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CHAPTER I
IRTRODUCTION

Climatic bubo, long recogrized im the tropical coumtries,
and lymphograsulemstose inguirale subaigue, described by Durand,
Hicoles, and Fevre of Lyomn im 1913, nmow more commonly known &8
lymphogranuloma inguinale or as lymphopathia venereum, have been
demonstrated o be a single entity., The first and the latter
group of designetions now merely servimg to imdicate in a rough
way, the part of the world where the infection was acquired.
Clirically and pathologicelly, they are identiecal, their etiology
is the same; they are due to am infectiorn with an ultra-micro-
scopic, filterable virus,

Still more recently, the series of ecomditions, hereto-
fore described under various terms, but which may eppropriately
be designated as esthiomene and elephantiasis vulvae, elephan-
tiasis penis et scroti, certaia types of inflammatory rectal
stricture, combinétien of whieh are commorly Peferred to aa
genito-ano-rectal sysdrome, and lastly, extregenitsl cases,
have been showa to possess the same pathogeny, & similar hist-
ological picture and to yield the same virus, & virus usuelly
communicated venereaslly., Further, it has been shown that this
series of corditions may be associated with the imguimal adeno~

pathy of elimatie bubo or lymphograasuloma inguinele,




A1) these corditions ers manifestations of a simgle
diseage and as such, they deserve snd demand the notice, not
only of the tropical specialist and the vemerealogist, but al-
80 of the dermatologist, the proctologist and the gymecologist
as waell &s the public health officer.

In the preparatiom of this psper, am attempt has been
made to elarify, as much as possible, the present status of the
kunowledge of this disease, which seemingly is vaguely umderstood
by most physicisnas, but which is showz not to be so rare and
presenting a problem im tresthmemt whem it is encounmtered.

DEFINITION AND NOMENCLATURE

Lymphopethia venereum is a specific, subscute or
chronic, fairly well localized, imfectious disease of the
lymphatic system, caused by & filterable virus, usually
communicated venersally and affecting the regiomal lymph
rodes with abscess formatiom and fibrosis and 1s characterized in
many cases by a tramsitory primery lesion followed by gradusl
destruction of the affected lymph glends, with or without
gsinus formation or sometimes resulting in elephantiases,
uleeration and fibrosis of the involved regiom, occasionally
manifested as a rectal stricture.

If the term ¥znersal is applied strictly to a dissase
which is commumnicated by illicit sexusl relationm, them the term
is not correctly used by most suthorea. Furthermore, since this

_term is gemerally applied to diseasss which are usually transmitted
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by sexual contact, the use could mot practically be limited to a
disease which is transmitted im mo other way, as no disecase can
be confined to such iron-clad limitatioms, if it is to be comsidecred
a3 an etiologiec emntity.

Lymphopathia venrereum has been celled by many authors
"The Fourth Vemeresl Disease", implying that syphilis, gonorrhsa
and chaneroid coéstitut@ the other three, Stannus (40) says
"If to syphilis, gennrrhea and ulcus molle, be added 'The Fourth
Venereal Discase' of some imerican writers (the genital infection
with Vincents' organism) and granuloma inguinale, them im the
disease under consideration, ome has a sixth venereal disease,"
If lymphopathia venereum referred to by number, certainly the
logic of Stennus' argument should be carried out.

The name "Lymphopathies Venereun” was suggesied by dolf
and Sulzberger (54) who poimted out that besides the condition
deseribéd by Nicolas, Favre and Durend, this desigmetion will
include those cases of esthiomens, genito~ano-reetal syndrome,
elephantiasis of the peris amd &crotum as well as stricture of
the rectum.

Mery authors, om writing on this conditiom, have
originated their owm terms for ths disesse, The following are
terms found im the literature whieh have been applied to the
disease: Durand-Nicolas~-Favre disease; lymphograsmulome inguinsle;
fourth venersal disease; tropicel bubo; climetie bubo; non-~

venersal bubeo; strumous buboes of the groin; lymphogranulomatoser




Feliz,

éehanker; venerisches ademogenes Geschivur; nom-tubsreulous
gremulomatous lymphadenitis; lympho-sdemopathia imguinoeruralis
epidemica; lymphogranulomatose inguimale aigue cutamee l'origine
genitale and paraderitis imguinelis acuta,

Since "climatie bubo" and "lymphogresulome imguinele®”
are the terms used by the large majority of esuthors, especially
American authors, these two mames are used ir this paper, more
in the effort %o presarve the individuality of a given authors
report than to support the use of the terms.

This writing ardently supports the name introduced by
Wolf and Sulzberger above, by virtue of the srgument they pro-
pose, and encourage a more widespread adoption of the term for

those reasons,
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CHAPTER II
HISTORY

The occurrence of lymphopathia vemereum previous to its
description as & c¢linical anbtity, is rather strongly indicated
in writings by various obaervers back over an indefinite period
of time., Deacriptions of disease conditions by early writers
in many ceses are sufficiently characteristic to warrant sus-
picion that this disease was observed by many of these writers
though these were essentially on clinical evidence, before
laboratory facilities were availabls.

kccording to Zakom (55) and Ebffman (27), Hellerstrom
found descriptioms of indolent buboes among the writings of the
early Gresks and Romans, and Gelsn clessified bubees and called
the subchronic adenitis of the groim "strumous bubeos® A4Also,
Celsus found these strumous buboes hard to treat. Salicetti
and Angelana im the thirteemth and fourteemnth centuries, pointed
out the cesusal conmection between venereal lesions and inguinmal
buboces and the term bubo began thereafter to be more and more
employed as exclusively for venersal conditions. In 1786, Jehm
Hunter, cited by Cormia (10) and Zakom (55), though he brought
chaos into venereology by comfounding gomrorrhea and syphilis,
8till emphasized the distimctiom between venereal and mon-vemersal
buboes.

Bloom (4) states thet according to Hellerstrom, the des~




eription of scme buboes given by Greek, Homan and Arabisn phy-
sicians coincides with the climical picture of lymphogranuloma
inguinale, Ricard, in 1838, cited by Zakon (55), considered

the strumous bubo &g a symptom of serofulous or jubereulous
dyscrasia of the bloods In 1852, a French Surgeon, Chassaignac,
ecited by Bloom (4), deseribed this condition as a discase entity.

Cormia (10) &nd Stannus (40) in their review of the lit-
erature, mention Trousseau (1865) as being the first to accurat-
ely describe the disease noWw kmown &s lymphogranuloma inguinale.
Cole (9) quotes from this French Clinician as follows:

"L must not forget to say a few words about a lymph node
infeetion which 1 have often observed im young Creoles, and more
particularly in the Crecles of Réunion and Meurice., In adoles-
ea#ca, and more in the boys, we sea the superficial and dsep nodes
in the groin swell up on one or both sides, Symptoms of the dis-
ease come on in cycles lasting ome, two or three months, and sep-
erated by intervals, it msy be, of several months. Then comes &
violent paroxysm and the nodes suppurate. In certain of the caszes
the suppuration extends to ssveral of the nodes or to the entire
mess, The patient is thus bedridden for a long time and the sup~
puratiorn may last for a year. In most of the ceses the disease
comes in the virile years.”

Cole (9) and Burmey (6) state that Scheube, in 1867, while
independently writing of this trouble as seen in Japam, gave it

the name "climatic buboi." The condition now generally referred




to in England as climatic bubo, appears, according to Findlay (20)
to have been first deseribed in 1879 by Bodnar and by Ruber in
1880, who believed theat the adenitis was a malarial manifestation,
while in 1882, Jouet, in Indo-China, cited by Cole (9), deseribed
a suppurating bubo not accompanied by a portal of entry. Stannus
(40) states that the condition was noted by Guerin im 1883 in
Tonkin, by Segard in 1886 in Madagesscar, by Meartin in 1889 in
Sumatre, all believing ir malaris as the cause.

Nelateon im 1890 published his observations, cited by
Zakon (55) and by Hamsmann (25), in which he was the first to
clearly separate this disease from tuberculesis. His differen~-
tiation was on olinicel limes and he gives a very good cliniecal
description., His reason for believing these cases non-tuberculous
was the occurrence of local lesions follewed by glamdular enlarge-
ment. He noted im ome of his former cases that a small lesion on
the little finger preaaded’axillary lymphadenitis of this variety.
He operated and found that suppuration took place within the
lymphatic glands, sad discovered that excisiom led to curs. Im
this csse, further mentioned by Bloom (4), the little finger show-
ed an insignificant erosion and the tumor was almond sized, slight-
1y peainful and covered with normel skin, The hiatolotic exam-
ination of the tumer revealed the picture of the asdenitia of
lymphogranuloma imnguinale. This case incidently is the first, ox

one of the first fairly authentic cases of extragemnital involve-
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ment of this disesse.

The first reasonably reliable report of this dilsease in
this country appears to by that of Kletz, cited by Zakon (55) and
by Bloom (4). In the same yeer as Nelaton published his report,
Klotz, who as physician at the German Hospital im New York, had
sesn about 120 cases of inguinsl adenitis of this kind within ten
years, reported his personal experience with the diseamse, He did
not considef these cases syphilitic and he gave & good clinieal
description of the dissase, While extirpation one of these in-
guinal tumors, called at that time ”;trumous bubo®, he injured
the tip of his left index finger slightly with a sharp hook.

Four weeks later he moticed a swelling of the glends at the out~
er edge of the peetoralis major musele. 4 few days later fever
and rheumstoid pains in the joints developed, 4An operation wgs
performed by a celleague who memoved all the glands of the axilla
and below the elavicle, These glands showed numerous miliary
and a number of confluent pus foci. Hence, we have here, an=-
other feirly reliable history of an extragenital infection.

Findlay (20) and Hoffman (27) mention the report of Ruge
who in 1896 caused a furor by reporting =n epidemic on board a
German man-of-war snchored off Zanzibar, whieh in the light of
present knowledge would merely call for investigstion. Both of
these authora alst mention Marion and Gandy, who in 1801 published

excellent climeal, histologic and bacteriolegie observations on




this disease which they called *l'adenitis subaigue." They gave
a very good histological description and vwere so impressed by
the close resemblance of the histology of this condition to the
histology of tuberculosis that they disregsrded their negative
results from the animel inoculations whieh they had attempled
and comsidered the process to be tuberculous.

The report of Tenton and Pigeon im 1906 is referred to
by Zekon (55), Hausmann (25} and Hoffman (27). These workers
published a report of ome hundred and forty-seven cases of sub-
acute inguinal adenitis which they observed in Algeria and
proved conclusively the non~tub§rculous character of this
particular sype of lymphodenitis by injecting one hundred and
twenty guinea pigs with pus from lesions and not a single guinea
pig died of tubserculosis. They also exemined one hundred and
forty freshly made &mears from one hundred and forty-seven cases
and found no organismsm,

Stannus (40) and Bloom (4) mention the report éf Rost
in 1912 of eclimetic bubees in Hastern Asis and The West Indies
and to him, credit is given for first suggesting the initisl
penile lesion, which had been observed by many writers before,
was the portal of entry for some infection acquired by ceitus
with colored women, who harbored the virus in the vagina, an
opinion confirmed by Kuller and Justi in 1914 who geve & very

sxcellent deseriptiom of the disease., Host mentioned that
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axillary, cubital or cervical glands seem to be imvolved only
exceptionally and that this faet is quite strange and, in regard
to the etiology, worihy of notice,

However it was left to Dursnd, Nisols& and Favrs to
desoribe in dstail in 1913 the e¢linical and histological features
of subacute inguinal adenitis. Reference to the work of these
authors has been made by writers of most of the articles on this
disesse sinee and the disease has been named after them. They
emphasized that the comdition is & symptom of & uniform, in-
dependent, infectious diseases They gave it the name "lymphoe
granulomatose inguinals subsigue,” on account of the granulation
tissue found histologically on which they based their most re-
liable diagnosis.

Little progress was made in the following several yeers,
however, as the World War seemed to cause a lapse in the study
of the comditiom. Bory, in 1921, cited by Zakon (55) studied
the local lesion histologically as did Phylactos, who wrote a
valuable paper covering the litsrature on the subjeet up to
1922 and his description corresponded with thet of EBary.
Fhylactos made a strong point of the identity of subacute granue
lomatous lymphadenitis and climatic bubo and insisted on the
venereal origin of ths disezse.

In 1921 Ravaub snd Scheikevitch (36) reported the study
of six more cases in France and were unable to find anything to

suggest syphilis, soft chaucre, tuberculosis or find any
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etiological agent, Later in the same year Ravaut: (35) encountered
eight more ceses and reported sesing cells with ameboid movement
in the pus from one case, This marked the beginning of the use
of emetine in treatment which was taken up by meny authors,.

Other authors wsre reporiing cases during this time from
verious parts of the world, Tschirky (48) in 1922 described
cases which he considered a tropical disesse occurring execlusively
in men after intercourse and characterized by an ephemeral ulcer
on the penis and claimed a complete eure in fourteen days by the
use of intravsnous tartar emetie,

In 1922 Nicolas and Favre (33) reported further findings
in which they deseribed pariner transmission from & man to & wome
an and & definite éaae of accidental imoculation though they
considered the dis=ase zz one essentially of the adult msle. They
reported the incubation period of the disease and a study of the
histopathology and determined the choice of treatment to be
radiotherapy, complete curettage or surgical excisions They
believed the disease to be universally distributed.

Miskjien, quoted by De Wolf and Ven Cleve lster did
their work, observed a number of cases of unusual inguinal adenitis
which he tsrmed "hypertrophic bube™. He was not certain that the
ecliniesl pieture wss identical with the dissase described by
Hicoles, Pavre and Durand,

‘In the United S¢ates the first reference to thia disease

is alluded to in the report of Klotz above and while Butler (7)




iz

in 1924 wroie on climatic bubo as found in the United States Havy and
Whitmore (51) reported twenty six cases in the Naval Hospital in
Florida, they did not emphssizse any relation of the dissase deseribed
by Nicelas, Favre and Durand,

The report of Williems (52) of four cases of undiagnosed pel-~
vie tumors in women might suggest en unrecognised pelvie invelvemnnt
of this disease. Heﬁewar, what is usually considersd the first reﬁort
of the disease in this country wes made in the same year (1924) by
Hansmann (25) who reported four cases under the name of "Non-Tubereulous
Granulomatous Lymphadenitis.” The next report of the disesse in this

"~ gountry appears to be that of Hillsman, Wilshusen and Zimmerman (26)
who reported 2 case with autopsy and pathological study in 1628,

According to De Wolf and Van Cleve (17), De Bellard in
Venezuels in 1924 apperently was the—firstAtc transmit the disease to
a.kmnkey by preputial inoculstion.

