsons at 6-7 months An ble course w1s dered
to be 60 mg/kg daily for eight days

Taggart et af (1952), after expenience of 158 cases of syphilis treated
with aureomycin, of which 98 were followed up for 12~15 months, con-
sidered that this course gave results comparable to those obtaaned by
peniciihn given mtramusculasrly over the same time A further 20 cases
were reporied by Robimson and Robmson (1951)
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Wiggall, R H, Zheutn, H E C, Tuce, E R, Elmendorf, D F, and
B ohinsom, R C.V (1949), Amer J Syph, 33, 416-23
Willcox, R. R (1949), Brat med 7, 2, 1076-7

(b) Chloramphenicol

This substance, now synthesized, 1s the same as Chloromycetin which1s
obtained from the mould Strey s venezuele It 1s produced 10 white

capsules each of 250 mg
Robmson et al (1949) found that, when 1 g of chloramphenicol
. ‘' £40 g, the lesions of 13 cases of
negative to the dark field m an
shserved for more than a month

became seronegative

Romansky et al (1949) treated 32 patients with early syphilis with
8-56 g chloramphenicol divided mto doses given every 4 hours over
4-6 days They became dark field negative n 22-28 hours and the hiealing
of lestons was prompt Only two patients were observed for as long as two
months but already three had become seronegative and others were
improving by that time Romansky ef ol (1951) increased thewr senes
1o 90 cases and had satisfactory results when 60 mg /kg was given for
6-8 days Taggart er a/ (1952), on an experience of 104 cases of syphilis
treated with chloramphenicol, also considered that for early syphilis an
oral dose of 60 mg/kg given daily for 8 days gave results comparable
to those of ntramuscular penicillin

Robinson and Robinson (1949) treated five cases of dark field positive
syphilis with doses varying from 3-48 g Treponemata disappeared from
the lesions 1n 24-48 hours after 35-50 g had been given The same
authors (1951) reported on 14 cases Two women were pregnant and
produced healthy babres

Willcox (1949, 1950) employed much lower doses 1n an expersmental
series on four African patients and also noted the rapid disappearance of
spirochetes from the lesions Only 175-30 g was given over 3-5 days
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(c) Terramycin
Robinson and Robinson (1951) treated five cases of early syphilis with
245-480 g terramycin over 15 days, and followed them up for 24-13
months Of the four cases followed up for mne months or more, one
underwent a serorelapse at nine months and the remainder were well

— P 98 PR o PR/

gven 1 g termmycfn four times dallf', the ‘splroch:etes disappearing
within 24 hours One other case was reported by Willcox (1951)
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{d) Side effects of the oral antibiotics

With orally adi d drugs, unlike penicillin, the physician can never
be absolutely sure that the prescribed dose 15 safely absorbed within
his patient The oral antibiotics, also, are not free from side effects and
these may be grouped as follows

Gastro intestinal

Nausea and sometimes vomiting may occur with all, perhaps most oftent
with aureomyein Likewise diarrheea, which may persist for some days, 15
not uncommon

Awitamunosts
The production of the vitamin B complex may be hampered as a result of
A e el L Sl e

or when the drugs are t1ken for long periods of time

Shift i the bacterial spectrum
With the suppression of certain bacteria other organisms may flourtsh
once their mhibiting mfiuences have been removed The appearance of
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pulmonary momliasis m patients (usually with lung abscess or bron-
chrectasis) being treated with these drugs ied m the I{YS Ar !? the rulx’ng

. e § e weanes

{

resuling from a thrush colony sealing off a partrally obstructed hudney
foll with chk P 1 These cases are fortunately
rare A fauly common minor complication, however, 15 pruritus ant with
a burmng feelng 1n the rectem and which Willcox (1951) first reported
with terramycin under the title of ‘ano-rectal syndrome’ The same con

dition oecurring after aureomycn, chloramphenicol and terramycin was
reported i the US A by Manheim (1951)

Sensitization reactions

Most drugs produce skin complications in susceptible subjects The wnter
has had 2 patient who developed a large maculac rash with aureomyern,
which subsided on discontinung the drug, only to reappear when terra-
mycin was given A case of anaphylactic shock, with generalized eedema
and itehung, occurmng half an hour afier taking chloramphenicol, was
reported by Patterson (1950)

Blood dyscrasias

These reactions are confined to chl pt I wiuch hasa

radical n its structure Rich ef af (1950), Wolman (1952) and Hawhins
and Lederer (1952) have all reported cases of aplastic anzmua following
s use, a serious complication which may prove fatal Subcutaneous

hzmorrhages may be observed Since thus ime a pumber of simular cases
have been recorded
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CHAPTER 1X

LATE LATENT SYPHILIS, LATE BENIGN
SYPHILIS AND CARDIOVASCULAR
SYPHILIS

A. LATE SYPHILIS: GENERAL

U.S.A cases 1941 1942 1543 1941 1945 1946 1947 1943 1949 1950 1951 UK cases
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FIG 10—TRENDS IN THE INCIDENCE OF LATE AND LATE LATENT SYPHIUS IN
CONTINENTAL USA AND ENGLAND AND WALES
(From Mimstry of Health, London, and United States Public Health Service figures)
Contiental US.A scaleonlelt. oewu- England and Wales seale on night
USA fall from 1943 peak = 57 6°, tn 8 years
UK fall from 1944 peak = 99°% in T years

FIGURES FROM WHICH GRAPH 15 COMPILED
USA UK

USA UK
1941 201,190 4,050 1945 142731 4,546 1949 121,933 5470
1942 202,216 4,561 1946 125,836 4,821 1950 113,174 5,601
5381 1947 122,257 4,618 1951 107,133 5013

203396 5588 1948 123972 5085
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i top gear by 1943 The development of case finding measures 1 Great
Bntain has been more slow

The mortality from late syphilis has progressively declited and this
dechine was well in evidence both in Butain and the US A before the
ntroduction of pemcillin It has markedly affected GPI and tabes
dorsalis although the deaths from aneurysm have not dimimshed (Figs 11
and 12) The fall in respect of general paralysts and tbes dorsalis may be

1939 1940 1941 1942 1943 1944 1945 1946 1947 1948

38 o|nRESIS
e
30
sl 03
Ur
20 ysm 4L~
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FIG 12—DEATHS FROM SYPHILIS IN CONTINENTAL USA
(Rates per 100 000 population)
FIGURES FROM WHICH GRAPH IS COMPILED
(Umtced States Public Health Service figures)

Parcsis Tabes Aneurysm  Paresis Tabes Aneurysm  Paresis Tabes Aneurysm
1939 34 06 30 1943 35 05 22 1946 29 04 21
28 04 21 1725 03 24
1941 32 05 26 1945 33 04 22 1948 20 03 25
1942 34 04 23

related to the greater use of diagnostic Jumbar punctures and the treat
ment of potential cases 1n the presymptomatic singes, better methods of
treatment, and the imtroduction of sulphonimides and other drugs for
the trentment of pulmonary and urinary complications

B LATI' LATENT SYPHILIS

The incidence of latent syphulis, but including early latent syphilts, mry be
determined by routine serum tests The ncidence of positives differs
widely throughout the world, but 1s fow m the highly developed countrres
For example, of premantal serum tests performed on 11,997 persons
1n Saskatchewan only 32 were positive and 14 persons had already
recewved treatment (Doyle, 1949) In Bergen, duning the years 1944-1948,
only 44 positive tests (0 61 per cent) were found by Idsoe and Vogelsang
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(1950) 1n 10,647 pregnant women In Greece, Messinezy (1949) reported
11-2'5 per cent of positives in_expectant mothers 1n Athens Rosenthal
etal (1950) found 6 6 per cent of positive reactions in New York Likewse,
Prce (1952) reported only 067 per cent of positive reactions 1n 6,809
pregnant women tested 1n London
Of 202 cases of recent syphilis amongst the Norwegian occupying
forces 1 Germany no less than 40 were discovered by means of routine
— n anoemem e oLap _on st pAY R .

was open to challenge

Blum and Barnett (1948) reviewed 2,566 cases of latent syphilis, of
which 316 were followed up for 9 years or more They concluded thata Iittle
treatment was better than nore The outcome when latent syphilis was
poorly treated, or not treated at all, was considered by Jordon and Dolce
(1946) who followed 169 patients for 10 years or more Complications
developed 1n 39 2 per cent of the poorly treated group, but only two cases
of aortitis and two cases of aneurysm were noted 1n 100 well treated
persons Rosahn (1946) examned post-mortem material from 380 syphilitic
patients, 198 of whom had never been treated Anatomical lesions of
syphalis were found 1n 38 9 per cent of those untreated, but only 23 2 per

a A

centdod nemae | Frac tha A can o Thaca

hanba =av = = 3

systems of the two groups, the ocular, pulmonary, cardiovascular and
gemto-unmnary systems were gencrally m better condition 1n the controls
Suilar findings were reported n the Alabama series by Pesate et al

{1930) 410 syphiliic persons were located and left untreated m 1931
and a numher af thacs 1 ora ro avam —ad AR = o

0 (1950)
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serum tests for syphilis were usually m fact treated Thomas e al (1950),
having treated 127 cases of supposedly latent syphilis with pemellin,
reviewed therr reactions to ordmary serum tests after 1-4 years They
concluded that four out of five patients actually had had syphils, but that
the remainder had probably been examples of biological false positive
serum reactions

Serum reversal after treatment with penrcilhin 1s not to be anticrpated
as the probable outcome n late latent syphilis, any more than was the
case with the older methods of trextment with arsemc and bismuth Tn 2
study of 120 late and latent syphilitics by Willcox (1947) 1t was noted that
1 cases where serological titre had improved on previous treatment with
arsentc and bismuth and Jater relapsed, 1t improved agam after pensclin,
but where 1t had already proved resistant 1t remamed so The serological
pattern 1n late and latent syphilis was also reviewed by Redmond ef al
(1952), and p was dered by Lindemayr (1950) no more
successful 1n producing sero reversal than the arsemcals
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C. LATE BENIGN SYPHILIS

In the year 1931 m Alabama 410 syphiliic persons were chmically nd
serologically examined, as were 201 controls, and alt were subsequenily
left untreated Dunng 1938-1939 some 140 of the untreated syphilitics
and 156 of the controls were again examuned Those syphilitccs who had

hile sought were excluded During 1948 Pesare ef al
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(1950) located and made a third exarmunatton of 155 of these persons
At the time of the first examnation 472 per cent of the untreated
syphilitics and 26 1 per cent of the controls showed some abnormalities
At the time of the second examunation after deaths had been added the
figures were 52 per cent for those with syphilis and 37 3 per cent for the
controls At the time of the third examination they were 89 1 and 61 1
per cent respectively A note on the patterns of quantitative serological
tests 1n late syphilis was made by Willcox (1947) and by Redmond et al
(1952

Gunnnata

Gummata oceurring no less than 43-60 years after infection were noted
by Wiggall and Hahn (1949) A case of gumma of the spmal cord which
simulated tumour was recorded by Thompson and Preston (1950) and a
gumma of the eyelid resembling chalazion was reported by Cassady
(1950) A case of Mikuhicz s syndrome caused by syphilis was recorded
by Heckler (1950) A case of gumma of the sternomastoid was reported
by kierland and Underwood (1948) Thomas and Rook (1949) reported
a case of house maid s knee resulting from gummatous syphilis Polayes
(1950) reported a case of gumma of the breast mustnkenly diagnosed as
cancer

Thuety four cases of various gummata were treated with pemcillin by
Tucker (1948) w ©- 00 - -
were treated by
datly doses of 1
complete healing 1n one and partial healing m three

Erllploymg oral aureomycn O Leaty et al (1949) and Rierland et af

by Willcox (1952) (For the supennfection theory of the causation of
gummata see Chapter X1I p 162)

Bone

A survey of the radsologicnl aspects of bone syphilis was made by Gaskelt
(1951) ‘A case of syphilitsc osteo pertostitis 1volving the flat bones—
the skull ribs and phalanges—was described by Metealfe (1949) A case
of destructive osteomyelitis occurring early 1o the disease was reported by
Cox (1950) MeGladdery (1950) reported five cases of bone syphilis
young adults 1 which osteoporosis was more marked than new bone
formation The literature concerntug bone syphilts was seviewed and three
other cases were described by May and Breck (1950) Three cases of recur

rence of shin and osseous after with were
Tteported by Reynolds (1948) Crowe and Johnson (1951)r reported the

successful treatment of a fifty mine year-old female with t
with 30 g of aurcomycm Y ¥ 1th osteo-periostitis
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Sk

The healing of a by oral p was noted by
Wallace and Paul (1946) A case of precocious tertiarism, appearing as @
nodulo cutaneous syphiltde only 18 months after the patient had recerved
600 000 units of penicilin for what was 1n retrospect considered to be

et al (1950) A case of ¢ N * 1 papules with
central depressions on th presented by
Saunders and Youngstrc +  gummata to

aureomycin was described by Kierland er @/ (1950) and by Olansky et al
(1850), and to terramycin by Willcox (1952)

