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YMPHOGRANULOMA venereum is a L venerea1 infection of virus origin 
with a remarkable predilection for 

Iymphatic structures. The disease mani- 
fests itself by a primary evanescent genitaI 
Iesion and subsequentIy by one or more 
subacute to chronic secondary Iocahzing 
Iesions. These are inguina1 buboes, genita1 
eIephantiasis, recta1 stricture and warty 
papiIIary excrescences or poIypoid growths 
about anus, vuIva, urethra and in the rec- 
tum and vagina. UIceration commonIy 
occurs either as a continuation and exten- 
sion of the primary Iesion or as a seque1 to 
Iymph stasis. RectovaginaI fistuIae and is- 
chiorecta1 abscesses are 0ccasionaIIy 
observed. FrequentIy systemic reactions 
occur. 

Etiology. LymphogranuIoma venereum 
is due to a IiItrabIe virus, immunoIogic 
response to which is shown by the Frei 
test. This test, when positive, remains so 
throughout life. It is a venereal disease 
which affects a11 races but in America is 
predominateIy found in the coIored race. 
In our IocaIity more white males are 
affected than white femaIes. The highest 
incidence occurs during the most active 
period of sex Iife. The incubation period 
is inconstant and varies greatIy. The 
primary Iesion usuaIIy occurs ten to four- 
teen days after exposure and the adenitis 
twenty-one to thirty days. In an I I year 
oId gir1 with a history of a forced coitus 
(rape) the bubo appeared one month 

Iater. TweIve to forty days and Ionger may 
eIapse from the time of the primary Iesion 
before a positive Frei test is obtained. 

In our series of cases there were ninety- 
two coIored and four white femaIes. Three 
of the white women, aged 26, 27 and 28 
respectiveIy, were married. One husband 
was tested with Frei antigen and reacted 
positiveIy. The other white femaIe, aged 
20, was unmarried. Salpingitis was a com- 
pIication in this patient. The coIored 
women ranged in age from I I to 56, nine- 
teen being 20 or less and thirty-four from 
21 to 30. 

There is a high incidence to other vene- 
rea1 diseases in this group of patients. 
Twenty-seven either had active chancroid 
Iesions or were positive to the intraderma1 
chancroid test. Fifty&e either had a 
positive serologic test for syphiIis or had 
been under treatment for this disease. 
Lesions of granuIoma inguinaIe (diagnosed 
by finding Donovan bodies in smear or in 
tissue section) occurred in seven of this 
series. Three colored women had a11 four 
of the above venerea1 diseases and may 
have had gonorrhea in addition, inasmuch 
as no note of latent gonorrhea was made 
in this study. A considerabIe number have 
had saIpingitis and severa had been 
operated upon for this condition. 

The time of appearance of the initia1 
Iesion according to the months of the 
year, where it was possibIe to determine, 
is recorded as foIIows: 
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January........................... j 
February.......................... I 
March............................. 3 
April. . 3 
May..............,,.............. 2 
June.............................. I 
JuIy.. 2 

August............................ 1 
September......................... 1 
October., 2 
November......................... I 
December.......................... 2 

Clinical Manijestations. UsualIy within 
two or three weeks after exposure a 
primary, often transitory, papuIe or vesi- 
cIe may deveIop. This may quickly hea 
and the patient rareIy connects it with the 
Iater manifestations which occur within a 
few weeks. Fever, joint pains and maiaise 
are frequent systemic reactions accom- 
panying unilateral or bilateral inguina1 
adenitis. Because this disease attacks the 
lymph channels and gIands there may 
result IocaIized elephantiasis of the vulvar 
region, Iabia and clitoris, or production of 
nodular tags of tissue about the anus or 
urethra, leading to the various inguinal, 
urethral or anal syndromes. Some of these 
lesions may ulcerate, become secondarily 
infected and hea with difficulty. The 
uIcers may excavate, especiahy when 
combined with other infections as chan- 
croid, syphilis, fusospirochetosis, or sec- 
ondary infection by other organisms. AI1 
manifestations may occur with or without 
fever which may be remittent and some- 
times chronic. 

Types. Genital. This is characterized 
by bIockage of the Iymph channeIs with 
resulting chronic edema and uItimate 
ulceration of the skin. There is a tendency 
to formation of eIephantiasis of the Iabia, 
especiaIIy the Iabia majora, and of the 
clitoris. Deep, suppurating subcutaneous 
abscesses may develop. These may rup- 
ture through the skin and cause persistent 
IistuIous tracts. Healing and scar tissue 
0ccasionaIIy rest& in stricture or f%tuIa 
of the vagina. In this series there were 
thirty-five uIcerative Iesions located as 
foIIows: vuIva 18: vagina I); cervix 5 ; 
anus 2; buttocks 2. EIephantiasis occurred 

in twenty-three patients and in the foIIow- 
ing structures: vuIva, either one or both 
labia majora, 20; cIitoris 5. Seven of the 
above patients had both uIceration and 
eIephantiasis. Th ere was one stricture of 
the vagina. 

Inguinal Adenitis and Buboes. Possi- 
bly due to the difference in Iymph drain- 
age, this is Iess common in the femaIe than 
in the male. NevertheIess it occurs quite 
frequently, producing uniIatera1 or bi- 
lateral adenitis with definite tendency to 
focal softening and subsequent drainage 
through muItipIe fistuIous tracts. Twenty- 
nine of these patients had buboes and four 
had a history of buboes. The Iocation of 
the bubo or buboes was about equaIIy 
divided among the three possibilities, 
right, Ieft and bilateral. In two patients 
with buboes in whom both the Frei and 
chancroid tests were positive, the Ducrey 
baciIIus was isolated from the aspirated 
pus in pure cultures. 