During these years there was mueh difference of opinion
among the different observers as to whether the disease deseribed by
Nieol&s, favre and Durand waes identical with the well rsecognized
elimatic bubo of the tropies. MNost of the French workers believed
the two conditions wers the same. Hoffman, quoted by Pardo-Castello
(34), had rather extensive experience with the disease and believead
they were identical and that it was imported into Framee by colonial
troops during the World War.

3ince 1922, the study of lymphogranulomatosis inguinalis
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has besn pursued with great zZeal in differemt countries. Zakon
(55) states that the disease was first described in Germany by
Frei in 1985; in Engiané by M¢ Donmogh in 1924; in Italy by
Germa inm 1923; in Austrie by Fuhs and Kusger iﬁ 1527, &nd vas
later reported from Russis, Poland, Roumanis, Spain, Portugal,
Norway and Findland.

In 1925, Frei {(21) gave one of the most valuable con~

tributions to the study of this diseasse when he reported a skin

resction obtained with an antigen prepared from the pus from

the bubo in nine cases of the so-called inguinel lymphogranuloma,
The complement fixation tests with the serum from these patients
wore negative, This test was readilyryadopted and confirmed by
other: workers and according to Berkovsky (3) Sulzburger was the
first to apply the test in this country.

In seme year (1925), accordimg to Coutts and Bianchi (12),
Frai and Koppel studied the amo-rsctal symdrome following esthieom
mene vulvae im relation to lymphogranulomatosis veneres, and
were able to establish that patients suffering from this econ~
dition reacted positively to intracutaneous inoculation of their
specifie antigen.‘ Jersild, Nicolas, De Gregario, Semeque,
Fiascher, Langer, Bensaude, Viscerrondo, Villela, Reyns Kirsado
and Alvarade confirmed this findinge

4% this point in the hisbtory we may lock back on the
history of the gsnito-asno~rectal conditiors as relsted to this

disease., This has been reviewsd by Stannus (40) who states that
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the literature desling with those other conditions embracing ano=-
vulvar elephantiesis and ulceration and inflammestory siricture

of the rectum tells much the same story ss above. Though recogs
nized clineally, they have defied elucidation until recent,yaars(
Part of the diffulity arose from the fact that the pathological
changes might be minimel in degree and limited in extent in ome
case, and in another the pathological process might be maximal
and involve the whole genito-ano-rectal region.

Huguier is gemerally acclaimed as the first author to
have delinested definitely this syndrome, but there are excel-
lent references to cases by Desruelles (1844} and Beys de Loury
and Costilhes (1845)., Huguier, in a cormunication to the
Academic de Nedecine (1848), entittled "Memoirs sur 1l*'Esthiomene
ou Datre roageante de ls region vulve-anal*, says:

®This chromic malady whieh lies in some intarmsdiate
pogition between the elephantiassis of the Arabas, syphilis, cancer
and scrofula, and to be distinguished from the latter, is char-
acterized by the leaden or violaceous eolor of the affected paris;
theip deformestiom, thickening and induration; the uleceration and
destruction, at the same time infiltration and hypertrophy, so
that the orifices and passages of the vulva and anus may be at'
the same time the seat of ulceration and enlargement as well as
stricture, whils the folds of tﬁe skin and mucous membrane mapi-

fest thickening, fibrosis and ulceration of variable degree and




15

distribution, without pain or tenderness; without menaeing life,
and without even injuring the gemaeral health, at all events for
a very i@ng time,.®

Huguier recognized the difficulty of assigning a definite
etiology and suggested that an alteration in the humours detere
mined by a serofulous diathesis alone or combined with a degen~-
erated, mitigated syphilitie poison was a factor. He purposely
decried the use of the word “lupus™ and invented “esthicmaﬁe“ in
its place, He believed-~and he has been proved right only after
a lapsae of eighty years--thet the diaaasé was neither syphilitie,
tuberculous nor cancerocus.

Inflammatory strieture of the reetum unassociated with
the other elements of the complete syndrome was first described
by the Danish surgeon Larsem (1849) and considered by him to be
syphilitie. Since these sarlier receords, individual cases or
short series of casss have been published in every country in
Europe and in America, generally under the designatiom "ele-
phantiesis vulvae,® "lupus vulvae,® "esthiomene,” "“syphilome
ano-rectale” (Fournier) and non-malignant stricture of the rectum.
On this subject may be mentioned a clinieal lecture by Bernutz
at the Charite in Paris (1874), & paper by Angus Macdomald in
Zdinburgh (1884), a paper by Matthews Dumcan before the Qbstet-
rical Society of London the same year, ard an excellent article

by Koch of Breslau (1896). Tuberculosis, syphilis, gonorrhea,
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uleus molle, chronic irritatioen, trauma; severally or in combin-
etion, have in turn been invoked as the eticlogical cause, not
only of the wulval conditions but also of the rectal stricture
when met with alone,

The vast majority of cases have been seen in the pros-
titutes and clendestines of the lower classes sceording to Cohen's
monograph quoted by Stannus (40), om elephantiasis vulvae and
herein lies the explanation of the etiologies which have besen ad-
duced. It had usually béen,a ecase of putting forward the finding
of ehronie inflammatory lesions as evidence of tuberculosis, In
regard to stricture of the rectunm, tha discussion of Sir Charters
Symonds in 1923 and of Henrl Hartmenm in the ssme year covers the
subject and brings out the faset that this comdition still beléng-
od to the group of diseases of unknown etiology.

No satisfactory explanation was forthcoming of the female
aexual incidence of genital elephantiasis and reetal stricture
neted by nearly all writers, and &s remarkable as the male in-
gidence for climatic bubo and lymphogranulemeé inguinale,

Here &n allusion must be made to & wide gap in our knows-
laedge of the geogrephical disﬁ%ibuﬁion of these genito-ano-rectal
corditions, It would be expected that they woulé be fqund widg-
spread smong netive women in aress where climatic bubo is known.
While this is likely, few references have been made to them.

Branfoot (19028) apparently observed them in Madras, Roegholt
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(1926) and Joachimovits (192¢) found many cases in the Duteh Zast
Indies. There are referances to many c¢ases in China and some in
Ceylon and Stannus (40} himself has seen cases in Zast Central
Africa.

Returning now to the gemeral history, we find that in
1927, Koppel, quoted by Seenz (38), firat deseribed the ocecur-
renge of erythema nodosum in association with lymphopéthia ven-
ereum,

Hanschell (24}, writing on climatiec bubo deseribed very
good results in a series of cases observed between 1919 and 1926,
by the use of intravenous TAB. vaccine and he denounced the sur-
gieal treatment of the disease.

Hellerstrom 4id considerable work in advencing the know-
ledge of this disease and in 1930, cited by DeWolf and Van Cleve
(17}, he reported suceessful intracerebral inoculation of monkeys
and transmission through eleven passages with the produetion of
a meningo-encephalitis and then usimg the brain tissue success-
fully as antigen in kumown human cases, Levaditli and other Fremch
workers confirmed this work the following year. Later Hellerstrom
demonstrated the filtersbility of the virus through Berkefeld
and Chamberlain filters end showed that immune or convalescent
serum, when mixed with the virus and injected intracerebrally in
nonkeys, had a neutralizing effect and prevented infeetion from

developing,
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In 1932 Findlay (20) confirmed the werk of Hellerstrom
and the Freneh workers and added much information concerning the
properties of the virus. He also produced undispubtable evidence
to demonatrate the identity of lymphogranuloma inguinale and
climatic bubo, showing that the disease as found in different
parts of the world was a eingle entity. It is interesting to
note however thaet Stannus and Findlay (41) reported in 1933 the
first case to be diagnosed by laboratory work in England,

In July 1933, Coutts and Bianchi (l1l) reported a series
of cases from Chile, whieh, from their study, claimed two strains
of the virus exists, giving different cutaneous rsaetions, dif-
ferent clinical course and different elinical syndromes, They
divided their cases into two groups, those which ahowed a primary
lesion and those which did not. They found that antigen made from
patients of onme group reacted positively om the whole group but
negatively on the other group. The following year they reported
further work 1n detailing these syndromss, which work will be deslt
with more under that section on elinieal syndromes in this paper.
This work is not widely understood and has not been gonfirmed yet.

The first and only report of suceessful culture of the
virus, found in this survey of the literature, was made by Temura
(44) in August 1934. He reported the transferrence of pus, by
aterile aspiration of the inguinel glands of known cases, to the
tissue~Tyrode medium used by Heitland snd his co-workers for the

cultivation of the vaccinia virus. The virus produced a cloudiness
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in the media and wes transmitted in serial culiures or in serial
cultures alternating with guinea pig inoculastions., He demon-
strated the filterability of the virus from these cultures. He
showed accurate resulis with the use of the heated euliture in
disgnostic skin tests and reported good therapeutic results by
using the heated culture in subcutaméous injections.

In December 1934, Grace (28) contributed to the knowledge
of the antigen by étudying and reporiing the possibilities with
the use of dried antigen.,

Probably the last contribution is that of Reiss (37) who
described @ new diagnostic test which serves as & check on our
not=-infallible Erei test, and may aid in the diagnosis earlier in

the course of the disease,
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CHAPTER III1
INCIDENCE

The large mejority of reported eases of this disease being
from tropieal and subtropical countries shows its incldence to be
much higher in warmer climates,but in recent years, the disease
has been found to be not rare in temperate climstes, It is in-
teresting to note, however, that a surprisinly large proportion
of the cases discovered in the temperate‘zonas are cases which
have recently been south, This observation, together with the
fact that the condition is found preponderantly im the lower
social levels explains the higher ineidence of the disease in the
larger sesports and elinics of the larger cities, |

Ceses of lymphopathia venereum have been reported from
nearly every important tropical and subtropieal couniry, these
cases being reported as "climstic bubo" because they were diag-
nosed on c¢linieal grounds, due to the faet that the identity of
¢limmtic bubo and lymphopathia‘venereum was not 8o generally
known and because the Frei test was not known to the workers or
that they were unsble to apply the test to their casaes.

The total number of reported cases was estimated by
Cormia (10) in 193¢ to be about 2,000, The marked increase of
repox%éd cases in temperate climates in the past few years is
due mainiy to the more widespread use of the Frei test, which

in many instances has clarified the eticlogicel disgnosis of
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cases previously undiagnosed or on which 2 doubiful disgnosis
had been placed. Co~incidentally, this has stimulated many
workers to be on the lookout for these cases in later years.

Findlay (20) comments on & curious point in the geograph-
ical distribution of lymphopathia venereum in that it is extreme-~
1y rare in England. Very few autochthonous cases have been re-
ported and then only in large sesperts as London and Bristol.

Yet the disease 1s not rere in France, Germeny and Scandanavia
and cases have been reported in Spain and Italy. Gibson, quoted
by Findlasy, showed that one per cent of the naval personnsl of
the British Station in China are seid to have i,

Whitmore (31) inm 1927, in commenting on the epidemiology,
states that the disease ia endemic though cases ocecur im small
groups suggesting amall epidemies. NMany observers have neted the
disease to be unusually prevelent in the West Indies, Butler (7),
in 1924, in writing on climatic bubo, atated that the disease has
its greatest incidence among white soldiers and sailors serving
in the tropics but it was not limited to the troples. He stated
that in the United States Navy there were caass of apparently
non-venereal bube which ocour in morthern climstes, These cases
were increased in incidence for ships stationed in the tropics
and for the personnel of many tropical shore stations., It may
be stated in general, however, that most aell observera in the

last few years agreae, and emphesized by Wilmoth (53), that elimatéc
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bears no relation to the course or nature of the diseasse,

Cormia (10) states that cases described in temperate
¢climates have usuelly occurred in the swmer months or have been
acquired by contacts recently returned from warmer climates. In
hia series of twenty-four easas studied in Indianapolis, Dalton
(14) studied the seasonal incidence to compare his observations
with several reports which showed that around seventy per cent
of cases occurred between Kerch and Septembser, and found in his
series that fifty-eight per cent occurred between Hay and Qctober,
fourty-one per cent occurring between October and May. These
figures however probably have little signifiecance due to the
seasonal variastion in the amount of travel and contact of people.

¥ost 2ll reports of the age incidence are harmonious and

'point to the faet that the highest incidence occurs during the

height of sexual activity., Wilmoth (53) in twenty-seven cases
studied, finds the ages to reange from twenty-one to thirty-nine
yoears with en average of twenty-seven and two tenths ysars, He
mentions Arrillaga's report of the condition in both men and wo-
men in which the ages ranged from seventeszn to foriy~-five years,
In Dalton's cases the ages ranged from seventeen to fifty-two
years with &n average of itwenty~eight and six tenths years.
Thirty-three per cent ocecurred in the five year period batwesn
twenty and twenty-five years of age and eighty-three per cent

ogeurring under the fortieth year. The only cases reported in
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children that could be found by this euthor were reported in

Klinische Wochenschrift for Aug. 13, 1932, reporting two female

children, ages slx =nd seven years, who were sleeping in & bed
with an infected female cousin, Dalton's seriss showed sixty-six
per cent were single or separated from their marital pariners.

0f the thirty-three per eent who were married, all admitted ex-
tra-marital exposures and his cases were equally divided between
white and colored patients.