Lung

Four cases of p 'y syphilis were p d by Kulchar and Wind-
holz (1947}, and a fatal case mn which T palfidum was demonstrated by
Wilson (1946) A further case 1n a Moroccan was described by Decrop
and Cabanie (1949), and others were reported by Sanchez Barngt Cara-
peto (1949), Librach (1950), Smuth er af (1950), Susman (1951) and
Hollingsworth (1951)

Stomach

A comprehensive review of the literature concerning gastric syphilis was
presented by Palmer (1949) Of a senies of 3 066 cases of peptic ulcer
reported by Rarsner ez o/ (1950), 52 (1 7 per cent) wete constdered to be
syphilitic Decreased acidity or anicidity was noted 1n 42 A case of pre-
cocous tertiamism, with a specific granulomatous nfiltration of the
stomach n early syphilis, was reported by Bell (1951)

Luer and spleen
Shapiro and ™
of the liver .
the hiver was
Jaundice 1n syphlhs were classified by Bmss and Moser (1949)

AT w e« A bae wen ad aanae af e mhlg

syphl]lucs were presented by Hambrick and Smuth (1949) Abdomunal
syphilis i general was considered by Nicol (1952)

Kudneys , o
Although sypt 15 more ol
secondary than of late syphlhs, 1t 1s for ccnvemence considered here




LATE BENIGN SYPHILIS 121

Two successfully treated cases were reported by Thomas and Schur (1946),
and another by Olansky and McCormick (1947) who also reported an
additioml case cured by mtensive arsenotherapy One case described by
Scott and Clark (1946) developed the plant five days after

with p ad been luded, and the d was dered to
be a focal Hersheimer reaction

1n one, and partial success 1n another

Eyes

In syphilitic rinis cortisone has been used to good effect Horne (1951)
had good results in three cases treated by a suspension contamning 5 mg/mi
An mexpensive and effective method of using cortisone 1s by subcon-
Junctival ijection which was used on nine patients by Koff e a/ (1950)
Ore case of mitss treated by Wilson {1951) also responded

Others

Syphilss of the oral caty was considered by Horne (1952) and by Lloyd
(1951) Of 100 cases of gummatous ulceration of the palate, fauces or
rhomny eaee ! ’ " he tongue was
2y Hudson and

. . A o al syplulis was
Teported by Suchett-Kaye (1950)
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D CARDIOVASCULAR SYPHILIS
(1) Chnical

A case of syphilitic artentis causing gangrene of the toes was recorded by
Moynahan (1948) ¢
General teviews concerning aortic syphilis were presented by Moor
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considered that cardiovascular syphilis comprised 13-15 per cent of all
cardiac cases seen at autopsy Of 41 patients with aneurysms 70 per cent
survived until their fiftieth birthday OF 59 other cases of aortic 2neurysm,
Chapman and Morgan (1947) reported that only 15 gwe a hustory of
primary chancre, and that no treatment had previously been given to 40,
the der had recewved 1nadeq Jordon and Dolce
(1947) 1nvestigated 64 cases of syphilitic aorllfxs and 1413,_ o(hcr‘s com-

Alaatad L oa

<o existed

Webster and Reader (1948) examuned mucroscopically the aortas of 45
subjects with post mortem evidence of active or healed syphilitic aortitis
19 of these had recetved adequate anti-syphilitic with 20 or
Toore injections each of arsemic and bismuth, 7 had had less, and 19 had
had no treatment at all Only 3 of those adequately treated showed active
iflammation which was, however, present 1n 3 of 5 of those inadequately
treated, and i all of 19 of those untreated

Reader e af (1947) followed up 47 patients for 2-16 years with aortic
msufficiency, who had been mtensively treated with trwvalent arseme and
bismuth Affter a 53-year pertod, 20 patients were worse, of whom 13 had
died of heart disease, but 27 were still living, 12 being asymptomatic
Gelfand and Bellet (1951) studied 1n detail the musical murmur of aortic
msuffictency 1n 18 cases

A case of syphilitic saceular aneurysm in a thirty-one-year-old white man,
-1 ~ .

Wha had chom s mare +

1Wo cases of rupture of an aortic aneurysm into the superior vena cava
Were reported by Morns (1950), and another with rupture 110 the pul
monary artery by Klein and Porter (1950) Estes (1950) collected 102 cases
of aneurysmof the abdomnal aorta, of which 97 were due to arterio
sclerosis, 1 to syphlis, 3 to both diseases and 1 1o trauma Finestone
(1949) desenibed one case of syphilitic aneurysm of the abdonunal aorta
which ruptured nto the stomach Gordon Taylor (1950) discussed the

::ff;;{ <I>f aneurysm of the innom:nate artery and presented two cases due
1hs
™ -

art .
Ay i
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nrtery associated wnh cnrrhosns of the lver by Enget (1951); a case of

h r artery by Grelland (1950), and one

mpression of the pulmonary artery

. fifty-threc-year-old Negro was des-

Three cases of gumma of the heart were reported by} Kothare (1949), and

a case of aur seular block in a d woman aged

twenty-five by Pick and Flshmnn (1950) A case of a localized syphilitic

aneurysm of the descending branch of the left coronary artery, 1n an

eighty-one-year-old Negro who died of myocardial infarction following

complete thrombosis of the aneurysm, was recorded by Denham (1951).

Two cases of syphilitic aostitss with mural thrombs Jeading to bilateral

coronary occlusion were described by Volk ef af (1950) Seven cases of

myocardial mnfarction due to syphilitic ostial stenosis of the coronary

arteries, two with coronary atheroma in addition, were reporlcd by
Scharfman et al (1950)
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(2) Diagnosis
P

== T+l aresence of linear arcas
‘Thorner ¢f al (1949)
. of 122 cases of aortic
syphilis proved later at autopsy, whereas 1t was present m only 2 per cent
of persons with uncomplicated atherosclerosis  Elkeles (1949) also pre-
sented a case of syphilitic aortits showing aortic calaification
From a study of 20 patients showing aortic calcification in routme chest
films, and from the consideration of 200 control ﬁln:s, Jackman (1950)
~ PEIRTA.

s nfomble

of eleven patients with aortic nsufficiency d as applied
PR i

Ang grap
T s = Cta ohaen 1040V and

may all produce elongation of the aorta, but Dotter ef al {(1950) pointed
out that in syphilitic aortitis the elongation 1s disproportionate in the
ascending aorta Peabody ef af (1950) studied 83 pateents with late
syphilis of whom 49 were shown to have cardiovascular syphihs, but only
1n 34 was the condition discovered without the aid of the angtocardiogram
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(3) Treatment

Tha n

Ysh)y

Reader et af (1947) followed up 47 patients with aortic imnsufficiency who
had been ntensively treated with tnivalent arsenic and bismuth for 2-16
years Dunng 2 5}-year period 20 changed for the worse of whom 13 died
of heart disease, but 27 were still hving of whom 12 were asymptomatic
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Barnett and Small (1950) appraised the results of the older methods with
arsemcals nd bismuth 1n 384 cases and constdered that treatment 1m
proved prognosis at all stages The results of treating 73 cases with
mercuric cyamde for long pertods of time were described by Gerbaux
(1949) Several courses of 50-100 intrivenous mjections given once duly
were recommended but this drug 15 seldom used today

It 15 sull too early to appraise accurately the value of pentcillin 1n the
treatment of aortic syph lis although every case of syphilis deserves a
course of pemailin The nisk of thertpeutic shock (Jarisch Herxheimer
reaction) at the onset of treatment with pen cilin has prompted many

phy to with a prel -y course of 4-6 weeks duration
of )
vas €
cor e

that such prelimmary treatment will actually prevent a later Herxheimer
reaction with penicillin 1s not entirely convineing

Tucker and Frrmer (1947) considered that the risk of therapeutic shock
was exaggerated but even so of 26 patients with cardiovascular syphilis
treated with pemieillin five had febnile bouts and two had a worsening of
anginal pun Edeiken et a/ (1949) noted seven examples of a febrle
Herxheimer reaction one with a sense of constriction 1n the chest 1n
addition 1n 50 patients with aortic regurgitation and/or aneurysm treated
with 12 9 6 mllion units of pentcillin: Thirty nine of these however hd
co existent neurosyphilis—which condition may also be associated with
febrile Herxheimer reactions Fatalities following the use of pemctllin
have been reported by Scott ez af (1949) by Diefenbach (1949) who
presented a case showmng a sudden expansion of the aneurysm with
occlusion of the left bronchus on the third day of treatment with pemcillin
by Whorton and Denham (1951) who reported the death of a twenty
seven year old Negro woman with gummatous aortitis 1nd aortic 1
sufficiency 27 hours after of antisyp with
penicillin’ and by Butterly and Fishman (1952) who reported a case of
coronary occluston in a white woman

On the other hand Flaum (1949) and Flaum and Thomas (1949)
reporting 50 cases of cardiovasculir syphilis treated with or without
preliminary bismuth considered that the danger of therapeutic shock had

been over emphasized Because of the Herxheimer reaction 1t has been 2
- - 0

1

12 such cases simultaneously with digitalis and penteillin commencing
bae v o~ b three

shock

farlure

wcular
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syphilis treated with pemeilhn (48-96 mega unts) (?f 34 cases :af

am wmm A nobe aen nchannad

them Seven of nine patients with aortic regurgitation and aneurysm re
mained under observation for 8-38 months with four improved and one
unchanged There were two deaths Four of five patients who had angma
before were 1mp. d T, was p lly never inter-
Tupted

Sinclarr and Webster (1951) treated 53 patients with pemcillin, and the
only evidence of a Herxheimer reactton noted was a rise of temperature
They believed that pentcillin alone should be used Breutsch (1951)
considered that penseillin alone without premedication was the logical
treatment but that perhaps 600 000 units a day for 7 weeks mught be
necessary He expressed doubts whether arsenic and bismuth were ever
benefical 1 this complat

Wheeler and Curtis (1951) had no adverse reactions to pencillin in
21 cases and did not believe that there was any convincing evidence of
them 1n the literature Johnson and Shapiro (1951) also considered

llotherapy but ded 1 the case of heart failure

that penicillin should not be given until after cardiac compensation had
been established Thesr 17 patients treated recerved only 1,000 umts 3
hourly on the first day, and this dose was gradually increased to 40,000
umits by the exghth day One patient with a large aneurysm died two days
after the completion of treatment

Pemeilin given for latent syphilis does not necessanly prevent the
occurrence of card lar syphiis R Ids (1948) noted a patient
with aortic regurgitation which appeared 16 months after recerving 8 mil
lion units of pemucillim Mohr and Hahn (1952) reported four cases of
aortic insufficiency developing 6-18 months after penicillin therapy, 1ndi-
cating either progression 1 spite of treatment, or therapeutic paradox

Surgical methods m the treatment of aortic aneurysm are not yet entirely
satisfactory, but with modern advances tn cardtac surgery improvements
are expected

Borne and Griffin (1950) described 24 cases of aortic aneurysm and
three with innominate aneurysm Colt’s method of winng was used on
nine patients, and two with fusiform aneurysm of the descendtng aorta were
treated by cellnphane wrapping A sase traztad by the cellopkane method
was recorded by Shallard (1949), and another of 1 fusiform aneurysm of
the abdominal aorta treated with polythene cellophane by Middlemn and
Drey (1951) The ability of polythene dicetyl phosphate to cause proh-
feration of fibrous tissue was made use of by Cowley er al (1951) n
another case of aortic aneurysm with sternal perforation,
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Two cases of aneurysm of the abdomunal aorta treated by a procedure
known as ‘cutts grafting’, whereby an attempt was made fo encircle the
aneurysm with cutis, were described by Lowenberg (1950) Babcock (1950)
described an operation whereby the carotid artery was anastomosed to
the jugular vein int order to reduce the pressure within the sac
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CHAPTER X

NEUROSYPHILIS
A. CLINICAL

(1) Paresis

WILSON et af (1950) analysed the results of 339 autopsies of neuropathic
patents with serological or post mortem evidence of syphilss, and decided
that syphulis could be incrimtnated as a possible cuse of mental deteriora-
ton 10 176 In the Amerncan Negro, Ivins (1950) reported that the psy-
choses most commonly encountered were those due to neurosyphilts and
to aleohol Willcox {1951) invesugated the relation of neurosyphilis and
Psychoses 1 the African Negro
Hughes (1948) assessed the results of treatment 1n 712 neurosyphilitics
admitted to an American State Hospital over a period of 14 years, 875
percent of whom had parests Ofthese, 43 4 per cent died and 21 6 percent
were released on parole Grover (1948) emphasized that the failure of a
Parelic psychosis to mmprove with treatment should not necessatily be
Tegarded as a treatment fatlure, for an active syphilitic process may indeed
be arrested but only after permanent damage has been done to the brawn
Kirman (1947) reported on the status of 42 paretics after 6-18 years in
hosputal, 1n afl but seven the cerebrospinal fiuid was normal
Sternberg and Zimmerman (1950) presented an analysts of the resuits
of the Wechsler Bellevue adult scale of mtellizence as anoled to 66
- hometric
/ mental

Lyuld et al {1951), and Patterson ef af (1950), studied the cerebral
blood flow, oxi gen and cerebral of

Ll;l? Thc,y found that the cerebral blood flow was reduced to 72 n:rlgcnt

Te

—-a <

7 44 patt explan the benefit brought about by such treatment
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(2) Tabes dorsalis

A form of tabes dorsalis due to acute degeneration of the posterior root
ganglia, presenting with a generalized seasory loss, was described by
vr - -

who presented an extensive review of the literature and details of 11
cases Laryngeal involvement had an merdence of 1-3 per cent n 1,500
tabetics The form 1s an asymp posticus palsy

TAB vaccme, indicating how this procedure could aid dragnosis
Fowler (1947) clammed that the injection of procame or Proctocaine as
near as possible to the apparent site of lightning pains resulted m a
number 1n an apparent lengthening of the duration between bouts and a
reduction 1n their severity Horton (1951) reported a case in which hght
ning pams were reheved by histamine injections Lobotomy was performed
with some measure of success to relieve mtractable pains 1n a case described
by Smolik (1951)

Grimble and Csonka (1952) described a case of silent gastric perforation
1n a tabetic Stoops er al (1948) stated that supmdmphmgTatlc vagotsmy
. N ) Caaa o U AP

Lichtman (1951)

Diez Ruvas (1949) found that the Kepler water test was positive in mne
patients with tabes dorsalis 1e the total volume of the might unne
specimen was greater than any four specimens voided on the following

day - ar Ca L earaa

controls
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(3) Optic atrophy
Tiamnnan af e k1o o mmi awn =+ o ava wracanted by Giraveson (1950)

'

Optic n(ropﬂy and other forms of ocular syphilis were discussed by
Klauder (1951) " Fufty-four cases of syphilitic optic atroply were reviewed
by Levin et of (1947) Kant (1949), 10 a study of thus condibion, counted
thev capillary vessels on the disc

oo 2t nfihacarimatar

time of the first exammation (Klauder et o/ (1948), Klauder and Gross
(1949))
- - -

o - fe st oar

malana went blind wﬁthm two yr:ars‘, whereas of 75 left \mln:‘atcd only
I3 ‘ N ~ Do

of which 15 were followed up for two years or more Penicillin alone
seemed as effective in p as when with fever,

progr
although the regression of existing atrophy 18 not to be expected with aay
treatment
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(4) Other forms of neurosyphilis

Esghty cases of early syphilitic memingitis were reported by Pardo and
Farmer (1943) who found no incidence of luter parenchymatous neuro-
syphilts 1 15 patients followed up for 5-20 years after treatment with
arsenic and bismuth

The chinteal syndrome of occlusion of the posterior infersor cerebellar
artery, which may occasionally be due to syphulis, was descibed by
Levine ef af (1949} Two case hustortes of syphilitic wrist drop were
recordcd by Heathfield and Aldren Turner (1951)

ble interest has ded the of phulis 1n the
Afnmn Many have alleged that the mcxdcnce 1s low and haw :mempted
to explam this on grounds of racial p

or abortion of neurological 1avolvement by endemlc mnlam Recently
others have dented that the madence 1s as low as was first thought

Lambhin (1908, 1908a) made a venereal disease survey 1n Ug:md:\ and

- '

of syphihs 1n 338 (11 3 per cent) of 2,994 post mortems performed
Uganda Syphihis had been the cause of death i 261 cases and signs of
neurosyphilis were found m 154 of these He also stated (hat 0 4 per cent

of pattet
Trowell 4
rare was .
g ‘e ' twon o avemggy
s ada,
\ere

s,
1
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while no typical case of tabes or paresis was encountered, 2 number of
-~ ™ Py 3 —as arn ah amad mha wora he no trented

.

'
syphilts 1n West Africa, and the i with tryp were
stressed by Willcox (1946) Gelfand (1948), wnting from Southern
Rhodesia where trypanosomiasis IS o pressing problem, stated that
meningovascular syphilis 1s the most common form of newrosypmbs 1n
Afticans and that tabes and paresss are relatively infrequent

On the other hand Lt hal (1939) d the quesiton of neuro-
syphdis 1n Africa and stated that the condition was rarely found at post-
mortem, as did Becker (1946) Cook (1948) encountered the same belief as
to the ranity of neurosyphilis in the Negro i Trimidad  He exarmmed the
spmal flnids of 1,028 patients with repeatedly positive serum tests for
syphilis Positive spinal fliids were noted 1 153 patients (14 9 per cent),
but only in 27 cases were the changes marked Of 527 patients climcally

d 82 were dered to have yphubs it was tuded

that neurosyphilis m the tropics 1s not rare and that a more general
\;Sdef spinal flud examinations would reveal much of that which is

wdden

Willcox (1951) reported the examnation of 117 spinal flnds of asylum
nmates duning a venereal diseases survey of the African in Southern
Rhodesia and found 32-36 cases of possible neurosyphilis The same wrter
(1951a), from an examnation of the spial Auid of 55 epileptic Afnicans,
could find no eyidence that syphills was responsible for the bulk of
Afftcan epilepsy Nesther did the serum findings m a large mental hospital
show any higher incidence of posttives 1n epileptics He affirmed that
peurosyphilis in the Afnican usually assumed the meningovascular form,
and that paresis and tabes dorsalis Were relatively uncommon It was felt
that the more extended use of the lumbar puncture would confirm the fact
that neurosyphilis in the African s not uncommon
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(5) Lumbar puncture

‘The evaluation of the results of the spinal fluid examination was discussed
by Dattner (1948) Simultaneous Iumbar and cisternal punctures were
performed on 102 patients by Davis e al (1951) There were few differences
as to cell count except in the presence of pleocytosis, a higher count bemg
then noted 1n the lumbar flnd Higher protein values and greater reactivity
to the mastic test were found n the lumbar flusd

Cecil and Johnwick (1951), n a review of 44,711 diagnostic cisternal
punctures performed over five years, reported four deaths attributable to
the procedure and did not consider that there was any justification for
1ts retention

Senious sequelz of lumbar puncture are few, although Olansky (1949)
reported a rare complication—that of extradural hematoma This resulted
m paraplegia, and a lamnectomy was performed Minor after-effects are,
however, common—especially headache

Scrarra and Carter (1952) performed lumbar punctures thh an 18 gauge

needle In 45 nst; no fluid was d and the of head-
aches was 38 pcr cent Of 62 olher patlcms, fmm whom 10-12 ¢ ¢ of luid
was d, 46 per cent It was tuded that the

amount of flud removed made Little dafference to the meidence of head-
aches Marshall (1950} also mvestigated this condition and performed a
second lumbar puncture on 43 patients already suffering from a lumbar

- - B 1L a0 L el -

obscure as ever
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B. TREATMENT

(1} Peniailhn
(a) Intramuscular penicitlin
The series reported from Philadelphia by Stokes ef al (1948) of 361 cases
of I 1

treated with int 1

yp and by Stokes et al
(1949) afeer five v B P AL avtandnd
10 519 cases by ¢
unsupported by .

patients treated since 1943, 32 are known to have died but 1n none was
.- D AT S e a0 taden A an

AFtha ant &

fluds from patients with ‘parests, and 60-70 per cent from patients with
tabes dorsalis, had completely or nearly reached normakhity

Dattner (1948 [
lowed up, out ¢ -
unuts of penicsllc .
satisfactory and only three per cent were true falures The same author
(1949) found that onlly 45 out of 388 patients treated with 2 9 million umits
and followed up for 6-56 months failed to achieve a satisfactory status
Dattner (1950) described 1n detail three cases which fatled to respond to
Penrciilin 1n the usual doses

By 1951, Dattner et al reported on 438 patients with active neuro-
syphilis treated with pemcilin The spinal flud became nactive and
rem:un?d 0 for 6-75 months Fifteen daily injections of 600,000 units were

Other s acp on = = - care rean safed 444

i - excellent

led Rose

. » who bad

been n hospital for an average of 22 months, during which time they

feceived tryparsanude and bismuth, returned to the commumity 236 years
after recetving pentcitln with or without fever

On the other hand the U'S Army Medical Department (1946) recom-

mended a course of mine million umts of perucillin given over 22 days,

followed by quarterly blood and t 1 flmd as

P
astandard pattern of treatment for neurosyphilis In cases of paresis,
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bop cighth nerve deafness, syphilitic epilepsy and Erb’s paraplegia,
however, the addition of 8-12 fever sessions was also recommended

Moore and Mohr (1946), writing of asymptomatte neurosyphilis, noted
that the earlier that the freatment was given the better were the results
The cell count, protem content and Wassermann reaction of the spinal
fluds fell to normal after treatment m 27 of 35 patients 1n whom the
infection was of less than four years’ duration, but 1n only 8 of 43 of
those whose nfections had been m exsstence for longer than four years
Ford et al (1951) reported on the results of treating 112 patients with
asymptomatic neurosyphilis with 4 8 mega umits over eight days There
were ten treatment failures Nine mega units of penucillin over ten days was
recommended as a satisfactory course

In long standing cases the improvement 1s strrking only 1n the cerebro-
spinal flmd  Scully er al (1948) emphasized that the spinal fluid response

50 called ‘mactive’ spinal flurd He claumed clinical tmprovement i ten
and improvement 1n the spinal fluid of four

For syphilitic nerve deafness, Tamart and Itkm (1951) did not consider
that pentcillin was a superior drug to those previously used In spmal
syphilis treated with pentciliin Jones ef al (1951) nofed that patients with
mentngomyelttis of less than three months® duration did well, but those
cases due to vascular occluston fared badly

The success of pemcillin given for early syphilis i prevenung future
neurosyphilis was emphasized by Altshuler es af (1949) who found only
21 abnormal spinal fluds m 30,972 patients previously treated for early

fifteen dzu‘ly m_,ectléns of 600,000 units are recommended
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(b) Intrathecal and other methods of penicillin admunistratson
Tt was at one time stated that pemcillin given ntramuscularly did not
penetrate into the cerebrospnal fluid, although this statement has since
been contradicted Redfearn et af (1949) found pemcilkn 1n bactericidal
concentrations 1 70 per cent of 132 samples tested, while Boger and
Wilson (1949) found demonstrable quantities 1n the sprmal flmd of 14 of
lx\p:mcnts two hours after the mjection of 500,000 umts

Dl 11 2o mmam W Cben hanall Theashar

cillin, plus m * ~ - F Y
wise Goldmar
schedules, sta
of 1nt; 1

hecal 11d:

and P lin, plus y bismuth
and fever therapy The results obtatned with this blunderbuss regime can
Scarcely be advanced as an argument in favour of the intrathecal adminis-
:'r‘aAl:an orf Ecmcxllm M:m): regard this as an unnecessary and dangerous

only 40,000 unsts bemg given daily for 25-30 days It was claimed that
Penscillin had an enhanced effect when given by this means
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(c) Herxheimer reaction
A number of reports have concerned serious Herxheimer reactrons stated
to follow the use of penicilln  Although some fatal cases have been
recorded 1t must not be forgotten that therr mcidence 1s extremely low
considering the vast number of neurosyphilitics treated with penicillin
Attempts to avoid this reaction have been made either by commencing
penicillin treatment with a very small dose, or by a prelimmary course of
4-6 weeks of bismuth with or without 10dides The Herxheimer reaction
1n some respects 1s an ‘all or none’ phenomenon and 1t 1s by no means
certain that small doses of antisyphilitic drugs, themselves insufficient to
produce a Herxheimer response, will prevent such a reaction when more
potent doses are later given

The febrile I * e . Tt
pemcillin was s -
Farmer (1948)
syphilitics  Lereboullet and Sapin Jalloustre (1947) reported a fatal
example in a paretic showing Jacksoman epilepsy and hemiplegia Stokes
et al (1948) considered that Herxheimer reacttons may somettmes result m
serous damage, and they tried the giving of only 500 units of pemcillin at
the commencement of treatment

Tucker and Robinson (1946) reported two examples of a Herxheimer
reaction, one showing fever and convulsions, and the other memngeal
wrritation, occurring 30 hours after the commencement of treatment One
patient had clinical paresis and the spinal flud of the other had a paretic
formula A fatal example 1n a patient ditgnosed as having early syphilitic
meningitis, but proved at post mortem to have a gummatous lesion, was
recorded by Scott ¢z al (1949) Shaffer and Shenkin (1950) reported a
further fatal case i a patient with syphilitic pachymemngitis after 13
mjections of only 1,000 untts of pentcillin had been given at intervals of
three hours Two other severe cases were reported by Epstern and Key
(1949)
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(2) Tever therapy