48 regerds the sex incidence, many of the earlier writers,
especially those writing on elimatic bubo, described the dissase
as peculiar to the mele. Hanschell (24), in 1926, stated that he
had never seen a case in a woman. The introduetion of the Frei
test, however, changed the views. Ives and Katz (28) state that
before the use of the Frei teat, the ratio of the conditieon known
as lymphogranuloma inguinale in males and femalas was thought to
be about seven to one, but since the use of the Frei test, the
disease in some form has beem shown to occur egqually in both sexes,

Martin (32) studied twenty-five cases of rectal strieture,
all of whieh occurred in negro femsles, the youngest being twenty-
two years and the oldest, forty-eight. Twenty of the twenty-five
cases showed a positive Frei test snd in this geries he found a
higher incidence of lymphopathia vensreum than of syphilis, gomor-

rhea or tubsrculosis. In conparison of the ineidence in gemeral,

in all types of cases, lymphopathia venereum was estimated +u
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by Coutts and Bianehi (12) as lower tham that of syphilis,gonor-
rhea or chancroid,

0f the fifty-eight cases reporited by DeWolf and Van Cleve
(17) in Cleveland, thirty-one were seen while they showed active
inguinal adenitis, Of this group ten were white males, twenty
Were colored meles and one was a colored femasle., Only three cases
of the ano-rectal diseass were found in the fifty-eight cases,

To date, Cemeron (8) has seen & total of twenty-four cases
in Omeha, comprising eighteen colored msles with inguinal aden-
itis, one white male with inguinal adenitis, four ano-rectal syn=-
dromes, all in colored women, and one ¢olored woman with active
rectal fistulee. 411l but three of these cases have heen discove
ered in Omeha in the past two years, whieh shows that the dis-

ease is not a rarity in the middle-west,




CHAPTER IV
ETIOLOGY
THE VIRUS:

Much work has been done in the past thres decadss to
determine the cause of lymphopathia venereum or climatic bubo
but the eticleogy waa considered unknown until the past few years
when extensive animel inoeculation experiments were done which
proved the orgsnism to be an ultra-microscopiec filferable virus,

Mention has slready been made, in the historical survey
in this paper, of attempis by various workers to find the
causative organism in smears and stained sections and to prove
or disprove a tubsreulous etiology by animal inmoculation, 811
of which have consistantly proved negative, Such also was the
findings of Ravaut (36) though he caused some confusion for a
ﬁhile by reporting in 19281 (35) that in a second series of in-
vestigations in the same yesar, he maw cells which on the warmed
stage, had ameboid wovement and believed that these cells were
smebae., He thought that they resembled ameba coli rather than
ameba histolytica., This finding though lster shown to be of
no etioclogical significance prompted the use of emetin in treat-
ment which was done by this author and followed by other in-
vestigators.,

Fuarther work by various investigators comnsistently

showed negative results until 1930 when Hellerstrom and Wassen,
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discussed by Cormia (10) and Hoffman (27), conclusively demon-
strated the filterable nature of the organism. This work was
duplicated and confirmed by the French workers Levaditi, Ravaut
et al, the next year.

The bacteriologie ressarch of lymphopathia venersum can
be briefly summarized by stating that up to the present %ime no
visible erg&nismAhas been discovered as an etioclogical agent.
Various organisms have been found occasionally in eultures and
by direéd examination of pus; Bacillue fluorescens putridus or
liquifaciens, ameba and pseudodiphtheria bseilli but none of this
have been showa to have any etiological significance., The vast
majority of attempts at culture have been entirely negative.

The same is true of auto-inceulation experiments, which have been
of such great value in the étudy of the bacillus of Ducrey.

Animal innoculstion has been utilized for masny years,
but only in recent yesars has any resl advance been made in a
positive direction. On one negative fact all workers &re in
complete agreement; namely that tuberculosis is not the cause of
lymphopathia venereum for no animel inoculsted with pus of ine-
fected glands of this disease has ever developeﬂ tubsreculosis.
De Wolf and Ven Cleve (17)‘state that 4nv1984:-DeiBellard: in:
Venezuela, apparently successfully transmitted the disease to a
monkey by preputial inoculatiom snd that in 1930 at the Inter-

national Dermatological Congress in C@penhagen, Hellerstrom
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reported the successful itransmission of the dissase to monkeys
by intracsrebral inoculation. He wes able to transmit the disease
from one monkey to another through eleven passages producing in
them a meningo-encephalitis. When cerebraspinal fiuid and an
emulsion of the meninges and the brain of infeeted animals were
used as antigen, strongly positive intracutaneous tests wWere
obtaiped on known cases in humsns. In 1931 lLevaditi, Karie aund
Lepine inoculated a patient with dementies parslytica in the
prepuce with material from an infected monkey, the twelfth suc-
cessive passage animal, &nd after thirty-five days, without ob-
servable change at the site of inoculation, the patient developed
bilateral adenitis of lymphopathia venereum. Hellerstrom has
more recsently whown that the virus is filterable through Berke-
feld and Chamberlain filiters and he has been able to infect
monkeys intrescerebrally with the filtrate.

De Wolf and Van Cleve made smears of local lesions with
negative results, Pus obtained by aspiration of from glands re-
moved surgically have beer examined in stained smears and by dark
field illumination with negative results. The seme is true of
axamination of meny tissue sections stained for scid fast organ-
isms and for spirochetés. Attempts st culbture on variocus types
of serobic media have been negative except one case in whieh a
eulture of an acid~producing baeillus, probably Bacillus acido-

philus, was only on leefflerts serum ager,
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In 1932 Findlay (20) reported the results of his ex-
periments, and which have been reviewed by Hoffmen (27), Findlay
studied the properties of the virus and confirmed the faet that
it could succeasfully be transmitted to animals, He injected
bacteriologically sterile material from human buboes intracerebral-
ly into monkeys and mice and in the groins of guinea pigs and
ebtained results corresponding with those of Hellerstrom and Wase
sen and the same as Levediti, Ravaut, Lepine and Schoén,

‘He found that the following species of monkeys were Suse
eeptible: The green monkey (Csercopithecus colletrichus); the
brown capecuhn (Cerbus fatuellus); the sooty Mamgabey ( Cercocebus
fuliginosus); the common marmoset (Callithrix jsechus snd Calli-
thrix pennieillata). The common rhesus monkey, &inicus rhesus
(Macacus rhesus) is less susceptible, and of eight rhesus monkeys
inoculated, only one died from the intrzeerebral infectlon.

While cultures from the brains of these monkeys remeined
baetericlogically sfsrile, it was possible to show that the virus
does not remain localized to the eeniral nervous system but is
present in the liver, spleen, kidneys, inguinal nodes and %o a
less extent in the bloed. In mice, &s in monkeys, the virus
was foundnot to remain lecalized in the eéntral nervous system
and one strain has besen transferred for ten mouse passages.
Intracerebral injection of meterial from human buboes in the
brein of guinea pigs feiled to preduces infeciion but injected

into the greim of the guinee pigs, infection followed, Findlay
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wes unable to infeet rats or rabbits by injection either intra-
cerebrally or in the groin. Contrary to the fipndings of Findlay,
De Wolf and Van Cleve (17) injected a few guinea pigs subcutane-
ously, intraperitoneally and in the groin and state that they
showed no evidence of the disease s®ither grossly or micrescépie-
ally. |

Cormia (10) states that the French have recently isolated
different strzins of the virus which, when ineculated intra-
cerebrally in monkeys have a variable virulence corresponding
with what is seen elinicelly in man. The Kamm strain, the most
virulent, has been passed through twenty monkeys without attenu~-
ation,

A eareful study of the brains of infected monkeys has
eonvinced Levaditi that the virus is mescblastotropie, and a
further study of the characteristies of the virus by him demon-
strated that the virus differed greatly from the meurotropic
type of virus. Levaditi further found that in intracerebrally
ineculated monkeys the virus became disseminated to‘the benes,
lymph glands and various visceré but the blood was mot infected.
Dissemination does %ot occur; according to Findlay when the
monkeys are inoculated on the prepuce or in the groim. Findlay
found that intraperitonesal ineculation of mics was followed by
a general dissemination of the virus to various viscers, but no
evidence of neurotropism occurred.

In studying the properties of the virus, Findlay ob-
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served the filterability of the virus as determined experimental-
1y in monkeys and mice., A capuchin monkey ineculated initracere-
brally withoa filtrate of infected monkey brain developed symptoms:
onthe eight desy after the injection and was Rilled on the tenth
day when mppribund, The histologie changes in.the brain wers

those characteristic of climatic bubo, while the brasin was in-
fected for mice. 4n emulsion of infscted brain in broth at PH 7.2
was Tiltered through an Lz candle and .05 cc, of filtrate was in-
oculated inbtracerebrally in five mice which disd with chargctar-
istic swmptoms in fourteen, twenty-three, fifty-one and fifty-
four days respectively., Brain meterisl from these mice was in-
facted for other mice,

Infscted mouse brain preserved in fifty per cent glycerine
insaline and kept at a temperature of 40(degreas C, wes virulent
after seven, but not after fourteen days. Findlay finds the virus
is killed by heating to 60 degrees C, for thirty minuits but sur-
vives for sbout ten days at 30 degrees C.; drying inactivates it
is not easily dsstroyed by the usual antiseptics except forme
aldehyde up to 1:1,000(U.S.P.). He also finds that unlike many
neurotropic virusesé the conesntration of this virus in infected
mouse brain does not appear to be very great, as dilutions great-
er then 1:1,000 failed to kill although the histologic examination
of brains of mice injected with:a 1:100 dilution gave evidence of

a slight degree of infection.




31

According to Dorne and Zekon (18), Koch damcastratgd
the relationship between lymphopathia venereum and esthiomene
by preparing an extract of a piece of proliferating tissue from
the genital zone of a patient with typicel esthiomene (Frei pos-
itive) and injected the extract intracerebrally into an ape, in
whieh there developed specific lymphofranulomatous médningo-
encephalitis, This shows the virus to be salive during the later
manifestations of the disease,

The only report, found im the literature, of successful
culture of the virus, was made by Tamura (44) in August 1934,

Ee reported having transferred aseptically aspirated pus from

the glends of known cases in the tissue-~Tyf2ade medium used by
Maitlend and his co-workers for the cultivation of the vaceinie
virus. Since work which he has done with this cultured material
appears to have great possibilities in disgmostic and therapeutie
work and espsciglly in fecititing the obtaining of antigens by
workers in the more isoletsd distriets, on account of his methods
is herein indicated,

When the aseptically aspiratsd pus is proved bacterio-
logically sterile, it is diluted 1:85 with sterile seline solution.
When .02 to .03 ce. of the diluted pus is planted in +the Tyrodes
solution containing a sterile piece of guimea pig liver and in-
cubated at 37.5 degrees C,, & peculiar cloudiness appears through-
out the supermetent fluid in from ihirty-six to fourty-eight

hours, Control tubes of the medium incubsted at the same time
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remain perfectly elsar, The eloudiness can be transmitted from
tube to tube and in one instance was carried through twenty-

four subeultures, when the procedurs was discontinued. When the
eloudy aupernatént fluid in the tissue-~-Tyrade medium is examined
or cultursd on the ordinary aerobic and anerobic media, nothing
resembling ordinary bacteria is to be found. The appearance of
the eloudiness 1s followed by a slow disintegration of the tissue.
Such disintegration does net eceur in control tubes.

When transfer is made from twelve day old cultures it
is sueccessful. In a fourteen day old culture the cloudiness
seems to setbtle out and when the cleesr supernadent fluid is sube-
cultursd it no longser produces cloudiness,

Attempts to see the etiologic agent in the cloudy fluid
have failed, with the exception that peeuliar granules are brought
out with Giemsa's stain snd these sre absent in controls, Subw
cultures from a 1:1,000 dilution of pus produced a growth but
from & 1:10,000 dilution, thers was a failure to produce any
growth,

When the cloudy supernatant fluid in culture was passed
through a Berkefeld N filter, the filtrate produced cloudiness
on the subculture. The etiologic agent has been passed from culture
to guinea pig, then from guines pig to the medium, from this culiure
to a subculture and then back 10 a guinea pig as often as four

times.
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TRANSMISSION:

The usual means by which lymphepathia venereum is com-
traeted,wés is implied throughout this paper, is by sexual
exposure to an infected person, and, as stated by Wolf and
Sulzberger (54) is generally accepted now as of venereai origine

dceidentsl inoculatioﬁ through an abrasion in the skin
has apparently been sufficiently established to list this as a
means of tranamission and is discussed in other parts of this
peper. 4lso in this papsr has been taken up extragenital cases
whieh show the practices of cunnilingus and fellatio to be &
means of transmission., Coutts end Bianchi (11) believe the
viruses are also of buccal origin and report a case showing an
ulcer on the tongue and penis at the same time, Hellerstrom,
quoted by Cormia (10), believes that prostitutes may be carriers
without having active menifestations, OCases of rectal strieture
occurring in males have been reported, inwhich the patients admit-
ted having practiced sodomy and Lee and Staley (30) consider that
cases of rectal stricture in the male, due o lymphopathia ven=-
ersum, are either the result of infection through sodomy e else
due to the passage of the virus along the collateral lymphetic
vessels from the primsry lesion located on the glans penis or
prepuce,

Cases of sptead to marital paritners have been observed
by many authors, Dalton (14) having observed one such instance

and determined in his series of twenty-four cases a demonstrable
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partuner spread of twelve and one half per cent. The only occur—
rence of the dissase in children, found in the literature by
Dalton was a repert in Germany where two female children, ages
six end seven years, who were sleeping in a bed with.a kmown insc
fected female cousin,

Coutts and Bianchi (12) state that they and others have
shown by clinical evidence that the virus resides in the mouth
and was of buceal origin but was adapted to the vagina. These
authors have investigated the existancs ofiﬁadiculi in a large
proportion of patients with lymphopathia venereum and its possible
importance in the transmission of the disocase. Eicréscopie study
of pediculi for parasites and study of the intestine of pedieunli
revealed nothing. 4An emulsion of pediculi, from lymphogranulo~
matous patients, aferilized in alecohol and injectad in guinea
pigs caused regionsl lymph node inflammetion resching its height
on the geventh to the tenth day while an emulsion from pediculi
from persons not having the disease, when injectad into guinsa
pigs gave negative results, This 1,y show little significance
except to stimulate further investiéation.

In the literszture covered, as listed in the bibliography,
no mention has been found of any casss of congenital lympho-

pathia venereum,




CHAPTER V
MORBID ANATOMY

Voat authors agree that the variation in cases is due to
the differences in lymph drainsge in the male and female., Cormia
(10) gives a good diseussion in which he explains that in the
male the primery lesion is ususlly in the coronary sulcus. The
infection passes up the penile lymphaties, occasionally causing
& lymphangitis, and extends Yo the inguinel glands, thence %o
the erural and ilise groups and raerely penatratiﬁg the intrapelvie
glands, In the femals, if the primary lesion is on the upper
two-thirds of the vulva, the infection passes to the inguinal
glands, If it is on the posterior surface of the vulve, the in-
fection ecommonly spresds to the intrapelvie glands., The vulval
and vaginal lymphatics have further ramifications to’the cervix,
sno~-rectal glands and those in the peueh of Douglas and to those
in the broad ligament. Because of this distribution of lympheties,
the female is subject to inguinal involvement and intrapelvie fn-
volvement with subsequent rectal stricture, also intra-abdominal
gland involvement with abscess formation.in the loin and peri-
metritis and perisalpingitis,

The histology of the primary lesion according to Hoffman
(27), is that of a small ulcerated area beneath which there is &
heavy infiltration of inflammatory cells, mostly plasma cells.

Few neutrophils are seen. MNarked infiliration of plasma cells
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is seen slong the lymphatics., In these lesions are many newly
formed bloodvesssels with some thickening of the walls of the
smallest vessels,

The gross pathology of the glands as described by Zakon

(55), show the affected glands metted together. The surface is

of a tinge ramging from red to vielet, so-called wine-red or
gray-rad, Even macroscopically, a number of abscesses are seen
up te the size of a pea, filled with yellowish-green, rather thick
pus, The glands never caseate.

Histopathology of the lymph glands: The description given

by Nicolas and Favre (33) state that the glands show on micro-
gcopiec section, miliar& gummas and lenticular abscesses with giant
and epithelioid cells at their border; as well as great numbers
of giant and epitheliocid cells isolated throughout. There is a
disappearance of the normal structure of the glands which is re-
placed by all types of cells, ineluding lymphoid, mononuclears,
eonnective tissue, large aeldophils, pélymorphonuelear neutrophils
and eosinophils which characterize ths granuloma, from whieh the
neme "lymphogranulomatosis® was originally chosen, but whieh it
is better to drop becauss of the confusion with the Germsn dis-
ease, malignant ganglionie granuloma, in whieh the suppurative
sdenitis is distinetly different.

The histopatﬁolegic eytoloty is deseribed by Hoffman (27)
under eight points as follows:

"1, Humerous large and small areas of circular or ir-
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regular ontline composed of light staining cells of large size
but with relstively small vesicular nuclei. These large areas
have & remote resemblancde to the characteristic epitheloid cell
tubsercle, but without any characteristic giant cells, The cells
are to be interpreted as histiocytes of the reticulo-endothelial
system in harmony with the present concept of ths nature of
typical tubercles. Their cytoplasm is remérkably clear and un=
stained, resembling lipoid-containing cytoplessm, but fat stains
show lipoid only in cartain mores extensively degenerated areas,

2, Within these areas are nsecrotic and purulent centers
ﬁith marked kafyerrhexis and pyknosis of nuelei.

3. Very sparse small hemorrhagic arseas.

4, Gomplete obliteration of normal arehiteeture of lymph
nodes ineluding the germinal centers.

5. Remarkable deposits of typic&l and atypical plasma
cells in densa groups and scattered throughout the tissue, These
¢ells very in size and many are multinuclested.

6. 4 small group of eells with large hyperchromatic nuclei,
many of which are in mitesis, but with a narrow ring of cytoplasm.
These are probably lymphoblastic in character and reprssent ger-
minal center cells.

7. Remarkably large numbers of small vascular channels
with very hyperplastic vascular endothelium giving the entire
structure much resemblance te ordinary granulation tissuse,

8. The periglandular tissue contéins inflermetory cellular




&8

exudate, principally lymphocytes and plasme cells.”

Other esuthors, including Zekon (55) and Amtman: and Pilot
(2}, deseribe histologie pictures similar to the above. Ives
and Katz (28) state that within the same chain, different lymph
nodes show various stages of development of the disease process.

The clinicel-pathological picture of lymphopathia venereum
in the conditions besides the inguinal adenitis, especially re-
garding rectal stricture,‘has been excellently discussed by Bloom
(5), who states that the problem of this type of stricture is
inseparable from the problem of esthiomene. Hsthiomené consists
of obstinate ehronic uleeration of the vulva associated with
alephantiasis and sclerosis of the vulva, the anal region, and
the rectal ﬁ&li, the latter involvement producing anal fistulas
and reetal strictures., In esthiomene, one finds enormous diia-
t;tion of lymph spaces and lymph vesssls of the labia and obli-
teration of the regional lymph glands,

The infection of the deep glands may take place simul-
taneocusly with the development of the‘inguinal adenitis or alone
without any external manifestation. Zven in men, together with
the inguinal adenitis, the ilise gland involvement may be felt
in the beginning of the illness as a firm mass deep in the iliac
fossa, In women in tﬁe najority of cases the lymphogranuloma
inguinale infection is not manifested by inguinal adenitis, for
the lymph vessels lead from the primsry lesion on the genitals

mostly directly to the deep pelviec glsnds, omitting the inguinsl
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lymph nodes. The glands invaded by the virus are destroyed &nd
this leads to chromnie lymphostasis in the regions draining into
these glands. These regions are the genitals, the anal region
and the reetum. Upon the.aztent of destruction of these glands,
depends the extent of the lymphostasis., The genital, anal and
rectal regions may be affeeted together or separately.

That the sequellase of lymphogranuloma inguinale; namely,
elephantiasis of the genitals and anus, and rectal stricture do
not oceur in men as freguently as in women is &lso undersztood,
for the lymph vessels of the gonitals in men lead mostly and
primerily to the inguinal glends. If the involvement of the deep
pelvie glands takes place, it is in most cases only secondarily
and not in such a degree &s in women. Besides, there is the faet
mentioned by Roegholt, that in men there are abundant anastomoses
between the lymphatics of the right and the left sides and the
desp and supsrficial) vesssls, so that the result of lymphostasis
might not be developed in such a marked degree as in womaﬁ whers
there are a fow asnastomoses.

The chronic lymphostasis leads to disturbance in nutrition
of the affaqted region. The disturbance might menifest itself in
a regressive form, leading to ehronic ulceration associated
usually with the produetive form, ths proliferation of connective
tissue, resulting in elephantiasis and finally in shrinkage pro-

ducing stricture of the reectum.
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Whether this affection of the rsctum is the result of
lymphostasis only or whether the specific virus has some peri in
the causetion, is & question on which the opinions of investi-
gators are divided. Loehe and Rosenfeld, further cited by Bloom
(5), believe that it is quite possible that there is not only
obstruction of lymph ways but also retrogrsde transportation of
the infectous material from the pelviec glands to the skin of the
affected regions and into the rectal ?all, 80 that the resulting
chenges sre et least partly specific ones due to the virus,
Another point of evidence in favor of the retrograde lymph trans—
port is the presence in reported cases of bubenuli oeeurring in
the dorsal lymph trunk of the penis several weeks after super-
ficial and deep inguinal infection, and pus from which bubonull
geve positive reaetions on known cases. In another case, Bloom
hes seen subeutanesous infiltrations ulcerate in the triangle of
Scerpa in the thigh.

Barthels and Biberstein, guoted by Bloom, believe there
is also a specific process in whieh the virus causes & proiife~
ration stimulus as in fileriasia, They have found the ﬁame
structure in elephantissic tissue as in glends recently infedted
with the virus of lymphopathia venereum. According to Bloom,
this latter opinion is held by Nicbl&s, Favrs, Massia and Lebeufl
while Jersild and Frei are inclined to the conception that those
changes are the result of lymphostasis alone, pesrhaps supported

by secondary infection.
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ASSOCIATED PATHOLOGY:

Due to the fact thet this disease has not been shown to
become generalized in humems and sinece, in the literature coxered,
no reports have been found pertaining to the pathologic mature of
the transient ehanges occurring during the course of the econ-
stiﬁﬁtional symptoms seen in the acute stage of the diseass, the
subject of assoeciabed pathology necessarily is wery limited,

The changes occurring in the blood plcture and to a
eertain extent, the eutansous maenifestations of the disease, have
bean discussed elsewhere in this paper. However further elabo-
ration of the cuteneous lesions may appropriately be mentioned
here.

Erythems nodosum has been observed by & number of authors
and according to Cormia (10), Gans noted it in ten per cent of
ecases, 1t usually occurs after operative interference, This
author alsoc states that an eniarged spleen was found by Naumenn.
Rheumatic manifestations are frequentl& seen but apparently no
patholegical studies of this have been reported. Dalton (14)
observed one patient who showsed a purpura with the onset of
the gland swelling.

Saenz (38) in discussing the skin lesions in his study
of the allergy of this disease ststes thet the lesions adopt the
faatures characteristiec of erythems multiforme or erythema nodosum
and are localized on the extensor surfaces of the extremities,

seldom invadimg the trunk and face., The confupetiva and mbcous




membranes of the mouth and ansl region are somstimes involved.

The lesions asre diserete, have &z red or red-c¢yanotic tint, infiltrat-
ing the eutis end subeutis. Their evolution is strikingly transient
as they almost fade in a week or two and show litile temdency to

racile




CHAPTER V1
SPECIFIC REACTIONS AND ANTIGERS

The imtracutansous test devised by Wilhelm Frei (21) in
1925 has proved to be specific fer lymphopathla venereum. 4
little later, as eited by Cormia (10), Frei and Koppel applied
this reaetion in the diagnosis of rectal strieture due to lympho-
pathia venereum and soon after in the eclarification of the
stiology of the genito-ano-rectal syndrome,.

Preperation of Frei antigen, as given by Coutts and
Bianchi (12), is made as follows: Lymph node pus obtained by
aseptiec aspiration through a sterils syringe is mized, 1 c.c.
with 10 e.c. of sterile normal salt solution, placed in & sterile
glass bottle contalning sterils glass psellets and well shaken
for one-half hour, It is then placed in a water bath at 60
degreas C, for two hours during three suecessive days. It is
then submitted to sterility proofs, both in serobic and anerebie
media, If found sterile, it is placed in empules and is ready
for usa.

These authors rind that antigen prepared in this way is
not reliable after three months., Patients from whom pus is
obteined for this antigen must have both Wasssrmenn snd Kshn
tests negmtive as well as negstive gomo~resction and Itewvon
Reenstierna intrascutansous test.

Saenz (38), in an excellent review of allergy in this
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disease, enumerates other antigens used for intracutanecus tests:
Dipd's Antigen is an extract of the tissues of lymphogranulomatous
glands, obtained by surgieal extirpation, triturated and pressed
with physiclogic serum or bouillom, After being filtered through
muslin instead of through paper, it is prapaﬁed as is the Frei
antigen, Nicolas-Favre's intigen is made by drying glends of a
lymphogranulomatous patient aceording to Pasteurs jechnique and
keeping in a scolution of equal parts of glyecerin and distilled
water., The antigen is prepared when needed, by triturating the
glands with physiologic serum.

Antigen from spinsl fluid and brain: These antigens
have no c¢linical use and were used only in experimsntal researches
by Hellerstrom, Levaditi, Freund and others, The spinal fluid
and brains of infected snimals are prepered in the same manner as
Frei's antigen and have been discussed in fhis pépar under the
section on etiology.

Antigens from serum of bullas: In cases of lymphopathia
venereum presenting eruptions of erythema multiforme or erythems
nodosum, antigens have been preparec either from & fluid obitained
by preoducing vesication with cantharides over the lesions or by
trituration oﬁ the lesions with physiologic serum,

Temurse (44} recently reported successful intracutaneous
testing by using a2 heated eculture of the virus which he prepared.

He reports accurate results and undoubtedly in the near future,




attompts will be made to dupliecate his work.

In Tanura's work, the cloudy supernatent fluid from
the subeultures was heated to 60 degrees C. for twoe hours on
ope day and at the came tempersture for one hour en the fol-
lowing day. When auch heated culture antigen preserved in
1:10,000 merthioclate is injected intradermslly into patients,
it gives just as marked reactionss Frei antigen, When the
twenty-third subeulture in one series was hesbed for antigen,
it was found to the just as active as antigen prepared from
earlier subcultures. The culture antigen gave no reaction in
normal individuals. -

Since it is difficult Bo obtain cases free from tubere
culosis, syphilis and who have not had soft chancrs or 20RO~
rhea, and due to the fact that the antigen is not rsliavle after
three months, when prepared in the above manner, Coutts and Bianchi
(12) decided to try the Bardet-Gengou complement fixation test
in relation to the different syndromes of this dissase, employing
as recepior, an antigen prepared from lymphogranulomatous lymph
nodes., Surgicelly ezeised nodes are reduced to pulp and nmixed,
one gram with 30 c.c. of one~half per cent carboliec acid ip normsl
salt solution, The mixture is well shaken for one-half hour and
 next centrifuged for ten to twenty minutes. The supernatent
liguid is drawn by = pipette and put in & waeter bath at 58 degrees
C. for one hour, The titre of the antigen is then determined and

used as required for the reaetion. 4Alcoholié extracts have bLeen
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inemficient. The results, not yet published at the writing of
these author's paper, are, aceording to the authors, encouraging.

Hoffman (27), in prepering antigen in the manner as Coutts
an@ Bianchi, above, finds that heating to 80 degress €. produces
a less active antigen and 100 degrees C. kills all the diagnostic
ﬁropertias. The antigen should be kept in a c¢ocl dark place.

He states fhat DeWiolf and Van Cleve have successfully used antigen
for ten months at the‘end of which time it suddenly lost its
ability to reaet.

The technique of applying the test as done by Hoffman at
the Los Aggela& County General Hospitel, Urology Service, is as
follows: (1) Clean the upper forearm with alcohol and lst dry;
(2) use an insulin syringe and fine needls; (3) injeet 0.1 c.c.
of normel saline sclution intradermally; (4) about three centi=~
meters below this, injeet 0,1 c.c. antigen intradermally; (5)
read the test in twenty-four, forty~-eight and seventy-two hours,
If the reaetion is positive, in twenty-four hours, there will be
an inflammatory papule that is tendsr and ean be palpsted better
than seen, It is usuelly less than one-half centimeter in diameter
and usually itehes. In forty-eight hours the papule is usually
larger than one-half centimeter and still more tender and in-
flammed, showing a surrounding zone of srythema.