Breutsch (1949) constdered that the beneficial action of malana on paresis
Was not due to the malana niself but to an additional factor which stimu-
lated the reticulo endotheltal system (thes might be cortisone) The use
of blood parasite counts for the better controt of therapeutic malana was
urged by Kaplan and Read (1948) Welch er af (1948) found that mepa-
cnne was snferior to quinime 1n the B of

produced malaria One danger of malanial therapy, if inoculations of blood
from infected patients are employed, 18 the possibility of transferning the
virus of homologous serum jaundice Four patients so affected were

“ow

malarta
On a small serses of cases, Watson (1949) considered that fever induced

by malama gave better results than fever mduced by TA B vacomne

Nooyn ez af {1950) showed how, by gving 20 rullion orgamsms of T A B.-

Wkl RN

€ent, and an improvement tn 84 per cent A remussion 10 the spinal flud
ndings was noted in 72 per cent, and improvement 1n 25 per cent
Epstemn and Key (1949} reported on 87 cases of neurosyphilts treated

with penicdlin and fever induced by an electric blanket Epstein and Allen

{1951) reported on a larger series treated by this method The use of an

;I]ecsmc blanket to mduce fever was also descnibed by Willcox and Flynn

1) Kawamura and Ueda (1944) gave pyretotherapy 1o ten cases of
tabes dorsalis by means of ntr: I of a of the
testicle nfa raltls mfaneadt o n  dan '
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(3) Pemaillin alone versus pemcillin plus fever

In pre penicillin days chemotheripy plus malania gave better results than
either measure alone (Hughes, 1948) It was not surprising, therefore,
that fever should have been combined with penicillin in the treatment of
neurosyplilis From the introduction of penicillin there were few to say
that 1t was infersor to fever, but there were many who considered that better
results could be obtained by a combination of both By 1950, however, the
voices of yesterday which had advocated penicillin plus fever were muted
1f not silenced, and most chinicians today first give pemcillin alone 2 trial
before resorting to the more dangerous method which necessitates admis-
ston to hospital
~

4 Al 1040 an an avnae anna AF 28N ancac and amn a w1080

there was a greater tendency for a positive Kahn test (often stated to be
an unsatisfactory test on spinal fluids) to persist in the spinal flud for
longer 1 the group treated by pemicillin alone Exrlier the same group
(Curtis and Horne (1948) and Curtis ef o/ (1948)), having observed 108
cases of neurosyphilis treated with penicilin alone, and 115 others treated
with pemcillin and fever, concluded that cases of asymplomatic neuro
syphilis, meningovascular syphilis and tabes dorsahs did as well with
penicillin alone as with pemicillin and fever, but that patients with paresis

a 1 tha sncah wad traatmant nac ennar or far all tunec

. mmb A e dla man mes adenl demgqlig g
eutsch
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The Philadelphia school have | d loyal to f 11
alone, after reporting 361 cases treated (Stokes er al (1948) ), 519 cases
(Gammon et af (1950)), and 603 cases (Ingraham et al (1950)) Epstemn
and Allen (1951), on an experience of 81 cases, also found pemucillin alone
to be excellent but recommended that fever be added in cases of paresis,
taboparests, optic atrophy and 1n those cases which farled to respond to
penicillin alone

On the other hand Sprller and Stewart (1950), on an experience of 170
patents treated, and Callaway ef af (1950) on 207 patients, conslde{ed
that there was lttle to be gained by g the dose of p
beyond four mullion umits, or by the addition of fever

Nichols and Heyman (1949), 'on a basts of 298 cases, found that penicil
Iin G gave rather better results than peniciliin 1n oil beeswax and recom-
mended that malana should not be used until penseillin hat‘i had a fair
teal T 3 - ~an a5 - P

al'gPh)’ or other severe symptoms
il e 2
rAnnan tat - . L, s x . -

{1947) believed that penreillin would replace fever altogether and, mn
Great Bntain, Martin (1948) with 24 cases considered that the nisk of
fever was seldom Justifiable Hahn et af (1951), with 589 cases treated, also
advocated pemeyllin alone
*ora

k8 nt nen § a

- N a . Y

!

and ARlchards (1947), on an expenence of 50 6auents hkewise recom-
Mandadan w1 -

SAnat Lo aae W UL sy WLt LULIUIIEU tedliienl pBrowil
(1951), after treating 52 cases of parests, believed that combined therapy
was best for severe cases

Rose and Solomon (1947), of Boston, combined three mullion units of
Pencillin with half a course of fever therapy (4-6 paroxysms of malaria
above 104° F, or 20 hours 1n the fever cabinet at 105° F or above) OF 100
Patients so treated, 75 with paresis, 62 were mmproved, 35 showed no
change and 3 were worse Of 60 treated with pemailhn and malana 40

were improved and 20 showed na change These results were shightly better
lcl:::n lilosc achiesed by penieillin alone or by pemcillin plus the fever
1ne|
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Reynolds ef al (1946) treated 41 cases of dementia paralytica with or
without fever (6-12 paroxysms of malaria within 40 hours 1n excess of
104° F) Penicillin alone improved 11 out of 24 and pentcrilm plus fever
10 out of 17 Weickhardt (1948), on an experience of 100 cases of parests,
likewise preferred perucillin plus fever The Boston group, Perlo ef af
(1951) reporting, finally adnutted, however, on an expersence of 469 cases,
that pemicillin alone was as effective as pemcillin plus malana
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{4) Penteillin, arseme and bismuth

Parkhurst and Bowman (1948) reported on 458 cases treated by mducing
fever with the Kettering hypertherm or by malarta, and with pencillin
plus arseruc and bismuth They found that the augmented penicillin regime
was superior to fever alone

Johnwick (1950), in a survey of 879 patients treated, could find no
advantage 1n adding Mapharsen and bismuth to a schedule comprising
400000 umts of pemicillin 11 oif wax daily for 15 days Leavitt (1947),
having treated 171 patients with pemaillin alone, or with pemcillin plus
oxophenarsone and bismuth, found possibly shghtly better results with
the latter method but these were msufficient to justify the extra nisk
1mvolved

It 1s very doubtful whether the added risks attendant upon the use of
etther fever therapy or the arsenical drugs should even be constdered today
uatl after pemciilin by atself has had a farr trial
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(3) Oral antibiotics

There 1s no advantage in treating a serious condition like neurosyphulis
with oraf pemcillin when 1t can be given more surely by the mtramuscular
route

Auvreom

yein, chioramphenicol and terramycin have been tried 1 small
8cale avma man a A aa L A A TL - L "

Rierland and O Leary (1950) described the results of treatment of 12 cases
The series presented by the same authors (1951) assessed the results of ten
€ases teeated with 50-90 g of aureomyemn and followed up for 122-573

Says, Tt was considered that the resulis were as good as those obtained
with peniciltin

o ql‘v:= paauefls were treated with chloramphenicol by Romansky er af

<

¥ Meneghint and Sanguinet: (1951) Those cases previously untreated

fared best and chloramphenicol was found 1 the cerebrospinal flud 1n
three patients tested
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CHAPTER X1

CONGENITAL SYPHILIS
A. GENERAL

(1) Incidence

THERE has been a gradual fall mn the mcidence of congenital syphilis of all
forms both 1n the US A and 1n Great Brtain (Fig 13), but, since the

US4 cases 1941 1942 1943 1944 1945 1946 1947 1948 1949 1940 1951 UK caser
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FIG I3—RENDS IN THE INCIDENCE OF CONGENITAL SYPHILIS IN CONTINFNTAL
USA AND ENGLAND AND WALES

(Minustry of Health, London, and United States Public Health Sernce figures)

~~—— Continental US A scale on left - England and Wales scale on night
FIGURES FROM WHICH GRAPH 15 COMPILED
USA UK UsA UK UsA UK
1941 17,592 1380 1945 12339 1,355 1949 14,205 1417
1942 16974 1361 1946 12,106 1382 1950 13446 1,223
1943 16173 1727 1947 12,254 1353 1951 123836 1,127
1BR 13576 1552 1948 13309 1407

1stitution of routine serum tests for expectant mothers and the mtroduc-
bon of rapid effective treatments for those found affected, the deckne has
o o ..

e feamban 1

example, there was only one known mfection 1n 73,627 live births (Social
151
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H)giene News, 1950) The fall 1n morbidity and mortality due to con
genttal syphilis 1n Balimore was recorded by Nelson and Struve (1952)
In the chinscs of England and Wales 1n 1951 there were only 156 new cases
of congenutal syphilis under one year of age, a greater fall having occurred

TABLE 8

CASES OF CONGENITAL SYPHILIS UNDER ONE YELAR OF AGE SEEN
FOR THE FIRST TIME IN THE CLINICS OF ENGLAND AND WALES

1931 339 1941 223
1932 302 1942 245
1933 305 1943 310
1934 296 1944 346
1935 251 1945 326
1936 241 194 363
1937 211 1947 343
1938 216 1948 3mn
1939 217 1949 355
1940 191 1950 227

1951 156

1n the immediately previous two years than i ten pre war years 1n the
arsenuc and bismuth era (Table 8)

That case finding, rather than treatment, 1s the important factor in the
control of early congenttal syphilis 1s evident from the mortality figures of
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FIG 14—DEATH RATE FROM CONGENITAL SYPHILIS IN THE CONTINENTAL US A
(Deaths under one year of age per 1000 hve births)
FIGURES FROM WHICH GRAPH IS COMPILED

1933 079 1939 057 1944 027
1934 074 1940 053 1945 025
1935 070 1941 04l 1946 016
1936 g73 1942 03g 1947 a4
1937 069 1943 025 1948 012
1938 063

the USA (Fig 14), which clearly show that the decline had set in well

before the mtroduction of perciliin
For some reason the neidence of congenital syphilis 1n Africa, where 10

some parts the cases of early syphilis are numerous and the treatment given
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Afticans of 74 per cent due to syphilis Willcox (1949) showed from
©crom 4fe. =« emmalate 10 prege

1€r1n the
TABLE 9
MISCARRIAGES IN AFRICANS FROM SOUTHERN RHODESIA
4-9 Percentage
Patients | Pregnancies | Miscarriages m(lw;‘:hs smonths ate
432
804

{2) Clinical
A review mnvolving a hfe ttme of expenence of congemtal syp“h:hs was
PPN man e P13 - it amaahlon

1

James (1951) :

Teaction 1n the humerus and tibia of a seronegative child of @ one tme
Syphilitic mother was presented as a possible case of cortical hyperostosis
(Caffey’s syndrome) by Dunlop (1951) Another such case affecting the
l‘"Jcm was descrsbed by Racely ef af (1951)
- 3 . -

€ s

R
LY PURSE I e . ‘ LAt oLal
a

1d

a

'
Negro chuldren m the U S'A and found teeth suggesuve'of syphilis n 69
Serum tests were performed on 53 of these and were positive for syphilis
in 13 Beecher ef al (1951) exarmned the teeth of 1,639 other Amenican
Negro children of an average age of 102 years Ffty-four children were



154 PROGRESS IN VENEREOLOGY

regarded as having teeth showing syphilitic hypoplastts Fifty of these were

serum tested and positive results were obtaned 1 16 On the other hand

n Affiea, where the pattern of syphilis differs, Willcox (19490) examuned

the tecth of 3,491 child Africans and 560 adults Only one person with a
P . Pt 4

A case of cold | lobmuria 1n a Inte congemtal syphilitic was pre
sented by Suckling (1951}, and another of the same condition, belteved to
be associated with gummata of the liver and lung, by Hill (1951) It was
noted that the hemolytic factor of this condition was distinct from the
‘Wassermann factor and was thermostable The mechanism of hremolysis
n cold hremoglobinuria was discussed by Jordan ez al (1951, 1951a)

The difficulties n the interpretation of serum tests in infants born of
mothers with suspected syphilis were clanfied by Bundeson and Aron

time of treatment were seronegative 30 months afterwards, whereas 91 5
per cent of 38 patients who were over two years at the time of treatment

tematned seroposifive
The value of having a note on the birth certificate as to the status of the

prenatal blood test of the mother, as a starting point for the case finding of
congenital syphilis, was emphasized by Ball (1951) Such data has been
entered on birth certificates 1n South Carolina since 1945
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Willcox R R (1949a), 1bid , p 31

B, TREATMENT
(1) Prenatal syphatis
IFrenetia s v

Lhe declime 1n the incsdence of earl 1 syphilis 1n the
ally developed countries may be attributed partly to the routine serum
testing of expectant mothers and partly to the rapid treatment with
VN

fealthy infants Aron et al (1947) had ouly one infant which died, and one
stillborn from cord prolapse, 1n those born of 36 syphilitic mothers treated
vath penicitlin Bundeson ez a! (1950) claimed only six unsatisfactory out-
comes 1n 203 such women Ingraham et al (1947} noted only two syphihtic

infants of 41 born and remarning alve to 45 syphilitic mothers given 4 8
A UNIts AF man a1l nofhoan v Tm @4 — b o s

stven schiedules of 600,000-2,400,000 unts of penscillin (including one

YU syphilitic mothers treated during pregnancy with pemeillin, and

observed for 3 months or more, only 1135 per cent) were syphihitic
Likewise Speiser ef al (1947) treated 259 pregnant mothers with one of