If positive, a resction can be read for about a week but
usually reaches its height on the third day. In about one-half

of the positive reactions, the center becomes necrotic and appears
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similer to a small boil. 1In Hoffmen's series, he did not observe
Aayphilis or any other venereal infection to have ény effect on the
test, but noted that all cases do not give a positive reaction
sarly in the course of the diseasa.

Léhman and Pipkin (31}, experimenting with the preser-
vation of antigen, obtained 106 e.e. of pus under sterile as-
piration and made entigen in different ways as follows:

1. Speeimen containing no preservative,

2. Specimen containing oﬁe-fourth per cent phenol.

Ge Spécimen was made up to 1:10,000 merthioclate.

4, Specimﬁn kept at room temperature in white glass container.

5. Specimen kept at ten degress C. .
Any of these variations had not affected the poteney of the anti-
gen over a period of nine months and no variation of resction of
antigens preserved in these ways in the same patient oeccurred.

In 1929, E. H. Hermans, cited by Wolf and Sulzberger (54)
and by Coutts and Bianechi (12}, prepared two types of antigens
from different ecases of lymphopathie venereum which he called I
end II, that did not give positive gkin reactions simultaneously
when tested on one or othar{case. He coneluded & second group
of cases exists which does not resaet positi?aly to the ordinary
Frei vaccine but does react 1o vaccine prepared in the same manner
ffom pus of its own group, while never the less, these cases are
elinically identical with the othars.

Coutts and Bianchi noted in their cases that antigen
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made from patisnts not having a;primary.lesion would prodi®e posi-
tive skin allergy only on patients of this elass (4ntigen B).
Hence they made an antigen from each of the two types (thosze with-
out a site of lesion and those with & site of lesion). These
authors now test new patients by applying an intradermal test of
gach of the two antigens in the same arm &d a control injeetion -
of a sterile suspension of leukocytes, soft chancre vaecine and
normal sslt.

Grace (22) in 1934 reported some excellent experimental
work with dried antigen. He found thet pus from lymphogranuloma-
tous buboes can be driasd in vacuo from the frozen state without
loes of the property present in the frash pus of producing a Freil
reac?ion;in lymphogranulomatous persons, Appreciable Frei raaetions‘
are produced with the dried material in dilutions as high as from
1:4,000 to 1:100,000, with:an average of 1:50,000. The titre is
someyhat lower in antigens prepared from fresh material than im
thosé prepared from dried material and ranges from 1:3,000 to
1:20,000 with en average figure of 1:7,500., The differemce in titre
may be due to, (1) removal of inert materisl by drying, or (2) to
an inferior keeping quality of antigens prepared from fresh material}l
or to a combination of these. This author further showed that both
dried snd fresh antigens give the same degres of reaction in all
dilu#ions in both the inguinel and the anorectal types of the dis-
eaaa;

A Very recsnt contribution has been made by Relss (37} in
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1935 in Shanghai, China. This author noted vceasional failure

of the antigen, the antigenic properties sometimes being missing
in the pus of a clinically evident case, a fact whieh was also
noted by Nicolau and Bancini, Reiss, working on the well known
fact that a mixpure of serum from convalsscent patients with Frei
antigen neutralized the Frei reaction, realized this to be of
diagnostie importance in some cases. He reasoned that if one
assumes that the serum of convolescent patients contains the anti-
bodies from the third to the sixth month, it can also be taken
for granted that there is a psriod before the produetion of anti-
bodies when antigeniec substances circulate in the blood. Start-
ing from this idea, Reiss has'investigataé the blood serum of
petients with lymphopathia venereum in the second or third week
of the illness, while ther was still apparent actividy of the
disease on the antigenic action. His investigation have not yet
been carried to the point of determining if the antibodies are
also attached to the bleood cells.

The technique usad by Reiss was the taking of blood from
elinically typical, Frei pogitive casee, separating the ssrum,
mixing the serum with 0.5 per c¢ent phenol sclution and kept in
an icebéx. The serum was then proved culturaslly sterile. On
each patient tested, four rests were applied; (1), the control
of +5 phenol in normal salt; (2), the Frei antigen; (3), & mix~
ture of .05 c.ce. Frei antigen with .05 e.c. of the prepared blood

serum; (4), .1 c.¢. of the prepared blood serum. He observed meo
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reactions to the eontrol solution, the Frei antigens gave typical
pesitive reactions, the Frel antigen and serum caused a more
marked rezaction than the Frei antigen alone and the reaction to
the serum is similar to the Frei action slone. The reaction to
the serum resches its height in forty-eight hours and disappears
in from eight to ten days. Control experiments carried out on
syphilitie and rheumatiec paftients remained negative,

| From Reiss' work, it is evident that the blood serum of
lymphopathia venereum patients has antiganie“pryperties and anti-
bodises are gbsent in the serum becamse of the increase@ or ac=-
cumulative effect instead of a neutralizing effect is seen when
the serum and Frel antigen are mi¥ed., Hence & new, apparently
specific, diasgnastic reaction is mede available for the diagnosis

of lymphopathia venereum,




CHAPTER VII
ALLERGY AND IMMURITY

The intradermel reacticn of Frei is admitiedly a stand-
by for the confirmstion of the climieal disgnosis of lymphopathia
venereum, Cormia (10) in his excellent discussion of the allergy
of this condition, states that Revaut used the antigen intra-
venously and found that only proved #ases of the dissase reacted
with fever, joint pasins and other allergic symptoms. He also étates
that Frei believes that there are no false positive reactions, al-~
though negatives not infrequenily oceur in certain situations.
The resction: usually becomes positive in from two to four weeks
after the onset of the adenopathy, and like the ftuberculin test,
is apt to remain so for years after the active process hes sub-
sided., 4 striking demonstration of this ie ecited by Bloon (4)
who stated that in 1929 Hellerstrom repcrted the case of a surgeon
who in 1904, while preparing for an eperation on & resistant stru-
mous bubd, injuréé himself slightly under the left thumb-nail
with the point of & nail file, He had forgoitten this injury until
some time later when & small tender ulcer appeared under the nailj;
this healed under simple itrsatment., Soon after this, however,
the glends in the left axille becameé enlarged and the characteristie
elincal picture of lymphopathie venereum developed., The glandular
mess was enucleated snd the surgeon recovered. In 12287, twenty-
thres years later, a Frei test was done on this surgeon and gave

a positive reaction, while the test for ulcus molle was negative.




The glands which were preserved from 1904 were examined by
Hellerstrom who found the characteristic histologic pieture of
lymphopathia venereum.

Acgcording to Cormie, the mechanism of its procuetion is
unknown but the skin is undoubtedliy hyperergic {strong positive
Frei test} in a large proportion of cases, This hyperergy cen
be explained on the basis of Jadassohn's theory of blood-cerried
sensitivity from withine. BEarly in the disease the blood ecarries
entigenic elements.

The immuhological mechanism reacts with the production of
antibodies., Toxie properties of the antigen-antibody union are
deposited in the skin, The Frei test now becomes positive,

Gottlieb has demonsirated, according to Cormia, these blood-
carried antibodies, He found that the blood serum of an active
case of lymphopethis venereum, when mixed with a Frel esntigen of
known reactivity, had definite neutralizing powers sand would pre-
vent the development of a positive Frel reaction. It is ssen
thet this princeiple is apalogous to the findings of Hellerstrom,
Revaut and Findley in their enimal axparimentétion desciPibed pre~
viously in this paper. Thes antibedies are probably present in
the blood for only a limited period of time which may explain the
failure of Gelatayud to duplicate Gottlieb's work.

Where further dissemination of virus elements occcurs im
a case with & previcusly sensitized skin, multiple faeai cutanecus

Frei resctions are developed and the patient presents clinically
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an srythems nodosum, The conclusions reached by Saenz (38) were
that the intemsity of a cuteneous reaction is in direet relation

to changes in the skin sbove the invelved glands, and to the
existance of genersl disturbances, The allergy is greatly in~
crsased by roentgen therspy to the groins in inguinal adenitis o
cases, ©Sasenz believes that cutaneous menifestations are rather
rare snd in most of the cases, the cutansous manifestation developed
efter the intracutansous test was dons. He believes that in these

~ cases, bhe antigen stimulates the allergy of the skin, the cutane-
ous lesion resulting from a povwerful immunizing activity on the
part of the cubaneous sirueture. In most instances the eruption

iz noticeable in from six to ten weeks after lymph gland involvew
mente Increased allergic reaction of the skin causes a transtent
exaggeration of the symptoms of the affected glands, followed by
more repid recovery and hesling. This demonstrates and supports
the rationale of the use of antigen in therapy.

Sometimes temporary cutensous anergy (negative Frei reaction)
occurs, Nicolas, Favre and Lébuef, cited by Cormia (10), noted &
temporary suppression of the Frei test in active tuberculosis, in
early flarid syphilids, in high fevers, sometimes during the pre-
menstrual period and sometimes in chancroids, Chevallier observed
that in é relapse with presumably a coineidental lowered resistance,
tests with Frei antigen were negative, In one instance in which
there was previously tuberculosis in the involved glands, the lym-

phogranulomatous infection lighted pp the tuberculous process and
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‘the Frei test was temporarily negative,

The question of hyperallergy and anergy in lymphopathia
venereum are not yst entirely clear, The Frei test has been in-
valuable. It has not been used progngstically, however, sxzcept
in é rough way. It would be interesting to note graded respomsesl
to different dilutions, though some work has besn recently reporied
by Grace, which has been described previously in this paper, and
to correlate these varistions inallergic reactivity with the proge
nosieg in individual instaness., A4s in syphilis, the role of immunity
has not been definitely settled. Cormia c¢ites the report of Kitchew:
vatz who reported & case whieh was reinfection or recurrence,

Contributions to the knowledge of immunity in lymphoéathi&
venereum are found in small bits seattered throughout the literae
ture on the subject. Patients infected with this discase seem to
be immune to further inocculation, according to De Wolf and Van
Cleve (17), yet the disease is inoculsble in humens aside from its
usual sexusl trénsmission; fof example, aceidental imoculation in
Surgeons.

Pha large number of reporits of satisfactory therspeutic re-
ports effects wi¥h the use of the vacelpe treatment of the disease
certainly has its immunologie significanee. The report of Wolf and
Sulzberger (54) shows that cases in the United States react posi-
tively to vaceines from cases in Germeny and Sweden end the report
of Pindlay (20) shows that Germany and Southeastern Asia react pos-

itively to cases in Englesnd. This demonstration of the uniformity
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of the disease regordless of ithe geographicszl srea has also besn
shown by various other investigators.

That the sers of patients with lymphopathia venereum
possssses protective properties when injected inte mige inoculated
with the virus, has been demonstrated by Levaditi, Revaut and Shoen,
cited by Hoffmen (27) end confirmatively demonstrated again by
Findlay (20). 1If the incidence of this disease continrues to ex-
pend as it has in the past few years, further immunelogical work

on humans is certainly indicated,




CHAPTER VIII

CLINICAL COURSE, SYWMPTOMS

AND CLINICAL SYNDROMES

Recently, s few authors have given evidence that two types
of the discase exist, differing in specificity of cutaneous tests
and differing clinieally in some respeets. Due to this present
status of uncertainty of the newer findings, & survey of the c¢lini-
cal pleture of the discase as iﬁ is understood by most authors,
will be given, then a description of the proposed subdivisions,
though it necessitates some repetition. The late manifestations
are well recognized by most suthors but will be taken up under
the discussion of the clinical syndromes,

The incubation period is guite varieble, ranging from a
few days to a few weeks. Cormia (10) finds thét in 8 few days to
to three wesks following exposure, & small transient and often
herpetiform lesion appears on the genitalia. Hoffman (27) found
in the literature, a division of the primary lesion, in the male,
into four types of lesions on the glans penia, coromary sulcus,
prepuce or in the urethra: (1}, ulecerative type; (2), nodular type;
(3}, papular type; (4), lymphogrenulomstous urethritis. The
primary lesion is transitory and often overlooksed. The lesion:ocC-
curs singly, except in the herpetiform type. In the femasle, the
primary lasioa, if found, is seen in the fourchette, in.folds of
labise, or in the vagina, as a small elean lesion, The primary

Tegion iw wuBually subjectively free from symptoms,
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Dalton (14) reports that recurrent herpetiform eruptiona
of the genitalia during the couse of the dissase have been report-
ed and stated that eight and one~third per eent of his series of
twenty-four cases showed this., He also states that twelve and one~
half per cent of this series showed herpetiform lesions from twenty-
one %o 3iity days after the regionasl glands were involved,

Coutts and Bianchi (12) state that Buschke and Boas found
a site of inoculation in the genital organs in most of é series
of fifty-nine casss; Glbson studied thirty-seven cases and found
a site of inoculation absent in nearly all ceses; Nleolas and
Banciu studied thirty-six cases and found & site of ?enetration
in eighteen; Flammerich found genital uleceration in two out of
8ix cases and Vegas found no ulceration in eight cases, while
Coutts and Bianchi studied 150 cases and found no initial lesaion
in ferty-eight.

Lehman and Pipkin (31) state that ten to twenty per cent
of the patients give a history of a primary lesion., Various other
authors report propertions ranging about as the aﬁave reports,

The same variastion holds true in The reports of various
workers on the observation of the incubation period. Kiecolas and
Favre (33) determined it as ten to twenty-five days; Wolf and
Sulzberger (54) state that the primery lesion appears in from ten
to thirt¥ days after infection and is followed by lymph node swel-
ling in from two to three weeks; 21.8 per cent of Dalton's (14}

series showed a primary lesion present in from two to twenty-eight
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days (average of seventeen and one-half days) before the occur-
~rence of the secondary gland procsss and twelve and one~halfl per
cent of the series noted primary snd glandular lssions simulbtansous-
ly, fifty-eight and one~-third per cent showed & unilateral inguin-
al gland involvement aupd forty-one and two-thirda per cent a bi-
latersl inguinal process, 45.8 per cent showed extention to the
iliaes and sixteen and two-thirds per cent showed spread toward
the fossa pvalis chain, Ives and Katz (28) find the primgry lesion
occurs two weeks after exposure and the lymph nodes beecome invole
ved in ten days to six weeks. Lehmann and Pipkin find the peried
from exposure to appesrance of pPimary lesion to be from seven
to ten days and the period from exposure to the onset of the aden=-
itis to be from ten to thirity days.

The secondary lesion is menifested in the male, and in rare
instances in the femsls, by an inguinsl adenitis and, according
to Hoffmsn (27) is followed closely by iliac adenitis. In the
female, the adenitis may simulate a salpingitis with tendsrness
throughout the lower abdemen., He states that there are no symp=-
toms until the secondary lesion is evident, but when the secondary
lesions occur, the symptoms are: Malaise and fever, the glands en-
large and become tender and periadenitis ensues. Suppuration ce~
curs in fifty per cent of cases, with sinus’formaticn and with
the overlying skin abtached to the glands. The skin over the un-
ruptured glands becomés of & red to purplish color. The iliase

glands sre involved in nearly every case, a point which may serve




in differentisl diagnosis as they are noted as & mass above and
behind Pouparts' ligament. The iliae glands do not supparate,
though they do contain tiny abscesses upon biopsy. During the per-
iadenitis, the patient shows the toxie pieture of an ordinary
infection. The temperature sometines reaching 104 degrees ¥. and
cases of delirium have been peporbed.

Dalton noted that during the lymph node enlargement, loss
of wieght, nausea and vomiting, weakness and rheumatie pain. He
notsd no generaligzation of adenopathy. In one of his patients,
he noted a purpura with the onset of the glandular swelling. The
leukoeyte counts were normal to slightly elevated with & high mono-
eyte count in some cases, Fifty per cent of his cases fistulized
following either spontaneous rupture or surgical incision and
forty-one and twoe-thirds per cent of the fistulized group remained
under observation until healed, the time reguired for healing
varied from 92 to 577 days (average 278 days) from the onset to
healing,

Wilmoth (853) found that the average time between the onset
of tender glands snd the time the patients sought medical attention
was twenty days. Pain was seldom severe enough to keep the patient
ewake at night. He found no definite associated blood picture,
the leukocyte count being normsl before central necrosia ececurs,
then fever and the leukocyte count both go up eorrespondingly,
the aversge white cell count in his series being 12,700 and the

differential showed 70.1 per cent of neutrophils., There was usuale-




1y a slight secondary anemia.

The majority of authors agree on the presence of a mild
leukoeytosis and whils somareport an increase in mononuclesr
¢ells, others report varying degrees of essinaphilia., Goldstein
and Byars (83) report a case which itself one week after the onset
of tﬁe adenitia and showed & primary lesion and also on the shaft
of the penis were two areas of nodular enlargement not unlike a
sebaccous cyst. The pastient alsc hsd a urethral discharge. Mo
gonococel were found and the serology was negestive. These authors
¢ite & report by Nicolas and Beneim of two cases of this suppur=
ating lymphitis of the penis accompanying a lymphogranulomatous
bubo.

In a small percentage of cases, many authors have observed
an accompanying erythema nodosum or erythema multiforme. Since
these have been discussed in this paper in the section omuillergy
inlymphopethia vensreum, they will not be repeated here. Lehman
and Pipkin (31) have noted a generalized papular .or papulo-mecular
eruption in some cases during the pericd of melaiss,

The acute stages of the lymphadenitis subside gradually
in three or four weeks, as described by Amtmen and Pilot (2) and
in the eases which go on to suppurstion, the glsrnds may discharge
several months, the pus changing from the characteristic thick
yellomr to pus of a thinner type with the oceurrence of secondary
infection.. In some cases multiple fistulae form which may drain

for a year or more., The inguinal gland form of the disease lasis
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from several months to one or more years, leasving only the scears
resulting from suppuration. Ko report has been found showing
any difference in the duration of the inguiral form of the al-
leged two types of the disease,

A number of authors have offered classifications of the
late manifestations of lymphopathia venereum, or conditions other
than the inguinal invelvement of the dissase, excluding extra-
genitsl cases. Cormia (10) classifies these conditions as (1)
elephantiasis of the male pudenda, (2} esthiomene or vulvar
e@lephantiasis, (3) rectal stricture in both sexes and urethrel
stricture in women, (4) reetal elephantiasis, ulceration or anal
fistulae, and (5) a chronic perimetritis and‘salpingitis type of
syndrome.,

Wolf end Sulzberger (54) list these conditions as (1) es-
thiomene or ulcus chronicum elephantiasticum vulvae, the condition
known as "syphiloma" anorectale, and (2) a certain type of high
rectal strieture, occurring especially in women.

ﬁorne and Zakon (18), in writing on the léte manifestations
of this disease, divide them into those occurring in women and
those occurring in men., In the former they include, (l) esthio~
mene--& chronic ulceration of the vulva with elephantiasis, (2)
ganito-ano—rectél symdrome, often referred to as ano-rectal
syphiloma, snd (3) & certain type of rectal stricture. In the
lattsr group, those occurring in men, they consider only elephan-

tiasis of the penis and scrotum.
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With regerd to the infrequency of early diagnosis of the
disease in women apnd the uncommon gccurrence of the inguinal
adenopathy in the female, Sulzberger and Wise (43%) explain that
as there are no severe subjective symptoms and no visible lesions,

due either to the primary lesiocn or to the lymphatic involvement,

the entire course of the activse pheses of the disease frequently

escapes notice. The infection does not cause any manifestations
un$il the retractile scarring has brought about the seguellae,
These often first appear years later, These authors state that
the position of the strictures fellowing lymphopathia venereum
is uvsually high in the rectum and are generslly just to be
reached by the end phalanx of the palpeting finger, bofh in msle
and femsle cases.

Before taking up the syndromes as presented by Coutts
end Bianchi, the guestion of extragenitsl casss might be con-
veniently taken up at this point. From such case reports found
in the litsreture, it appears that two main types of extra-
genital cases are seen;vthose which are contracted by aceidental
inoculation through s break in the skin as in the case of sur-
geons injuring themselves while opesrating on lymphogranulomatous
patients, and those cases of oral infection developing a cervieal
adanitis, which cases are usually found to be sexusl perveris
acquiring the disease through cunnilingus or fellstio,

In the cass of accidental inoeulation, the eourse of the

disessze is essentially like that of the inguinal infegtion, the
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regional glands becoming involved znd following the course of
avents described in the inguinal form.

In the ecsses of orzl infeetion, Coutts and Bianchi des-
eribe a case which will be referred to subsequently, in whieh the
primary lesion was of transitory nature. However, Curth (13) and
Bloom (4) have both reported eases in whieh the primayy lesion
persisted and was refractory to any type of treatment., The case
reported by Curth showed an uleer on ths tongue snd submaxillisry
gland involvement similar to that of the inguinal type. The
glands wers fipally removed but the anterior two-~-thirds of.the
tongue remained enormously swelled and the primery ulecer remeined
unechanged regardless of itrsatment and the condition compared with
elephantiasis vulvee, This suthor cites the caas of Buschke, in
Berlin, in which the lesion of the tongue was still present sfter
nine months. 7The cass reported by Bloom was very similer. The
lesion was on the tip and left side of the tongue and appeared as
a superfieciasl, irregularly outlined and eroded ares with redness,
sWelling and slight infiltration, covered with grayisheyellow
pus., The glands were removed and the neek healed but the lesien

on the tongue persisted.

The following is the description and elassifiecation of the
syndromes of lymphopathia venersum as given by Coutts and Bianchi

(12), who have done extensive work on this disease in South

~ America and who have taken close and accurate observations in
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working out thess groups of symptom-complexes:

A AND B SYNDROMES

I SYNDROME A,
Under this group, are inecluded the lymphogranulomatous

conditions oceurring in eases in whieh a primery lesion has existed,
Under this heading are included lymphogranulomestosis inguipalis,
cervicalis, etc.; esthiomene wvulva; elephantiasis penis et seroti;
genito~ano~-rectal symdrome of both male and female, and in a few
cases reported, of & lymphogrenulomatous glessitis marginata, of
somewhat doubiful nature and probably belonging under the heading
of lymphogranulematosis cervicalis, above,

1. Lymphogranulometosis Inguinelis: This is the mosi

frequently seen cliniecal type, oceurring mostily in males and
rarely in females, Usually in from five to twenty-five dzys after
exposure, there appears =z smell, soft, peinless, dark red ulcera-
tion en the glans penis or prepuce, or there may be several
vesicles like herpes progenitelis or scmetimes a sterile urethral
discharge with reddening of the uripary meatus. These variocus
primery lesions have been classified sbove. Darkfield examination
of the primary ulceration, herpes or urethral discharge is negative.
Ulcerative lesions soon disappsar under any local treatment but
not the urethral discharge, for, when present, it may last for
many months, especially whern complicatad by sf$aphlococecus or
mierococcus catarrhalis infeetion. Urethroscopic examination re-

veals & varying degree of edema of the whole extent of the anterior
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urethral mucosa. The appearance of the primary lesion is followed
by regional lymph node inflammation in six to thirty days. Lymph
node inflammation begins very slowly. The patient usually has
his attention first ealled to it by a discomfort in the upper
thigh and there finds a smell, round, painliss mass in the grein.
The mass inereasses slowly and other small masses are found sur-
rounding the first ons se¢ that in one or two weeks & diffuss hard
mass is felt under and over the inguinal ligament. The deep
ilise lymphk nodes are not commonly involved bu} when they &re
involved, it is long after the inguina; process that they can be
felt as small, hard, painless in the iliae fossa,

During the firsgt period the temperaturs may rise one-half
to one degree, lassitude sets in and walking becomes slightly
impaired, After two or three weeks, the lymph node mess ineresases
very little in size but gets harder and becomes of a seirrhous
consistency. Soon soft zones appear in the mass, some of which
gradually meke contact with the skin, showing by signs of inflam-
mation and finally break out sponisnecusly, the expelled material
being formed of leukocytes and tissue debris,

If untreated, the lymph nodes suppurete throuzh sinuses
for menths, the process eventually ends owing to fibrosis, the
inflemmed nodes reduce gradually in size snd the sinuses close up
leaving umbilicated scars.

Schulman, c¢ited by CGoutts and Bianchi, bhas recently des-

eribed aboriive forms of this synfrome, such as inflammstion of
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the urinary meatus with slight inguinal inflemmetion, simple
adema of the urinary mestus without lymph node involvement.

Bileterel lymph node invelvement occured im only five
per cent of Goutts and Bianchis cases while they report that
Foncea of Chile found bilateral invol?emsnﬁ in & higher per-
centage and Hicolas ard Bancim noted bilateral invelvement in
13:.1 per cent of cases,.

2. Extragenital Cases: These authors studied two cases

of cervical adenopathies infeeted through eunnilingus. The
primary lesion on the tongue is a smell superficial ulceration,
glightly painful and of rapid evolution foward hesling. Two
wesks after the appearance éf the primary lesion both of these
caeses noticed & small painless lump in the superior caretid tri-
angle which slowly inereased in sizs., Treatment was imstitutbed
when soft zomnes could be felt in the mess and these did not
break out.

3+ Esthiomene and Elephantiasis Vulvee: While Frei wes

the first to call attention to the lymphogranulomatous nature of
this syndrome, most muthors desecribe it as rare but information
from gynecologic elinies and venereal diseese dispensaries have
shown an inerease incidence, especially in women twenty to twenty-
five years of sge.

4, Blephsneigsis Penis et sgroti: A8 mentioned in the hise

orical survey of this paper, Besrthels and Biberstein, in 1931

first plaeed among the lymphogranulomatous syndromes, & certain




67

of elephantiasis penis et scroti and slthough they deseribed only
one case, they based their argumenis on the presence of a positive
Frei test and on the similerity of histelogical findings with
those of histelogical findings with those of slephantiasis wvulvae.
Coutts and Bianchi heve studied three cases. One Qase studied
histologically showed marked sepasration of connective tissue cells,
pachydermetosis and numerous plasma cells. In the other case,

fhe skin test with antigen A was definitely positive. The third
cass showed & positive antigen 4 skin test and & similar histo-
logical piecturs. None of these cases showed filiariasis nor a
pesitive Wassermenn or Kehn. In all three cases, the skin of

the penis, scrotum and suprapubic region appeared considerably
thickened, owing to hard organized édems which does not leave di-
gitzl impression on pressure. The symptoms Were only in relation

to difficulty during coitus. A4All three of the patients were over

- £ifty years of age and all three had had the edema seversl ysars

before they ware seen by these suthors.

5. Genito-ano-rectal syndrome: In femsles, it is usually

related to esthiomena and elephantiesis vulvae. Coutts and Bilanehi
state that for meny years, and following the studies of Larson and

Fournier, inIlammatory strietures of the rectum were attributed,

in & large propertion of casés to syphilis (ano-reetal syphiloma

of Fournier). The absence of lyphilis in the anemnesis, the nega-

tive ssrologic test in most petients and the inefficiency of anti-

luetic agents in the treatment of this condition awakened suspieion




as to the importance of syphilis as the causative agent.

The formation of abgscesses and fistulae in the perineal
and perisnal regions, the presenece of giant e2lls in the in ip-
flammed tissues, geve rise to the tuberculosis theory which was
soon repleced by the theory that the condition was ano-rectel
gonorrhea until failure to demonsitrate gonococcei in the reetsl
secretion and then an attempt was made to explain the condition
as Gatermined‘by traumatism following frequent ansl coitus.
Dysentery, Chremic comstipation, hemorrhéids, ete., have been
eonsidered the cause of reetsl siricture, Nention has been made
in this paper under the historical survey of the work done in
esteblishing the relation of this c@nditionﬁ@ lymphopathia
Venereulie.

Coutts and Bianchi, after their study of several cases of this cone
dition in msles, coneluded it presents two forms: One that begins
with abscesses and fistulae in the leower perineum, which are not

in relatiocnship to tﬁe urethra and where the ano-rsctal symptoms
appear some years after, and another where fistulae appear when

the ano-rectal stricture is alrsady established and can be diagnosed
by simple digito~rectal examination.