$ix schedules comprising between 600,000 and 4,000,000 units of pentcallin,
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mn one of which 8 mjections of Mapharsen were also given Of the
children born 95 per cent were not syphilitic ‘Tucker (1949) treated 149
expectant syphilitic mothers with 0 6-5 0 million wmits of penicillin, some
with Mapharsen and bismuth 1n addition There were only two abortions
and one death—from sickle celled anemtr Of 146 live infants, 48 were
seroposttive at birth or during the first month of extra uterine life and
two were seropostttve for as long as 81-121 diys Also Thomas (1949)
stated that, of 450 syphilitic women treated with pemicillin during preg
nancy, only erght (24 per cent) produced syphilitic babies while the
pregnancies of eight others ended 1n drsasters not due to syphilis Shaffer
and Courville (1951) reported on an even larger series of 631 syphilitic
expectant mothers treated with pemcillin From these there resulted only
five living syphnlitic babies one syphilitic neonatal death and one still
birth A possible cause of the occasional failure 1s death of the feetus
resulting from a feetal or placental Herxheimer reaction One such case, in
which feetal movements ceased wathin 24 hours of the onset of treatment
was described by Bowen ef al (1943)

Other work includes that of Olansky and Beck (1947) who contrasted
the results of treatment with penucillin with those formerly obtatned with
intenstve arsenotherapy Of 74 gravid females treated on the 5 day inten
sive schedule the outcomes included one infant death from prematunty,
four stillbirths and three abortions Among 49 others treated with perucillin
and sem1 intensive arsenic there was one known stiltbirth and one known
abortion, and with 24 mothers treated with 24 mega umts of penicilin
alone there was one stillbirth and one abortion Wammock et al (1950)
noted an unsatisfactory outcome 1n 12 4 per cent of 5 596 ifants born to

o T nto [79
1lin, and

‘ =sults of
treating 300 syphilitic expectant mothers with pemicillin, arsenic and bis
muth There were only five abortions, ten stillbirths and ten deaths during
the first year of life Apart from 14 cases in which the outcome was
unknown, the 1ssue of the remamning 261 was satisfactory The danger of
treating pregnant women with neo arsphenamine, on account of encephal
s and other toxic neurological complications, was emphasized by
Sturmer and Peters (1951) Fifty two pregnancies 1n syphilitic mothers
treated with penicillin were observed by Ingraham et al (1948) There
were 46 apparently healthy children, three abortions, one miscarriage at
5 months, one stillbirth and one premature infant Tl:ls waf not con

PR - a -

Huuu 5 e g - .
roved to have congemital syphtls
1f the mother has already been treated for syphtlis prior to conception



TREATMENT OF CONGENITAL SYPHILIS 157

1tis the practice in many chnics to give a further course of penicillin for the
sake of the child during any pregnancies which may ensue during the next
S years, however satisfactory the clmical status Though such a use of a
2o toxic drug as penicillin 1s without obj m th

these it
Probably 15 not actualty necessary Goodwin and Farber (19.4.8) wnlcheq

femamder,

Tucker (19494) also deliberately withheld a second “msurance’ treat-
ment with pemeillin from 88 expectant mothers who had previously
teceved pemerilin for syphilis Although 30 of the mothers were still
semhplosmvt: at confinement only one of 111 offspring was proved to be
syphilitic

Further figures to 1llustrate that mothers previously treated for syphilis
do not necessarily require more p llin dunng subseq preg
here presented by Cole et al (1950), and by Goodwin (1950) In prac-
fiee, the grving of an add course of penicilin duning a )
bregnancy 1s regarded as a simple and harmless procedure which may
:}C‘C;\;lon:\lly prevent the mother from relapsing and thereby affecting the

1}

Tania o o Ve

* ~£ret —faats, born within

- *[, 1t was noted

owed the same

pattern as those 1n the mother but at approximately one third of

the latter The most favourable transfer took place when the child was

born 6-12 hours after mjection

Two syphilitic pregnant women, treated with chloramphemicol by

Robingon and Robinson (1951), were delivered of healthy babres

genera]
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(2) Treatment of early congemtal syphihs

The general aspects of the management of congenrtal syphilis were dis-
cussed by MacFarlane (1951) Thirty five cases of established congemital
syphils treated in Germany were described by Paul (1950) Of 286 cases
observed i Madrid by Pedraza and Amezaga (1950) there was a mortality
of approumately 25 per cent

The results of p Il t of mfantile 1 syphilis have
been most p gh the ded total dose continued
to rise before stabilizing 1n the region of 100,000-200,000 units per kg of
body weight Rose ef al (1946) reported 36 cases treated with doses of
11,000-75,000 umits per Ib 32 responded well although reagin remained
present in the blood for an average of 154 days in those receiving more
than 20,000 units per [b, and for 260 days m those recerving less than this
They recommended that at least 75,000 umts per Ib should be given 1
ahquot doses every 3 hours Plitou and his associates (1947} reporlcd
252 cases from five clmics treated with from 770 to 150,000 units per kg
given over from 7} to 15 days A satisfactory outcome was obtamed 1n 74
per cent but the authors concluded that a total dose of at least 100,000
wouts per kg an 120 doses at antesvals of 3 hours was necessary Barker
(1948) considered that 50,000 units of pemeillin G per Ib, given m 120
doses over 15 days, was an adequate treatment for a ctuld with early con-
genutal syphils Yampolsky and Heyman (1946) likewsse reported good
results 1n 32 cases treated

Rose ef al (1949) reported on 52 patients followed up for 2 years or
more after treatment with penicillin Forty-one were quite well but eight
others, although chimcally fit, still had positive serum tests From Canads,
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Morgan (1949) described the results of treating 54 infantile cases with
penscillin, or acetarsol, or both

Asmn the adult, 2 Herxhumer reaction may be encountered following
treatment with penicilba Pardo and Tucher (1949) noted febnle Herx
hemer reactions 1n 45 of 95 babies given this drug Of 16 children under
sixmonths of age treated with penicilin by Putkonen (1950, fifteen showed
a febnile Herxheimer reaction, whereas only 2 of 26 congenutal syphilitics
uader one year of age showed this phenomenon Fatalities do occur with
treatment bunheseusually result fromntercurrent disease, such as broncho
Pneumonia or gastro enfentis How far the aitiation of antt syphiliic
treatment 13 responsible for the contraction of these complaints n already
debilitated mfants 15 not known De Jong (1948) had one death from

PR ~

bronehmnna w -

2 wvavel, LUtlpared wilh 33  per cent 1n a control series treated with
arsenic and bismuth
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(3} Late congemtal syphilis

Yﬂmpolsky and Heyman (1946) after reporting good results in 32 cases of
catly congenital syphihis treated with penicillin, stated that 1n late con
genital syphlis there was Improvement 1n only one of mine cases of inter
stitral kerautis, and in none of three cases of Clutton’s joints, or 1n two of
ighth nerye deafress Platou and Komentans (1948), on the other hand,
treated 109 chuldren aged from two to thirteen years (81 of whom showed
:thc:\l 1805 and 36 per cent had abnormal spinal flinds) with penicillin in
03es up to 50000 umits per Ib given every 2-3 hours over 7-14 days
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Results which wese chimcally satisfactory were obtased in 81 6 per cent
Of 52 patients under stx years of age, 84 6 per cent became seronegative or
showed a declining serologreal titre, but over the age of six the figure was
only 58 7 per cent

Klauder (1947), 11 a lengthy paper, described the progress of 72 cases of
interstittal keratitis treated with pemerhn Results were never dramatic
and the treatment did not necessardy prevent a later securrence m the
other eye Nune cases of mterstitial keratinis treated with penicillin, with
fever by TAB vacaine n additton, were reported by Londen and
Noopn (1948), who were not too enthusistic about the results

Schese {1950) reposted smprovement of vision n all of six patients with
cotneal opacities due to past intersuiiaf keratitss, after corneal grafts had
been appied

Cortisone drops of a | 4 dilution of cortisone acetate were nstifed
hourly for ten days tn mune cases of mtersutial keratitts by Sunpson et ol
(1951) Peniciilin imjections were given a¢ the same ume, and all but one
showed unprovement Two cases, each treated with cortisone focally, were
reported by Horne (1951) and by Maddm and Danto (1951), and nine

P O T LT s haen

wnln nnnar w ars frants T bn Claddng

As an alternative to drops, cortisone may be used economucally by
subconyuncteval mjection

‘Woods (1951) considered that, «f cortisane was used before any necrosts
of the coraea had occusred, the results were good and mught be dramatc
Five carly and five late cases treated were reported by the same author
(195a) An encouraging report was made by Craneand McPherson(1951),
who used cortisane drops on 17 eyes of 11 patients Subjective velief was
noted in four days, and arrest 1n ten days m 16 of the 17 eyes There was
recurrence once 1n eght eyes and twice m two eyes, but all of these
responded to retreatment
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CHAPTER XII

THE TREPONEMATOSES
A, ENDEMIC SYPHILIS

ENDEMIC non-venereal syphilis has been known for years to exist in the
Balkans, and the World Health Orgamzation, 1 conjunction with the
Yugoslavian Government, has been conducting a mass treatment opera-

SN T .Y Saa

PRy N

been examined Guthe ef a/ (1952) stated that by the end of 1951 no less
than 941,563 persons had been examined of whom 91,988 had been
treated (See Table 10) The endemic syphilis of Bosma Herzegovina of
Yugoslavia was also constdered by Ostertag (1950), and 1t has formed
the subject of a spectal W H O monograph by Gnin (1952) who has been
actively concerned with the mass treatment work there (Fig 15)

Superinfection
Grin has noted that in areas where there are many gummatous lesions
the meidence of early nfections 1s high He believes that this combina-
tron mdicates the freshness of the focus and that many gummata anse
from superinfection n previously untreated latent cases

Gummata arise from allergy, etther from mternal or external trepone-
mata The theory that g arise from supeninfe has been dis-
cussed for years, especially by the French, but will gain more smpetus
from Grin s observations The same has been noted m yaws An infected
child will cause a primary lesion g d bl P
on the nipple of 1ts mother 1f she 1s previously uminfected If she has had
the disease herself for some years, a gummatous type of leston may occur
In other words the leston of supennfection 1s related to the stage of the
first wfection (Fig 21)

Proof of the theory should be forthcomtng from the venereal diseases
statistics of the Health Departments of the world There was a peak
incidence of early syphilis 1n many countries 1n the yenrs'l‘946‘and 1947‘,

since b:::m;e extremely low and therefore the chance of superinfection

has also been d! i} hed Thus, if this supermfe theory 15

true, one may expect no such rise in the incidence of gummata mn the
’ 162
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EARLY ORAL LESIONS

FIG 15—ENDEMIC syPriLIS
OF BOSNIA
(Dr E Gnn Yugostayia)

IS 16—Njovers oF
S0UTHERN RHODESIA




EARLY CONDYLO-
MATA LESIONS

FIG 17—VENERFAL
3 ,} A3 («. SYPHILIS IN UK

FIG I8-—REIL IN SYRIA
(Dr £ H Hudson USA)




FIG 19—YAWS OF UGANDA
(Dr C J Hackett London)

FIG 70-—NJOVERA OF ©nt1Trensr muanects



FIG 2]—DICHUCHWA OF BECHUANALAND ‘THROWBACK' INFECTION
(Dr J F Murray, South Africr)

Note that lesion 1s of a gummatous type The mother had
been treated one year previously with ten mjections of neo
arsphenamine for condylomats Thebaby hadactive dichuchwa
which preceded the breast lesion Sce Supzninfection, p 162
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i well ped while 1n those parts of the
world 1n which penicillin has not so far been used i massive amounts
the merdence should remam high

Another area 1n which World Health Orgamization actwity has been
considerable 1s Iraq Here begel, first described by Hudson as affecting the
Bedn ~A L £L 3 . @ a2 L Laamtha o haet af o tesoe panfa
n
W

ma v

“ 000 of these had been
77

)

the WH O operation
inTrag He considered that of the five million persons in the country one
million have had, have got or will have the disease In serological surveys
conducted mm the Amara area seropositivity rates of 37-81 per cent were
encountered Both Hudson and his successor, Csonka, rendered informa-
tive monthly reports to the World Health Orgamization Csonka (1952)
published a short descripuive article on bejel, and other papers, more
comprehensive, are expected (Figs 18, 26 28, 29)

Like the other treponematoses bejel is an endenuc extravenereal disease
of childhood caused by a spirochete indistingwishable from T' pallidum
The primary lesion 1s seldom seen, but Akraw: of Baghdad (1949) mocu.
lated ten human volunteers with 1nfected matter from bejel, of these,
eight persons developed prmary lesions although no fections were
tnduced 1n esght others suffering from general paresis Akraw (1952) also
Presented three cases of ‘throwback infection m bejel, in which (he
mata v B - ' e a via
arens,
These
wn;‘phcauons could have ansen however, from later attacks of venere )
syphilis

Rizk et a (1951), 1n camera lucida and dark field studies could find pey
difference between the spirochiete of bejel and the spirochate of syphulin
Rizk et al (19514) also described the successful intratesticular nnculatiny
and passage of the bejel treponeme 1n rabbits

That other conditions of a bejel Tike nature exist i other pyryy of the
world 1s also known Willcox (1949) described one such variety
t

P n parts of Rhodesta under the o
[N ' . M okaheal AFT g,

“ferdrrme
W njavera
. .

VUILL Ol BdLIL Siue



FRUGRESS 1IN VENEREOLOGY

References
5, 1 15:23

- NA.

J sener
S b e

Akraw, F (1949), B
Abes + T (1080 T

Dacument 83

YN “n

JHUNL 4 By U1
Oesaminn A0 ek 15 - Dare 133 16976
- . H, and Pipkin, A {1951}, dmer J

\ PR . - P

WION, I8 s, Laneed, 1, sos~01 )

Willcox, R R _(1951a), South African med J, 25, 501-4 (See also Handbook of
Tr;%x{c)ll Dermatology, edited by R D G Ph Simons (1952), Amsterdam,
b

B. YAWS
(1) Geographical
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Yaws 1a Brazil was consdered by Guimar®s (1950}, m Columba by
Vargas Cuéllar (1941), and in Ecuador by J A M A (1941) Pardo-Castello
{1939) deseribed 500 cases seen 1n Cuba, and yaws 1o Venezuela was con-
sidered by Vegas et al (1943) and by Itnagos and Medina (1949)

Rutter (1941) described yaws in 1the Western Solomon Isles In a survey
by Marples (1950), 1n Western Samoa, backed by the Medical Research
Council of New Zealand, 329 per cent of 1,346 children examined were
found to be suffering from this disease.

Yaws 1n the Bastar State of India was considered by Sen Gupta (1946),
in Formosa by Takahashi ef a/ (1940), and in Indonesia by Kodiat and
Tuwahaty (1939} (For other geagraphwal particulars, see Bangkok
Yaws Symposium, p 170}
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(2) Clinical (Fl’gs 19, 24, 25, 30)

{h‘ prunary leston of yaws was considered by Lopes (1945) and by

k’““‘d 1951y Secondary rashes were studied by Montel (1944) and the

8 ‘;n Iestons of Yaws by Hill et al (1951) Oral Iesions of yaws were con

Sidered by Hackety (1939) and foot yaws by Charters (1943), Motta (1951)
T . ~2T

a0d by JeN Ma nwt 1T f yaws was con
sic

' oatel (1949, 1950)
;;1 , between depig-
L;u::wu ané malnutnition was considered by Oomen (1952)
an .
as
Fl -
n IJ.:M were described by Smuth ( 1946) ’
rarey Gac and Mutet (1950) considered goundou, while two other even
Verny Supposed complications, namely ‘ghoul hand’ and lymphostatic
OWCosrx, Were reported by Jelliffe (1950 and 1951 respectively)
with a";g to the prevalence of yaws 1n 1es Of primitive persons
races ¥ standard of Ife, the disease 15 usually one of the darker-skinned
Katrne M“f"j}[ & white Amencan soldier was however auoted by
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Hackett, C J (1951), Bone Lestons of Yaws Oxford, Blackwell's Scientific
Publications, Ltd

Helfet, A. J (1931), J, Bone Jt Surg , 26, 672.
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Qomen, H A P C (1952), Proc Bangkok Yaws Symposum WHO, VD
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(3) Imvestigatory

The mterrelationship of syphilis, yaws and pinta was discussed by Hassel-
mann (1949, 1951), by Triana (1949) and by Weiss (1948) Gaps in the
present-day knowledge of yaws were considered by Hackett (1949) and
by Chambers (1950)

Supermoculation and remoculation with yaws were considered by
Guimar¥s (1946) Findlay and Willeox (1945) described 2 human exper-
ment whereby a person who had been treated for yaws by one of the

EReS [ . PP

of the syphilis-yaws g;oup were studied by McLeod and Turner (1946)
The differences noted were of degree and not of distincion Some resist-
ance to further experimental nfection with other members of the group
was noted by Turner et af (1947) 1n rabbuts which had been previously
mfected by T’ pallidum, T pertenue or T cumculi

Contranwise McLeod and Magnuson (1951) reported some tnteresting
cross immunity experiments 1n rabbits with infections of yaws and

syphilis of 7-10 months’ duration It was noted that ammalj f.nlc'd li

from three yaws and three pinta patients by Dillon and Cooper (ly40y
Flocculation and complement fixation tests 1n yaws were considered by
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De Aquno (1950) and quantitative tests 1n Brazil by Ribas and Tavates
(1550) Sepulveda and Tharra (1949) used quantitatrve tests on 100 cases
of yaws 1 the Philippines
‘The treponemal immobilization test has not so far helped 1n the differ
trliation of yaws from syphufis (Turner (1952)) The use of ths test in
yans was described by Khan et al (1951) In the experiments of McLeod
and Magnuson (1951) 1t was reported that there was a substantial amount
of mmobihzing antibody 1n the serum of rabbuts with yaws which were
not immuze to further experimental infections with syphilis
The wse of the phase contrast microscope to demonstrate 7' pertenue
Tlectron micro
were made by
Angulo et af
UH1 no differences 1 morphology and structure were noted apart from
the fack of flagelle on the yaws spirochaete—which finding was con
sidered probably to be an astefact Many years ago Blanchard quoted
by Hermans (1931) claimed to have scen with an ordinary microscope
g_-!gellm onT paihidum but an undulating membrane without flagellz on
Pertenue
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(4) Treatment
Pen cill n was

first used 1n the treatment of yaws by Findlay er al (1944)
on the Gold Coast since which tme a number of wrters have described
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the use of this anubotc, viz  Arredondo (1951), Hasselmann (19510),
Studenbord (1946), Tavares (1950), Guimar®s (1950, 1951) n Brazl,
Hill (1951) 1n Jamasca, Kivits (1951) in the Belgian Congo, and Rein
(1949) and Rein et al (1950) 1n Hapts

Yaws 15 completely curable with pemeilhin 1n the doses normally given
for syphilis, and pi pemcitinwith at (PAM)
can give not only a reasonable 1ndividual cure but an exceflent ‘public
health cure’ with an economucal singfe dose of { 2 mega units This pre-
paration has been tned 1n a number of single or few njection sched&ks

persons had been screened, of whom 57,598 were 1n an imfectious state
(Guthe and Reynolds (1951)) By the end of 1951 no less than 740,829
had been treated (Guthe e a/ (1952)) (See Table 10, p 17)

Rein (1949) assessed the results of the penicilin treatment of yaws m
Hatts after a period of 12 months The 1ntial healing of the lestons was
dramatic and 1n 93 per cent the serological response was deemed satis+
factory, but only 158 per cent had become seronegative Remn eof
(1950) presented more detatled results Four daily snjections of 600,000
untits of PAM were given to 450 patrents, 492 recerved the same dose
twice daily for two days, and 258 were given 300,000 unuts twice daily for
four days At the end of the year 787 of the 1,200 patients were re examined
Clinseal cure rates ranged from 94 to 98 per cent and serological improve-
ment from 907 to 944 per cent In the later mass treatments i Haity,
Lewitan et al (1952) reported not unsatisfactory results with a single dose of
600,000 units of P A M (gwven 1nto the arm for speed) It 15 thc(o;umon

- B Ce T L e b et <

e malg

" 1L N d
by WHO 1n Indonesia and in Thaland By the end of 1951 no less
than 1,112,236 persons had been examuined and 226,170 treated s
Indonessa, and 459,688 examimned and 80,968 treated 1n Tharland (Guthe
et al (1952)) (See Table 10) Facets of the Indonesian campaign have

been desenibed by Soetopo and Wasito (1952)

The oral antibiotics are effective 1 the treatment of yaws Ampofo
ks e -~ LIRS 1 na. v

anmndaey

series to 7 and complete or near plete ser 1 was noted in twd
patients who had been followed up for six months Hillef al (1951) treated
ten cases with 25 mg/kg of avreamyein daly for 14 d1ys At one yeat
six showed seroreversal and two others had a decliming titre Loughhn
et al (1951) also reported successful results with this drug on ten West
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Indian cases each gunen 10 g The effect of aureomycin on the yaws
ﬁ‘P;"Z;lsel;w as observed under the phase contrast microscope by Schaeffer
el o
Chloramphenicol, 1n doses of 10 5-210 ¢ given over a period of seven
5, was used on four Gold Coast chuldren with secondary yaws by
Ampofo and Findlay (19505) Rapid healing of the lestons was observed
but, a5 mught be expected, the serum reactions were still positive at six
weeke Chlmenme—t o ¢ . . . esults by Payne
proved equally
. Joseph (19513,
that these oral

vcuStreplom)cm is the least effective of the established antibiotics in
(I;Se;eal syphilis although it has some action (see p 16) GumarXs
), however, obtained rapid healing of secondary yaws lcsions with
dihydro streptomycin
m:'lrhm have also been some recent papers concernmng the older, now
llSEl rybdlscarded, methods of treatment Apted (1951) reported on the
alsoo wsmuth subsalicylate 1n Sterra Leone, and the use of bismuth was
y considered by Scherpenhuysen (1948) The use of arsenicals and
smuth was considered by Apted e al (1948), S T B, a trivalent arsenical,
aKdKl:vnts and Friedheim (1951), by Friedhetm (1949) and by Ferrewra
%0 into (1949), and & dertvative of acetarsone by Ferreira and Pinto
Yo ) The usc of chaulmoogra o1, a Iittle used drug mn the treatment of
S, was described by Montel et al (1950, 1950a, 1951)
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(5) First International Symposium on Yaws Control

In March, 1952, the World Health Orgamzation, jointly with The United
Nations Children’s Emcrgcncy Fund and the Thailand Government, held
the First International Yaws Symp, Bangkok Phy d
1n yaws, drawn from all over the world, attended and later took part 1n 2
field trip to North e1st Thailand to see the mass treatment teams in opera-
tion The papers presented at this mecting have been published by WH O,
Geneva, WH O, VD Document 104 They include

Ampofo, O, and Findlay, G M, ‘Prebminary Report on a Yaws Campaign mn
the Forest Region of the Gold Coast®

Bonne W M, Guthe T and Reynolds, F W, ‘The Role of the World Health
Organization i Yaws Control

A - T —-1e 1nto the
nnistrative
- . - N - L Yaws

Control’
Gutmarzs F N, *Yaws in Brazil' .
Hackett, C J, ‘The Extent and Nature of the Yaws Problem i Africa
Hackett, C J, ‘The Consolidation Phase of Yaws Control Experrences 1t

i

it
Hasselmann, C M, *‘Unknowns in Yaws’ .,
Hill, K R, *Non specific Factors 1n the Epidemiology of Yaws' .
HILK R, ‘Antibiotics other than Penciflin in the Treatment of Yaws’
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C. PINTA (Figs 23, 35)
The mere my 1942, were
Portant references, 177 1n number, up to the year 1942, w
Peeitedin 5 comprebenstve ITI’CdlCO-hlStO(lCal!IEVlBW by Holcomb (1942)
d;mm" (1943 published a review of the then recent wtiolagical and
“:’m stidies Other general articles were presented by Herrejon (1945)
o by Leon Blanco (1946) A comparative study of syphilss, yaws and
P pas made by Grau Triana (1949) 547, Gumards and
M Braz] wa: Costa (194 umards al
Rl tl was considered by Costa ( N SOt e
1 Ecuador, Lince
- 13 3 per cent of
S here positive and 59 per cent were doubtful Statistcs of “fe .-
;‘:mmcc of piata 1n Ecuador gweere given by JAMA (1951 Puta in-*
10 Rico was desenibed by Carrion et al (1941); 1n Mexico by Pequena
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(1947), and 1n Venezuela by Rosst and Iriarte (1939, 1943) and by Inarte
(1940) Allen and Goodale (1946) described pinta-like lestons among the
natives of Guam, and pista 1n the Virgin Istands was reported by Fox
(1939)

The transmussion of T caratewm to the rabbit was described from Cuba
by Léon Blanco and Oterza (1945) The results of expersmental inocula
tions of infected matenal nto human volunteers, whereby primary lesions
were produced 1n the recip were dered by Leon Blanco (1948)
Remnfection after cure was found to be possible, although superinfection
1n cases of late pint1 could not be produced expetimentally The primary
lesion of pinta was reported by Leon Blanco and Laosa (1947), and the
primary experimental lesion m Cuba by Oteiza (1945, 1949), and by
Padilha Gongalves (19494) Experimental transmussion was also con
sidered by Padilha Gongalves (1946) and Leon Blanco (1946) Gongalves
attempted experimentally to infect nine subjects suffering from yaws Two
developed characteristic lesions of pinta at the site of moculation but the
seven others were unaffected It proved easter to produce experimental
Iesionsin healthy subjects, thusind g a partial degree of
Experimental lesions were cured by vanadwm salts The possibility of
1nsect vectors was well discussed mn the review by Holcomb (1942) which
mcluded a reference to Leon Blanco (1941) who fed Muscas lippelates
on serum contaiming I' caratewn nd successfully transmutted the disease
to a volunteer