The course of the perineo-reetal type, as determined by
these authors, is such that patients do not remember any special
symptoms prior to the appsarance of one or more abscesses on the

perinsum. These abscesses sre slightly painful and after a vary=-
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ing peried of time, break out spontanecusly. Resulting fistulae
pour out & sero-purulent matter. They mey hezl and bresk out again.
Urine does not pass out through them. ZHectal symptoms appear in
two to three ysars and are the same as those described in ano-rasetal
lymphogranulomatosis,

The cause of the ano~rectal type (ano-rectal lymphogranulomas:
tosis) seems to develop in latent form in occasional cases with
a feeling of rectal fullness accompenied by slightly painful dis-
charge of muco~pus from the anus. Once the siricture is establish-
ed, bowel movements are difficult asnd several days may elapse
between one bowel movement and another. Patients must use cathartics
or enemata., Rectal suppuration of varying intensity appears,
Intense and persistent constipation develop and feees become
ribbon shepe. Later the strieture is accompanied by abscess and
resulting fistulae.

On examination, around the anus there can be seen small
and hard condylomatous sxecreseences, thse skin is pachydsrmatous
and sometimes small paspillomatous stripe follow the anal folds.
Digeto-rectal examination reveals just bsyond the anus or
irmediately above, thickening of the well and loss of elasticity,
small vegetating preliferations and & progressive narrowing which
renders the examination painful. Proc¢tosecopy reveals a dark
red uneven mucous membrane with eicatricisl spets, vegetations,
hemerrhagic zones and ulcers. 48 the narrower portions are

approached, the stiffness inerecases and the gray c¢olor of the
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surface contrests with that of the mucous membrane lower down.
Badiograms clearly demonsitrate the extension of the striciure.
Qoutte and Bianchi find nearly all cases of both types of fhe
genito~ano~rectal syndrome are betwesn tweniy-five and thirty
years of age.

6. Lymphogranulomatosis Glassitis Marginata: COCoutts

and Bianchi ineclude inelude this condition in this group of
gymd.romes, 1t is found in persons praciticing cunnilingus or
fellatio., Lesions on the ftongue are not typical, Sometimes the
tongue is enlarged, merzin appesrs thickened and furrowed and
with zones of cicatricial retraction. In other cazses these
gymptoms are very mild but there is, on the dorsum, deep and
extensivs grooves snd several well limited zonss of intense dark
red color with loss of superficial epithelium or opaque grayish
papulses. Regional lymph nodes are only slightly involved.
Lymphogranulomatosis of the mouth is often and easily mistaken
for licken planus of the mouth.

11 SYH¥DROME B.

The outstanding faet about this syndrome is the absence
of any primary lesion, in or about the genitals,

The eourss begins with symptoms not unlike any common
infection. 4 few days before the lymph node syndrome appears, the
patient fesls general malaise, headache, lumbar and srticular
pain, Fever accompaniesd the onset of the lymph node enlarge-

ment.




71

Coutts end Bianechi believe the elinical piecture is established
in one week and the patient ususlly enters with the symptoms of
fever, persistant and higher in the evening, intense pallor,
slightly furred tongue and rapid pulse., Headache is Woise during
the prodromal stage and leaves by the time of full development
of the clinical picture. Hesenteriec, esrvical, epitrochlear and
lumbo=aocrtic glands may be involved and palpated in the develop-
ing stage of the disease. The urine is negative and the bloed
shows an eosinophilis,

in & few weeks the general sympbtoms subside but the
fever and inguino-iliac lymph node inflammation remeins, In
certain cases, during the second or third weeks of the disease,
erthritis of one or more joints sets in. It starts suddenly
and stops suddenly and while its clinicel appearsnce is similar
to gonococcus arthritis, its swiftness and rapid restitution of
all movements is contrary to gonocoecus arthritis. In three or
four weeks fever disappears and lymph node inflammation subsides
butb it may teke two to six months for the lymph node inflammation
to subside., Hosinephilia is one of the most psrsistent symptoms
throughout the length of the disease. The degree of eosinophilia
varies in reports of different authoré from twoiper cent to twenty-

Pive.per cent though usually around ten per cent or less.




CHAPTER IX
DIAGHOSIS

The c¢linical diagnosis of the inguinsl invelvement
with this disease is not difficult but should be considered
uneertain until ecomnfirmed by an intracuteous itest. The sssen~
tial points as given by Zakon (55) and by Wilmeth (53) are:
4 history of a painless, transient, superfiedal ulcarating
primary lesion or the finding of such lesion; the history of
gradaal onset of enlarging lymph glands, with or without history
or the primary lesion or contributary lymphangitis; the
history of & recent visit to the West Indies, South or Central
Americs is suggestive.
The Freil test is the most reliasble point in the diagnosis,
though it should be realized that this does not bvecome positive
until lyrmph gland inveolvement is well under way. The serum re=-
action recently described by Reiss, discussed in the section
of spscific reactions in this paper may prove to be of value
for an sarlier diagnosis. 7The Frei test, however, should be
done with both the known A and B sntigens, One neszative
Frei test is not‘suffieieﬁt to rule out lymphopathia venereum.
The finding of clinical evidences of the forms of this
disease other than the inguinsl adentis should be good indications
Tfor a Frei test., Certainly all cases of rectal stricture deserve

a skin test which should show & positive reaction if due to limpho~
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pathia venereum, for by the time the striecture menifestis itself,
the allergy is well developed,.

The nature of a reetal strieture, as determined by di~
gitsl examination, may give a clue as to its etiology. Streicher
(42) classifies this strieture as annular-tubular with the apex
of the stricture at about three or four centimeters from the anal
orifice with the tubular formatioam of the siricture distal to the
annular constirietion and‘the apperently normal recto-pelvic colen
proximal te the stricture., The finger meets with irmediate ob=-
struetion on rectal examination and is of a leather~like consist-
engy, almost stony hard and simulates syphilis of the rectum execept
for reetal fistulae which are usually absent in syphilis. Rectal
fistulag may be present with rectal strieture and no inguinal
gland involvement and the reverss is true. Alsc the inguinsl

adenopathy and stricture but no fistulse.

DIFFERENTIAL DIAGNOSIS

Chanecroid: The primary seft echancre, sccording to Hoffman
(87), is chronic and the patient is aware of its presence, and
Tomlinson and Cameron (47) bring out the point that the lesion of
echancroid can be proved to be auto-inoculable and the exudate
contains the Ducrey Bacillus. These authérs as well as Lehman
and Pipkin (31) state that in the bubo of chamecroid, the gland
process is very painful, more acute and develops ﬁo suppurstiocn

more rapidly. The adenitis is & complication in chancroid rather
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then a secondary lesion and the bacillus of Ducrey can be found
in seventy~-five per cent of cases. The bubo suppurates usually
into one cevity. The Ito~RHeenstierma intradermel test is posiw
tive while the Frei test is negative unless there is & mixed
infection. The dirty appearance of chancroid and ths odor ars
cheracteristic,

Syphilis: Hellerstrom, quoted by Zakon (55), found
syphilis present in thirty per.cent of his cssss. Hoffman poinks
out that the glands are hard but diacrete and painless, There
is history of a hard chanecre or visible evidence of one from
which & derkfield examination may be done or a darkfield study of
material ffom gland aspiration, The glands do not have the same
tendency to suppurate that is seen in lymphopathia venereum, slsd
in the latter disssse there is no secondary skin eruption. The
diagnosis however depends mainly on the laboratory tests, the
Wassermanp usually being positive by the time a luetic asdenitis
is seen. Alsethe‘eourse of lymphopathia venersum is not affected
by antiluetic treatment, In the leater manifestatiocns of the twoe
diseasss, it mey be impossible to distinguish them on e¢liniecal
grounds and in these conditions, the labotatory tesis are reliable
and disgnostie in & very high percentage of cases but it must be
remembered that, as reported by Burney (6) occasionally early
cases of lymphopathis venereum mey give & weak positive Wassermann
for;awhiie and that, as has already been brought out, active second

stage syphilis may cause anergy in intracutaneocus Frel tests,
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Hedgkins Diseasa: As brought oub by Hoffmén, the glands
here are discrete, hard and have little tendsney to become fixed
or to break down and suppurate. 0Often too, other glands than the
inguinal group are involved and here it is ssen thet Hodgkin's
diséase would offer a greater problem in differentiating from the
extragenital eases of lymphopathia venereum. In Hodgkins the
gpleen is enlarged and the microscopic picture from biopsy is diag~
nostice.

Tuberculesis: Like lymphopathia venereum, tuberculous ad-

enitis is chronie, the glands suppuraste srnd sinuses ferm but
tuberculosis usually gives a history of systemic symptoms of longe
er standing. The diseases may be éonfusing even in mierescopiec
sections but, according to Amtman and Pilot (2), csreful Stuéy will
show differences even in the presence of Langhans cells. Further,
lymphogranulematous glands never caseazte, Smears for acid-fast
baecilli are helpful, guinea pig inoculation is valuable and tuber-
culin tests are useful, particularly if negative in the edulg, thus
disproving & tubsrculous etiolegy in a given case, The léboratory
work probably being the most veluable in the ano-rectal cases.

Granuloma Inguinasle: This disease csuses much confusion,

due mainly to the present similarity in the names of the two diseasss
Ingranploms: ingyinele, as emphasized by Tamlinsoﬁ and Cameron (47),
there is ulesration of the skin over the glands without glandular
suppuration; the disease is characterized by the presence of Dono-

van bedies in the large mononuclear cells of thes pus from the
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granulation tissue surface of the ulesration. it does not hegin
as an adenitis, but ascan ulcerating lesion @0 the skin and involv=-
ing the subtubaneous tissue and inereasing in area if untresated,
Involvement of the lymph glands is rare according to smtmer and

and Pilot (R). Also, this disease responds more feadily to intra-
venous antimony and potassium tarirate.

Neisserian Infection: The history or finding, in the male,

of an acute, purulent urethritis and in the femsle, an urethritis,
vaginitia, bartholinitia or cerviecitis, even incases where the gono-
coccus can not be found in smears, usuelly cause little confusion.
The gonorrheal bube is uncommon &nd when it does eccur; it is very
gcute and there is evidence of gonorrhes on exeminstion of the
genitalia. Intrapelvic involvement of lymphopathia venersum how-
ever may be difficult to distinguish from a chromic gonorrhesl in-
faection, mainly cervicitis and salpingitis, especielly with the
bigh ineidence of gonorrhesl history invlym@hopathia venereum
patients, The Frei test of course should always be used to prove
or disprove the presence of the latter. This as well as micro-
gcopie study of smears should be done in casss of rectal involve-

ment.

Plague: Here the process of bubo formation is much more
acute, twenty-four hours after exposure according to Hoffman (27),
the constitutional symptoms more marked and laboratory findings
by direct smeasr, culture and animal inqculation eliminate confusion

of the two diseases, using aspirated pus from the buboes,
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Simple Pyogenic Adenitis: This might be confusing but a
primary focus of infection can be found and bacteriologic studies
elear up the etiology. 4lso & pyogenie bubo produces omns large,
rather then numercus small abscesses if the process extends to that
stage of development. In pyogenic adenitis of the groin dus to
lesions of the lower extremity, the adenitis will be femoral rather
than inguinal,

Other conditions mentioned by Burney (6), which must be
ruled out but which do not cause sufficient confusion te warrant
detailed eansideratien are tularemia, chronie glanders, malignant
growths, herpes genitelis, actinomycosis agé acute leukemia. In
cases showing slephantiasis, filariasis may need t¢ be ruled out
by ézamination of the blood, urine and chylous fluid for the
mierofilariae, though a Frei test should be suffieient if cor=
roborated by clinicel study. Coutts amd Bianchi (12) state that
lymphopathia vspereum of the mouth may easily be mistaken e¢linie-

ally for lichen planus of the mouth.
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CHAPTER X
PROGROSIS

The prognosis in this disease is good though the course
may be subacute or chronic, espeeially if not properly treated,
Howevaf; the different types of treatment with varying results,
stil)l make the courss indefinite. Zakon (55) says the prognosis
is never grave though the long duration and the therapeutiec
reaistance render it & troublesome condition. Only one case
having resulted in death--a few weeks after an operation for
the removal of the glands., The necropsy report showed abscesses
end hemorrhagic infarets, verrucous endocarditis, purulent
nephritis and a persistant thymus, |

However, since Zaken's report in 1932, Wein and Pérlstsin
(80) have raported a case with sutopsy findings which gave patho-
logical confirmastion of the eourse of the disease ss it occurs

in the femals,




CHAPTER X1
TREATMENT

The treatment of lympheopathia venereum is yet variable im
the hands of most authors who Teport their results of different
mebthods. Due to the éiffgrence of resulis obtained in employing
any one kind of treatment, no one methed has bsen generally sstab-
lished as superior. MNany suthors state that spontanecus cure ogeurs
rather frequently.

The main types of treatment and the results reported by
different writers mey be listed under the folloewing headingss

SURGICALS .
Most authors having had experience in the surgical trsatment

of the inguinal form of the disease conelude that removal of the
affected glands is mueh more satisfactory in shortehing the course
of the diseass thanm is incision and drainage; Delflplf and Van Cleve
(17) believed that surgiecal removel of the glands offered better
results than any other form of treatment. Wilmoth (53) excised the
glands in twenty cases and found %his t0 be more effective than in-
eision and drainage. In his series, disability after sxcision aver-
aged twenty-saven and ons tenth days as compared with én average
disability of thirty-five and two tenths days in cases in which ine
cision and drainage had been done, He obaerved that a rather severe
reaction may follow either incision or exeision and occasionally
involvement of the deeper, more proximal group of glands fellows

with slow raseovery. 3Such involvement of the desper glends is charac-~
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terized by continued rise of fever with tenderness on deep pressure
in the lower sbdomen. Post-operatively, there is alwayé a rise of the
temperature curve to usually about two degrees above the highest pre-
operative point, whigh deelines to normal in five to nine days. He
concluded thet early reseetion of the invelved glands islpreferabla.

Whitmore (51) expresses surgery as the choice of treatment.
He trested twenty cases by surgery and in some he removed &ll the
glands and sutured the wound shut. A4bout one-half of these healed
by primary intentibn. In others there was prolonged drainage but the
course seemed shorter thah in those who had incision and drainage.

Some years age, Nicolas and Favre (33) claimed the echoice of
treatment to be rsdiotherapy, complete curettage or excision.
Berkovsky @3} also recommends wide excision and massive xray doseage,
while Gole; according to Burmey (6), recommends only partisl excisiom
to prevent elephantiasis. According to this asuthor, Hellerstrem says
that the danger of elephantiasis in total extirpation may be avoided
if care is taken net to exeise all %he inguinal and subinguinel glands,
Cole considers the best results are obtained by rest in bed, free
dreinage, partial extirpation of the nodes plus the use of antimony
end potassium tartrate intravenously.

Dalton (14) treated sixty-twe and one-half per cent of his
twenty-four cases by eomplete or partial excision, laneing or as-
piration, and of the healed cases, those with complete extirpation

required an average of sixty-one deys from operstiom to healing.
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Those who had had exeisior without previeus lancing reguired thirty
days as against one hundred twenty-three days in those that had pre-
viously been either lanced or partially excised, espseially in cases
of bilateral in%olvement,bacause of the resultent lymphatic block.
Further, Hanschell (24) in 1926 even denounced any surgical approach
beyond aspiration of large and fluctuant gleamds. Hoffman (27) be-
lieves that surgery alone does not cure. He trsated the suppureting
glands by aspiratien. If the lesion was large, small parallel in-
¢isions were mede in the mass and the pus pockets broken down with
the Tinger bui the glands were not removed or destroyed. Small penw-
rose draing were put in. He argues that this technique svoids having
large woukds whick have to granulate in end it saves ihe glends to
prevent a later complication of elephantiasis.

TREATMENT WITH THE ANTIGEN:
This treoatment can be epplied in whatever form the disease

may manifest itself and probably is of value in preventing the late
manifestations. 4lley (1) has used antigen in the treatment of four
eases in the pre-stenotic stage of reetal involvement and he states
éhat the results are encouraging. The technique of the treatment is
simple and is essentially the same as the diagnostie test: With a
tubereulin syringe and small needle, preferably dry-sterilized, 0.1
g.¢e of antigen is injected intradermally. He believes the intra-
dermal treatment to be more effective than the subeutaneous or imtra-
museculer injeetions. The dose is repeated twice a wesk. Twe of his

four cases had activation of rectal symptoms, shown by ineresased




bowel activity, diasrrhes snd tenesmus following the first few ims .. -
jections. The most strikimg change in these four cases, who had had

fiftesn to thirty injeetions each, was the better general feeling and
the dimiﬂutiom of rectal discherge and discomfort.

An important andvinterasting‘point in the intradermal tresat-
ment was brought out by Wein and Perlstein (49) wheo used intradermsl
antigen and noted that the reactions in the patieﬁts arms became
negative after repeated injeetions but the reasction to injection on
the hip was actively positive. In their cases treated with intra-
dermal antigen, these authors noteéd that new lssions eeased forming,
éinuses stépped discherging and healing &nd fibresis wers hastened.
They state that with the intradermel method, resulis are obtained in
less time thamp when tha antigen is given subecutansously. Further,
the intradermal methed requires less amtigen, which is & point to Ea
gppreciated, comsidering the diffieulty with which fresh antigen is
obtained,

Parhaps this problem might be largeiy relieved in the future
since Tamurae (44) has shown results with culturedcantigen. At the
time he reported his sueccessful eulture of the virus, he had nine
cazes showing active inguinal manifestations of the disease. He was
treating them with heated eulture vaccine, given subeutanaocusly. O0f
thesa, th:ée cases showed such marked imprevemsét they were considered
cured in eight weeks. The other cases showed improvement. The effects
of this antigen given intradermally remains te be reperted,

INTRAVENOUS TARTAR EMETIC: ,
This method of treatment hes been rather widely used with
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fair success but according to Cormia (10), Hellerstrom doés not find
it comparable with operative resulbs. Coubts and Bianchil (12) report
good results in the early stages of the disease with the combined use
of deeop Zray therapy and inbtravenous tartar emetic.

Hoffmen (27) found tartar emetie very effieaceous execept in
one case of his series. 4s soon as the diagnosis was established,
his cases received the intravenous antimony and potassium tartrete in
steriles one per cent solution, J-.e.¢. given on the first day, 5 c.c.
on the sacond day, 8 c.¢. on the third dey and 10 c.e¢c. on the fourth
day. If the patient could be observed for toxic symptoms of nausesa
and vomition, 10 c.0. Ware given daily until healing was evident and
then repested two or three times & wesk until healing was complete.

Apperently the tartar emetic treatment was origipated in
1925 by Destefanc and Vaccarezza (16) who reported excellemt results
in seventy=-two caames over a peried of two yeears, Bilatersl involve-
ment cceurred in twenty-six cases., They used the ore per cemt solu-~
tion intravenously twice a week for from four to ten injections
usually, and sometimes up to fifteem or more were given in some cases.
Aecording to their report the lesions retrogressed under this treat-
ment alone and the gemeral health of the patients improved so it was
unnegessary even to incise the abscesses, They conecluded that the
action of this drug is so manifest and =0 comstent that it should be
ranked as a spscific, 7They report all their cases were cured or im-

proved. The only contraindications being kidney disesass.
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Sorley and Gibson (39) treated a large number of cases and
after using intravenous tartar emetic, exeision and protein sheck
therapy, abandoned the létter two. They mede & medification of the
original methed of giving the drug as used by Destefano and Vecearrezza.
The original method is ss follows: The injections are given every
thres or four days, the dose of the drug in the first injection being
one-half grain; in the second, one graimr; and in the third, one and
one-half grains. The latter is the maximml dose. The duration of ths
treatment is, of course, regulated by the results. The patient is
prepared before each injection by the aahiavamen£ of a free bowel
movement and by the administration of glucose on the night previous
to, and also on the morning of the injectiom. The glucose acis aa
a guard against tissue injury, especially hepatiec.

It is essential that the tartsr emetic solution should be
made up fresh on saeh day of injeetion, The exaet amount of the drug
is weighed out end placed ir a sterile glass besksr. The selvent
for meking the solution is sterile distilled weter, and the volume of
solution for each injsction is 10 c.c¢. The injection is given very
alowly in an attempt to avoid any rescetion which takes the form of a
dull aching at the elbow and shoulder of the arm in which the in-
jeetion is being givén, and after the injeétion is finished, laryn-
geal irritation with vioclent eoughing., Nausea and vomiting may also
rarely be caused. In order to reduce the chanca of a reaction to a
minimum, the injection should take at least five minutes.

The modification of this method, devised by Sorley and

Gibson, differs from the original method in the time employed in
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giving the injection. It appears that to get the best results, accord-
ing to these authors, it is desireable to produce im the patient &
well~-merked but transient reaction. The symptoms produced do not seam
te be of sarious pathological significance. Thse medification them,
consists of giving the drug rapldly enough teo insure the production
of a reaction., The progress of casss in which a reaction was pro-
ducéd with every imjection wes eomnsistently more satisfactory than
that of esses in which the temporary confort of the patient was con-
sidered and the injeetions slowasd to obviate any resction. The
averags time of injection reguired to producé & reaction is three
minutes.

These authors have ébanécﬁed even aspiration and consider
it essential to avoid, if possible, any break in the skin over the
bube, even in the presence of fluctuation. In most ceses treated
with tertar emetie, éhaorptien of the pus and resolution of the in-
flammatory reaction in the bubo occurred gradually but surely. it
by chance, & bube leaksed or underwent a spontaneous rupture, the
opening was well cleansed with spirits and closed by a collodian
dressing, This principle of non-interference with the bubo, accord-
ing to these authors, seems fto be az important point in the tartar
emetic treatment. The tablé of results by these observers shows
the averags di&#%ility period in caseé treated by the original
method $o be thirty-four and two tenths days as egainst an average
of twenty-three and three ftenths days in cases trested by thelr modi-

fied method.
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NON~SPECIFIC FEVER THERAPY:
This method of trestment was strongly advocated & decade

ago by Henschell (24). MNost of the work with this form of therépy
in this diseasé has been dons by the British workers. Hanschell re-
ported excellent results with bed reét and intravenous typhoid
vaccine, One dose and & second and third if needed, If the glands
are largze and fluctusnt so they look like they might break through,
they may be aspirated, Henschell says his own experience with this
treatment was confirmed by Dr. G. C. Low and Dr. P. H. Manson-Bahr
at the Hospital for Tropical Diseases, in London.

Low and Cook, ecited by Burmey (6), recommend foreign pro-
tein in the form of TAB vacecine given in increasing doses &t intervals
of four to eight days, beginning with fifty million %o & hundred
million orgenisms., The doses are inereased untii three hundred mil-~
lion are given at one injection. The size of the dose and the inter-
vals between injeetions are regulated by the eondition of the patient,
the amount of reaction and progress of the patient, aspiration being
done if thers is pus.

In the treatment of forty-thres patients by the intravenous
vaccine method, Sorley and Gibson (39) were unable to get the results
elaimed by Hamschell. In the forty-three patients ﬁraated by this
methed, they determined am average disability period of forty-six
and six tenths days as against one of twenty-eight and eight tenths
days in‘thirty-six patients treated with intravenous tartsr emetic,

BVETINE TREATMHENT:
Ravaut (35) originated this treatment. He reported a rapid
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cure with subcubaneous and intrevenous injectiona in cne case and
later noted good results in later cases, including one case of
glandular involvement of the neek. Other observers subsequently re-
ported fair results with this drug but in recent years its use in
this disease has largely beeh abandoned.

KWISCELLANEQUS AND NON-SURGICAL LOCAL THEATMENT:
Treatment of the primery lesion is ignored by most workers

on aceount of its supesrficial and evanescent character. Usually
ordimary cleanliness is considered sufficient. Hanschell {24) in his
repért, eclaims to have healed the primary lesion in his caszes in
twenty~four hours by swabbing with ninety per cent methylated spirits.
Ne reports of other werkers to duplicate this have been seen.

Wilmoth (53) coméluded that locsl treatment of the adenitis
was of little avail as far as the course of the disease is concerned,
but it mey add to the comfort of the patient., He states that some
reeemmgnﬁ lead lotion, iethyol ointment, tincture of icdine, ice bag
and hot water bottle. Others recommend the quartz lamp or injections
of mercury salts or injeetions locally of icdoform émulsion or
similar emulsions. DPotassium iodide by mouth and imtravenous arsphen-
amine are no good,

The treatment of a case reported by Davies, King and Findlay
(15) consisted of rest, hot fomentations to both groins, repeated
espirations as fluctuation appearéd and two intramuscular injections
of manganeaé butyrate, one to ome and one-half e¢.e., given three days

apart, and saline dressings on the prepucial sore. At the end of six




weaks the patient had only thickened glands and brown staining of
the skin over the glands,

The use of fuadin has been iried by some workers and Coutts
and Bianchi (12) report good results with it. Delton (14) treated
saven patients medically, four of which received tartar emetic (two
early cases and itwo with fistulee) and three received fuadin but the
comparative results did not reveal anything either in & positive or
& negetive way.

Thomas and HCCarthy (46) treated one case with an autogenous
filtrate in bouillon applied by sosking dressinge on the wound where
the patient shéwed no tendeney to heal after having had the groin
incised some time before, They reported rapid and eemplate‘reeevery
ﬁy this trial. |

Coutts and Bianchi (12) state that whén fistulee have he-
come established, Xray therapy and loeal treatment with ten per cemnt
iodoform-glyeerine accelarates cicatrization. A4According to Cormia
(10), Xray, preferably filtered, bas bsen extensively used by Favre,
Frei, Poutrier, Lohe and Rosenfeld and others and aceording to Burney
(6}, Pardo~-Castello recommends radio-therapy before suppuratiom, or
exeision after sup@nration has occurred. Cormia states that ten per
cent sodium iodide, sodium salicylate and Lugels solution have been
popular in France, while in Germeny, selgonal (a gold preparation) has
been strongly recommended by Nauman, Lohe and Rosenfeld.

TREATMENT OF THE LATE MANIFESTATIONS:
The treatment of the late manifestations of lymphopathia

Yenereum is mainly a surgical problem in handling a mechanicsl ab-
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normality, though the logiec of first treating the disesse itself, if
8till active, is obvious. Also i{ is generally recognized that
treatment of the disease itself has no effect on the late manifestations
when once they have develdped but is importamt in the prevention of
these complications, Therein lies the importaneé of early disgnosis

of this disease, especially in women who are more prone te develop

& late genito-ano-rectal imvolvement,

Strai#hsr {(42) siates that treating the disease itself has
no effeet on the rectal stricture after it has fommed and Alley ¢1)
believes that in the advanced stages with dense fibrous siricture of
the reét&m, eolostony is necessary as & life preserving measure, He
has used antigen in tﬁe treatment of four cases in the‘pre-stenotic
stage and feels that the results are encouraging.

Templeton and Smifh (45) reported a case of a male with
factal strieture and fistula in ano and extensive ulceration around
the anus., The strieture was divulsed after eutting it with the cautery
and opening the fistula with the cautery. The strieture wes graduslly
dilated and diathermy used. Also two drachms of saturated solution
of potassium iodide three times a day and intradermal injections ef
Frei antigen. The patient progressed to eompléte healing. Lash (29)
reports & case showing a growth on the labia minors six years after
a colostomy had been done, 4 vulvectomy was done and the patient sent
home., Martin (32) studied twenty-five cases of rectal stricture in
colored women, twenty of which reacted positively to the Frei test.

He concinded that colostomy is the best treatment.




CHAPTER XII
GCONCLUSIONS

In the foregoing chapters, an attempt has been made to
present a comprehensive stﬁdy of lymphopathia vensereum in all its
phases and to clarify, as much as possible, the present status of
the knowledge of the disease, by compiling the pertinent facts

astablished to date.

The study of one caese in January 1934 served as a stimulue
for the preparation of this paper. The case, & colorsd female,
age thirty-eight years, showed a reetal striecture and a recto-
vaginal fistule which had been unsuccessfully repaired four times
before the presence of lymphopethia venereum was discovered. The
petient then had a permanent eolostomy performed. Undoubtedly
meny more comparable cases are presenting such & problem and
warrant physiecians and surgeons to be constantly on the lookout

for their oceurrence.

The facts presented in the text suggest that some work mey
well be done in eulturing the virus of each of the two types of
the disease; namely, the & and B syrdromes. 1If sach can be sue-
cesefully cultured, much knowlsdge can be gained of the speeificity
of these two types, provided such cen be more firmly established,
Further, this culture antigen might be prepared aand put in aterile
ampules to supply many workers finding diffieulty in obtaining

entigen both for diagnostic and therapeutic purposes,
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