Varela and Avila (1947) from Mexico, depicted the skin lestons of pinta
on diagramatic maps, and stated that resolution of the lesions was only
partral when the patients were treated with Mapharsen

The most hopeful drug for mass treatment 15 undoubtedly penicilln
Rein et al (1951) reported 665 Mexican cases of pinta treated with procain®
peniciihin with al ate Of these, 350 were followed Up
for up to two years and the results were excellent Single snjections of
1 2 mega units proved sufficient for a mass campaign

Olarte (1949) considered the treatment of pinta with aureomyein, and
Olarte and Varela (1948) used streptomyem
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D. TREPONEMATOSIS CONTROL

nd today, with a high standard of life enjoyed by one fifth
and a low standard of life by four fifths we must inevitablv

As matgers sy
of the world,
rname

“van ¢linet by

‘ecad;
and
o

os ¢ y evolution or by design, but 1n esther event has taken
n:ro assume its present form Treatment 1s based on the mdividual,
"2reas (fike the U S A ) where the venereal discase control orgamiza
he individual with
1en the numbers of
[ N finding but when
0":"‘:1':'5 possible to give them the best avarlable ceatment.
diseasey a:&omnuca!ly undeveloped areas, on the other hand, venereal
Matoses n: commen, 1n some places commonplace In addition trepone
Refined m, °;d‘"“0 syphilis, yaws or pinta may affect tens of thousands
MMlempts ethods of control, with tracing of indwidual contacts and
Dar-g...-a} Qierpcel 1 tmantmen 4 <8 T £ 1 Y <

o m;:“"y other tormidable compantons as rvals, often superior nivals,
reponemal diseases 1n the disease pattern of the countries coneerned

L
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Only a fraction of the natronal health budgets can be devoted to the
spirochete Thus treponemal disease control mn these areas 1s a matter
of rough case finding by serum test and rapid cliierl examunation, or
by none at all when whole populations are treated Treatment has to be

IATOSIS DIVISION OF

WORLD HEALTH ORGANIZATION
(Map prepared by World Health Organt ation Geneva)

¥IG 22—ACTIVITIES OF VENERFAL DISEASES AND TREPONEM,

cheap and reasonably effective, aimed more at reducing the common

reservoir of infection than at curing any one individual s
Although treponemal diseases Iike yaws, pita and endcmﬁ s)lrp 'l

are not venereal, their causative organisms are, if not sdentical, closely
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related to T paliidum and they alt respond to the same methods of freat-
ment Fa the global activities of the Wosld Health Organization against
the treponematoses (Fig 223 st 45 munly the syphlologists who have
been enhsted to direct the eampaigas From henceforth, therefore, these
disorders must be included sn any treatise of venerealogy

A more compreh P of the trep I diseases has been
taken by 3 number of waters 1ncludimg Hudson (1946, 1946a), Hermans

(1950, 1950a), Willcox (1950), Guthe and Reynolds (1951} and Reygolds
and Guthe (3951)

The methods used 1o the d of ¥

g Je prog were
copsidered by Reynolds et o (1951) The vanaus stages of a campmgn
ere dered to be (1) O and p y analysis of the
problem, (2) Devel, a hodology, (3) D Suney

f
and Tramsng phase, (4) Expansion phase (the mass treatment campage,
{5) Consobidation phase These phases have a conmderable depree of vver-
fap and throughout there ss a gradual shuft of responssbibity from the
fiding organtzauon to the local governments who finally must accept the
full Yoad.

Guthe er ol (1952) considered these matters further, and powted out
that 1t was essental that the PAM prep wuth (he econormenl
dosage used m these campmigns Most be up to standard, vonstant vigd
ance being necessary to ensure that the standard was mantaned This
matter has been clanfied by the mtroduction of specifications by W HO
for P AM preparations used by them These specsfications are now listed
w the International Pharmacopeera Ultinacely the new dramine pemcathe,
Bialbin, or others Like 1t vall enjoy p ust W fass
campaigns By ensunag an extremely prolonged serum level it will enable
population groups to be ‘simultancously treated wathout those 5o far
unireated temfecting those already treated

The establishment of primiagy control or paot areas, aided by first-class
laboratory facilities, 15 conswdered essential, so that the lessons learnt
1here can be apphed i an fined manner to the a5 1 whole
It 15 also considered necessary to have as full a coverage of the population
a3 13 posstble and to treat also the appacently umnfected contacts, lest
those persons, who may be tncubating the disease on the octaston of the
Brst vasst, would fater reactsvate the miechion sn the area (Fig 32)

What constitutes a contact has yet to be fully defined Seme consider it
o be the other members of the famly m the hut or rondavel others the
total population of the willage May be 2s 2 compromuse sf all persons
under sixteen yeass of age were tretted in the ifected areas, thus medsyre

e s The [

wauld stil be with D
dusgases are, after alt, pamasly diseases of chuldhood

hiass treatment alone, however, isnotenough The imuial gams obtamed
by the mass bridgehead have 10 be hd: by repeated
Tusther wvisits 1o the area at mienals of 6-12 months These measures
ultumately hase to be undertaken by the Jocal health admusistsations, and




176 PROGRESS IN VENEREOLOGY

1t implies, thercfore, the estabhishment of permanent treatment facilities
m the area

The treponemntoses are diseases of the bush and jungle, and are only
found on a large scale at the *end of the road’ With the opening up of an
area they tend to disappear (being replaced by venereal syphulis) even
without mass treatment schemes In many respects treponematosis control

Tt ALY e Fecerae, Tevie B
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FIG 32 —MASS TREATMENT CAMPAIGNS VALUE OF TREATING CONTACTS

. '
(Courtesy Venereal Diseases Division World Heolth Drganization)

1s like the control of a garden The treponemal weeds are killed in farge
numbers with penicillin, but unless periodic atiempts are made to remove
the seedlings, the area will soon become over run agun If, after the imual
clearing, subsequent revisits are regular and thorough, the disease may
be kept down The permanent facihtses established in the cleared arca
will then be available for other endemic diseases as well
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TABLE 10

PERSONS EXAMINED AND TREATED UP TO DECEMBER 1952 IN THE
SIX MAJOR WHO /UNICEF —ASSISTED PROGRAMMES

Programme No Examined No Treated l
a1t1 (yaws) 2270051 2270051
Indonesia (yaws) 3529831 533 587
Thaland (yaws) 1679342 216 047
Phit ppines (yaws) 415 000 24000
Yugoslavia (endemuc syphilis) 1472402 90,235
Trag (begel) 88299 30100

Totals 9454925 3164020 '




CHAPTER XIII

VENEREAL DISEASE CONTROL
A. GENERAL AND HISTORICAL

It 15 understandable, smce the threat of war has not yet been dispelled,
and there 1s danger of further venereological demobilization at a time
when all of the control machinery may still be required sn full, that some
venereologists should stress the contmued public health importance of

these disorders
Thus Katchen (1951) estimated that there are still 50 million cases of
SN . 1 aa Wt

tn these schemes, of which one muilion had beea treated with pemiciikin
Aufranc (1951) stated that, 1n the US A 1n 1949, syphibs infected
150,000 persons (80,000 of whom were unaware of 1t), sent 6,000 to mental
nstitutions, entered the blood stream before birth of 14,000 chuldren and
killed a total of 13,000 people It was estimated that over four million
persons 1 the US A would have shown a positive serum test Drolet
(1951) reported that m 1945 there were 22,690 cases of syphtlis and 18,000
cases of gonorrheea i New York City In 1949 there were 20,489 cases of
An ann PN

v London, n

for nearly

he venereal

- - - @ 11w APk andanna Afanhle
Iskrant et al (1948, 1951)

' 2t 1~ -<he venereo-

an (Moore,
encreologist

were also made by Lees (1950) The same author (1939} considered the
question of teaching venereology to medical stEchnts e lewer

18
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author (1951) considered venereal disease 1n relation to the Reports of the
Poor Law Commussioners 1934-50 The treatment of the venereal diseases
Y . Al o

- [

a ntan Af Qamuasl Canner 7

of Jonathan Hutchinson were considered by McKusick (1952)
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B. SOCIAL ASPECTS

Social aspects of the causation of venereal diseases were considered by
Sutherland (1950) and by Willcox (1950) The relation of prevalence of
syphilis to structure of the commumnity was considered by Warner ez af
(1951), and the social aspects of vencreal disease in Singapore were
reviewed by Ram (1950)

cte o it

Thus would lead to an 1ncrease rather than a decrease 1n the ncidence of
the venereal diseases He felt that the first aim, both from moral and
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medical standpoints, should be to hmut promiscuity, as even the most

efficient contact tracing methods which are theoretically possible could
never hope to reveal all of the foc: of infection.

. . '
s N N
disease in the African 1n Southern Rhodesia were stated by Willcox (19492)
(Table 11)
TABLE 11
SOCIAL ASFECTS OF VENEREAL DISEASE IN THE AFRICAN

{Based on mterviews of 100 African soldiers without venereal discase, and at Ieast 100
Africans with venereal disease, in Southern Rhodesia)

Non-Venereal ! Venereal
Average age (years) 243 242
Martied 200 i 244
Wives outside Southern Rhodesia 200 375
Those with children 320 1 145
Been to school 820 r 380
Speak English 610 230
Read and write 810 500
Two attacks of VD 80 J 350
Payment given for last intercourse 260 $70
Could locate last consort 20 1 150

- . [ Y SR

The psychiateie aspects of venereal diseases were discussed by Pahmer
PR St RN

~ T nean a hioh

(1949) studied pattents having repeated 1nfections with gontorrheea and
found that their wtelttgence was subnormal Venerophobia in the male was
considered by Rogerson (1951) .

Homosexuality relating to the venercal discases was considered by
MacDonald (1949) aad also by Kanee and Hunt (1951) The higher inci-
dence of venereal diseases 1n the upcsrcumersed was emphasized by Hand
(1949) Venereal diseases as a cause of wfertility were constdered by Boyd
(1949)
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C. VENEREAL DISEASES CONTROL IN VARIOUS PARTS
OF THE WORLD

M USA.

Control measures have been most tntense 1n the US A They were the
subject of study of a special comnusston of the World Health Orgamzation
and a detarfed report was made (W H O, 1950) American methods were
1nspected and summarized 1o three articles by Willcox (1946, 1949, 1951)
The cost of venereal disease control in the U S A was considered by Clark
and Carroil (1950)

Case finding

Progress in contact mvestigation was outlined by Stuart (1951) The most
mportant arm of venereal disease control 1s case finding, and of casc
€nd ne

nmbrar bero

investigation In females, however, contact tracing was responsible for
NLpax et of the cases C&}umi The samr anthans (49490 repamtd: it
N PR e A
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Spoto and Iskrant (1949) reported on the results of contact tracing 1n
syphilss i erght areas, and the results in 15 areas for the years 1944-1948
Wl a alen haan o Wl chad (Qear ot ne (04N Tha o mbap of contacts

* the numbers

1ndex) from

ults (brought

early syphilis

brought to treatment with syphilttic lesions (leston to leston tndex) from
006t0 019

The nterviewing of contacts of syphilitic patients was considered by
Sparks et al {1951} The use of a special form for the conventent descrip
tion and tabulation of contacts was described by Fiumara (1949) The use
of multiple-copy forms in contact tracing was considered by Eisenberg
et al (1949) Inthe US A every effort 1s made to trace contacts Steiger
and Taylor (1947) reported the successful locatton of one woman, when
the only fact known was that she had a five year old chuld m hosputal with
a broken leg

The réle of the rural nurse 1n veneretl diseases control, of which there
are 7,000 mn the US A, was considered by Buck (1947) Case finding by
the public health nurse was considered by Bulla er af (1951) Trautmin
and Giacomo (1949) considered the integration of public health nurses into
the staff of a Marine Hospital

Baker et al (1948) adopted an unusual contact tracing measure mn
Chucago for gonorrheea They refused to give any treatment to the infected
patrent until he had tried to bring in his contacts Of 244 patients so
instructed 143 returned with their partners, the contacts of nine were verified
as already under treatment, 34 returned to report failure and 32 others
obtamed additional information of use to the field workers Twenty stx
patients did not come back, but 14 of these were recaptured as a result of
field work Only six were definitely known to have deserted the clinic for
the private physician

Another method tried m Chicago was to notify the contacts of infectious
PR,

T afeand an 1841 talagrame Raner of al

sexual contacts but towards other members of the same social circles as
the infected patients Thus other members of bottle or brothel parties
at which the patents had contracted therr tnfections, and even merely
promiscuous acquaintances, were all brought 1n and tested }'{mhaArdsc'n
and Council {1947) reported that « -
no less than 822, or 22 6 per ce:n

- e R
!
| ding 1s the mass serum

testing of selected groups
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Mass blood testing 1n Georgia was described by Bowdoin (1948) Gray

et al (1943) reported on a th survey n the N PP Dc!ta m
hich 399 plantations were surveyed, and 6,438 persons were chm&ally
PRV S T ARl L anea e £ ad e teye

. ad

. 2re

. ere

e . . . * me

penod Lamb et al (1947) reported that 7,777 patients were examined
and 359 previously unk yphilitic & were revealed.

The majority of States now nsist on premarital and prenatal serum
tests for syphulis The finding of a positive blood test, however, does not
necessarily mean that the patient 1s brought to treatment Plotke et al
(1950), in Chicago, found that a letter sent to patients found to have
positive blood tests secured only 32 per cent A visit by a social worker
secured 49 per cent but, if both methods were employed, 62 per cent were
secured

Contact tracing 15 expensive Crowley and Tucker (1947) calculated
that st cost two dollars per person to bring 11 1,111 contacts, but the cost
proved to be 525 dollars for each person found to be infected The jewel
of contact tracing—the primary or secondary syphilitic—however, each
cost 6393 dollars to secure The orgamzation of venereal diseases cam-

PER P PRIV IO

10 a control county where no such project was in force tlfcy ‘decreased by
40 per cent

Many cases of venereal disease are treated by the pnivate physician,
Heller (1947) esimated the number at 50 per cent Often the contacts of
these cases are not properly secured as the physictans may send 11 no
morbidity report

At Lousville, Kentucky, Lamb e al (1947) reported that free pemailiin
was offered to practitionets over a 45-day pertod on the condition that the
frcan ¢ mem —mnte o1 PR, e — e

previous year.

Turner (1950) described methods of arousing the practiioners’ tnterest
1n reporting cases Sklar and Schuman (1949) devised a2 method of stumu-
Tating private physicians by following up the posttive blood tests obtained
i the public health laboratories At Topeka, Kansas, all positive blood

P

o
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Bcelnlmn {1947) reported that 146 proved to have primary or secondary
syphilts

Case holding
Wiath the ntroduction of rapid treatment methods with pemcdiin most

. L
It remans, however, important to the mdividual of cute 1s to be fully

Assured
Of 103 cases of syphilis treated by private practitioners i Vermont
Aiken (1949) reported that only 2 1 per ceat farled to complete adeqnate
treatment Even so the shorter the schedule the greater the number that
complete it In Delaware the results of six, seven, eight and ten day
. EYZ e o o q

the other hand 1n Colorado, Sorenson and Shannon (1949) reported that
nne out of ten patients completed a 20-day schedule

Ustlion and Lugar (1951) emphasized 1he necessity for efficient case
holding n research studies They reported that of 1,538 sclected patients
treated for syphilis no less than 89 6 per cent were sull under observation
at an average of 37 7 post treatment months

Propaganda and education

The value of education as a case finding medium was considered
detasl by Morse and Iskeant (1951) The 1atent of the American Venereal
Diseases Association which grew from the American Newsseriin Society,
was proclasmed by Barnes (1949)

Many novel methods of VD propaganda are used in the US A, from
the book match and brochure to the disc jockey and dingible Education
methods mn Nebraska employing moving pretures and4 gramophone

BN St

1t 15 difficult to assess how far such methods are successtul sor it
results almost defy analysis A study was monde by Wright o2 ol (1950)
Nosth Carolinz of gonorrhea cases 1t Negro veterans (ex service men}
and Negro cwvilians to see whether there was any sigmiicant difference 1
the two groups as to the duration of the discharges before the pauen}is
reported (o hospital It was suggested that the ex scrvice group sought
treatment the earhier as a result of education acquured 1n the Army

‘Amenca dffess from European countries in that it has a Jarge Negre
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most from pamphlets or papers, 06 per cent only from the radio while
40 per cent learned most from motion pictures exhibited 1n the venereal
diseases clinics

How far case finding have th hes been ful m
reducing the common pool of infectiousness 1t 1s difficult to say Certamly
US4 caser 1961 1942 1943 1946 1943 1946 1947 1943 1949 1950 1951

UK catet
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e || /I oo
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FIG 33—POST WAR DECLINE IN INCIDENCE OF SYPHILIS TOTAL SYPHILIS
IN CONTINENTAL USA AND ENGLAND AND WALES

0

FIGURES FROM WHICH GRAPH IS COMPILED

usa UK usa UK USA Ux
1941 477841 12762 1945 356315 16642 1949 288769 13699
1942 4712245 15071 1946 360918 23878 1950 231 $67 10967

1943 563920 16750 1947 373296 20137 1951 198 640 8432
1944 458199 15918 1948 333141 17,129
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the death rate from mainly late syphilis has declined from 15-16 per

100,000 popula‘son m 1933~1939 to 70 per 100,000 in 1950 (Wright, 1952)

Heeren er al, (1950), speaking of North Carolna, felt that case findiag

measures had not so far succeeded, as there was no apprectable lessening

mn the numbers of posttive results in the prenatal and premarital blood
t

'

methods are voluntary, and often lmited to the use of the contact slip
(Fig 33) Certainly by compartson with the huge American contact tracing
plant the British machery 1s puny It is ikely that the decltne 1n incdence
15 due to the use of penicillin for other diseases Penicillin given for gonor-
rheea, pemicillin given for a sore throat, penicillin given for a septic finger
will, 1n some people, abort a developing syphilitic infection without the
patients ever being aware of it It may well be that the general practitioner,
with hts mass use of pemicillin, has quite unwattingly played the major part
1n syphulis control
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(2) Europe

Venereal diseases post war German) were considered by Guthe (1949)
and by Harding (1950) With the setting up of venereat diseases hospitals
nthe US zane of Germany, De Forest (1950) reported 2 dechine 1n
Meidence of from 30 per 10,000 1n 1946 to 11 2 per 10,000 :n 1949, while
the Bgures for gonorrhesa 1 the same years were 90 and 23 per 10,000
- ‘ dat @ ] aed 108M

France by Durel (1951)

Volosceanu {1948} reported the results of mass serum tesing m two
districts of Rumana Tn two large groups of 101,690 and 119,844 persons
Tespectively there were 4 06 and 4 26 per cent of positeve results This 1s
ten times the annual meidence of syphilis in the Bitish Navy (4 06 per
1000 1n 1948) as reported by Belcher (1949) The contemporary male
defaulter w Britam was considered by Horne (1950)



£ PROGRESS IN VENEREOLOGY

References
Beckjord, P R {1950), Al Surg, 107, 190-8
Belcher, H X, (1949), J Roy nav med Serv, 35, 280-92
De Forest W R (1950}, Amer J publ HIth, 48, 1073-6
Durel, P {1951), Brr J sener Dux, 27, 75-89
QGuthe, T (1949}, Epdenological and Vital Statisties Rep , WH 0, 2, 2-15
Hardwng, W G {1950), Med Officer, 83, 55-7
Horne, G G (1950} Brit J vener Dus, 26, 161-71
Nazarro, P (1950), Ann samt publ , Rome, 11, 951-81
Puthonen, T {(1951), Bull World Hizh Org. 4, 321-9
Volosceanu 1 (1948) Rev Stunteloy Med , Buchatest, 37, 660-83
Wilicox, R R (1951), Urof cutan Rev, 35, 27-37

€3) Africa (see also Nevrosyphilis, p 138)

Guthe (1949) reported on venereal diseases m Ethiopa  Soto (1949)
described a venereal diseases campargn in Moroceo

O’Malley and Wilson (1949) performed a serologiea? survey on 1,000
natnes reporting from their tribes for work 1 Cape Town Some 7 4 per
cent of posttive and 3 § per cent of doubtful tests werg recarded Willcox
(1949), with the help of 2 mobile laboratory, spent six months sn conduct»
g 2 venereal diseases survey of the African in Southern Rhodesia Facts
relatiag to the incidence of syphihis, gonortheea, soft sore, lymphogranu-
loma and 1 le, together with a consideration of
local habits and condstions, were reported The same author {1950)
related an unusual event 1n contact tracing when a polygamous husbind
brought 28 of hus farmly 10 the chme by bus (Fig 34)

McKay (1950) undertook a fiefd sunvey amongst the Masat of Kenya
Wenereal diseases m the British Colonies were considered by Rae (1951),
McElhgott (3951) and Lees (1951} Gonosthea mn West Afnica was con-
sidered by Clarke (1951), and venereal disease sa Briush West Africa by
Witlcax (1946}
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{4) Others

es to control medsures n yaws, pinta and endemic syphilis are

Rdsznc 4 under Trep {Chapter XII) Wor!d‘smusucs.of the
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numbers of cases {where known), and the deaths registered as duc to
syphilis, have been comprled by the World Health Orgamzation (WH O,
1952)

1n the Ghund area of the Himachal Province, Jndia This was a high
prevalence area for only 22 6 per cent of 354 fambies exammned had no
member with syphilis The communty was treated, for reasons of economy,
with onty 300,000 units of P AM “for each person This measure was
considered to have reduced the reservoir of infection

An account of the spread of venereal syphulis m a Greenfand commumty
Of 1T mpmala = = am b wp LTy

™79, 1950) In five
me had 1ntercourse
‘:l‘h . . >reourse with 14
o~ - .
wfe

rhe

References
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Cutler '
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D PROPHYLAXIS (seepp 23 aud 108)

Compulsory treatment of mfected women 1 Batavia led to a marked
ll:lhal fall i the venereal diseases rate in soldiery, although this was not

{1949y * N

Mazh

y (1947) the G la project on a ‘relatively fixed
population’ 1nd indscated that certain experiments were to be undertaken
n the prophylaxis of gonorrheea and syphilis The results of this have
1ot yet been fully published

Eagle e af (1947) showed that the amrde substituted phenyl arsenrdes
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that 1t gave full protectron against expersmental sy{:hthf of the rabbit

A somewhat controversial subject 1s the prophylaxis of the venercal
diseases by chemotherapy, or more correctly by “‘abortive treatment’

In Mevico mn 1949 a prophylactic campargn was commenced by giving
300,000 umts of pemiciiin G 1n oil to all who were venereally suspect
Gooden (1950) reported a derable decline i mncid amongst the
personnel of a focal naval garrison as a result

Eagle et al (1948, 1949) dwvided 350 naval personnel mnto two groups,
half acted as controls and the remmnder received oral pemetllin immedi-

o Foer FeRr - Y= s % there were

1,000 shore

- * 300) mn those

recerving 100,000 units of penicilhin 1n a buffered tablet The dose was then

incrensed to 250,000 units and 1o the next eight weeks there was only one
. " PR R .

. -
. ’

'

gwven earhier Experiments in prophylaxis with oral penicillin have also
been performed on British Service personnel overseas The full publication
of results 1s awaited with interest No papers have yet appeared concerning
the results of prophylaxts with the oral antibiotics but there 15 every |
reason to believe that they are equally successful .

s . a

disease than the k;rgcr numbers who do not
Medically too there 1s the fear of incompletely cured gonorrheea and

masked syphihs The aphorism ‘Drgnosis precedes treatment’ 1s often
2 - + - T a 1 mn 4hns shaem w1 e

1

) . . 1
’ €4 4 ~mmeme k- the normal period of observation, 1¢
pertod or farrly quickly shows isell

t or urethral
The prophylaxis of venereal disease by condom, ointmen|

lmgahgn has been practised for years The suppression of a disease by
aboartive treatment was accepted for ds as necessary for the prtvclr‘x
tion of malana m war-time, so no new medical principle 15 nvolved The
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- ~en tLaly to be sustuned mdefinitely, for
+ usc & condom he can be advised

Although its use for troops stationed overseas may be hmited by expense,
1t felt that the chemoprophylaxss of venereal disease will ultimately be
widely used by individuals when the nsks that have been taken justify at,
and especially when there are possibilitres of transferring disease further
without 1t (¢ g for married men after a regretted episode)

The alternative 15 the observing of the anxious patient for a period of
three months, duning which time repeated serum tests are performed
‘While many may feel that any anxety present 1s not the fault of the doctor,
all will agree that few patients actually complete the prcscnbed three
— a2 L Teooar S 3 ks

annt mrannet an Af

The drugs which are effective, however, can in Great Britam only be
obtained by means of a prescription from a docter The writing of such
prescriptions 1n advance before promuscuous intercourse would be
ptable to most phy
Yol 4

abortive treatment 1s
Ll e

RS S N UM T D e

this substance, 1t 1s a matter for speculation as to whether the hnuts of
technical effectiveness of repository pemicillins have yet been reached
Perhaps, one day, a permanent antibjotic umbrella against the accidents
of venery may be ensured by just a handful of injections each year
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