Anorectal Stxdrome. This may be a 
subacute proctitis with redness, sweIIing 
and discharge from the mucosa. It mav 
be chronic with resultant benign fusi- 
form stricture of the rectum as though a 
rubber band of varying width were tightIy 
wrapped around the recta1 mucosa. This 
stricture, aIthough it may be narrow 
IongitudinaIIy, is usuahy fusiform and 
reguIar in 0utIine. It begins aImost ab- 
ruptIy from a few centimeters to 8 to IO 
cm. above the anus and extends upward a 
variabIe distance, sometimes to a Iength 
of IO cm. In the earIy cases the constriction 
readiIy admits a linger but in the Iater 
ones hardIy a knitting needle. While it is 
not strictIy eIastic, moderate diIatation is 
possible in the earIy stage. AI1 patients 
with recta1 strictures not due to trauma of 
hemorrhoidectomy, have had a positive 
Frei test. In addition to the stricture there 
is a definite tendency for verrucous tags 
of epitheIium to deveIop at the anal orifice. 
Recta1 strictures occur commonIy in the 
femaIe, possibly because of the reIationship 
of the posterior vagina1 waII to the rectum. 
This condition occurred in twenty-two 
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patients, i.e., about 23 per cent of the unnecessary. AnaI tags were present in 
cases. In eIeven patients it was uncompIi- eight cases. 
cated. It was associated with eIephantiasis Urethral Syndrome. In some cases there 

FIG. I. Lymphogranuloma venereum-inguinal syndrome. Note the typica 
muItinoduIar type of bubo. 

FIG. 2. Lymphogranuloma venereum-genita1 syndrome. Note the ele- 
phantiasis of the vulva. 

of the vuIva in one patient; with vuIvar 
uIceration in one; with urethral syndrome 
in one; with history of bubo in three; with 
previous coIostomy in three; and with 
carcinoma of the anus in one. In the Iast 
two years the strictures have been gentIy 
diIated once a week with the gIoved 
fingers. CoIostomies have thus far been 

is a tendency to deveIopment of papiIIary 
eIevations of mucosa about the urethral 
meatus with incIination to Ioss of sphinc- 
ter action. The accompanying symptoms, 
which are often intractabIe, are dysuria, 
frequency, and Iater incontinence, and in 
this series it was noted that there was a 
tendency to ulceration about the meatus. 
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We have never observed a urethra1 stric- 
ture in any of our patients. Six patients 
presented the urethra1 syndrome; a11 were 
compticated except one. Most of them were 
in association with vulvar Iesions and one 
with recta1 stricture. 

Diagnosis. In the earIiest manifesta- 
tion of the initia1 lesion a nigrosine or 
dark-fieId study is necessary to eIiminate 
syphiIis. A smear study should be made 
for Ducrey bacilli to differentiate, if possi- 
ble, chancroida1 infection. The adenitis 
and bubo must be distinguished from those 
of chancroid, syphiIis, gonorrhea (rare) 
and from the earIy inguina1 lesion of 
granuloma inguinaIe (venereum) as we11 
as from inguina1 tumors, herniae, hydro- 
ceIes, etc. Th e vuIvar lesions may be 
simuIated by granuIoma inguinaIe, chan- 
croida1 infection, syphiIitic Iesions, tuber- 
CUIOUS uIcers, or by epitheIioma. In the 
tropics it is also necessary to differentiate 
the eIephantiasis from that due to fiIaria 
Bancrofti. The urethra1 syndrome may 
be initiated by a urethra1 discharge which 
may be mistaken for that due to gonorrhea. 
The recta1 stricture must be distinguished 
from that due to maIignancy or to trauma 
of operative procedures. The ana tags may 
simulate hemorrhoids. 

Consequently it is aImost essentia1 to 
inaugurate a diagnostic routine for a11 of 
these cases somewhat as folIows: seroIogic 
bIood test for syphilis; Frei intradermal 
test for IymphogranuIoma venereum; in- 
traderma baciIIary antigen tests for chan- 
croid. These skin tests should be read at 
forty-eight hours and the central papules 
or area of induration shouId be 7 mm. in 
diameter with a haI0 of erythemata of 
14 mm. in diameter for a positive reaction. 
Smears of uIcers shouId be studied for 
Donovan bodies, Ducrey bacilli, fuso- 
spirochetes, and other secondary invaders. 
A biopsy of ulcerated tissue shouId be 
sectioned and stained for tubercle baciIIi, 
carcinoma or Donovan bodies. 

Therapy. Chemotherapy has been dis- 
appointing, as has been the experience in 
other virus diseases. Anything which in- 

creases genera1 resistance is indicated. 
This shouId include improved genera1 
heaIth by good food, rest and vita- 

FIG. 3. Lymphoqranuloma venereum --rectal 
syndrome. Arrow points to the stricture of the 
rectum. This patient developed an epithelioma 
at the anal margin. 

mins, active treatment of complications 
as syphiIis, granuIoma inguinaIe, gonor- 
rhea, chancroid and especially secondary 
invaders of ulcerations. Active immunity 
seems to be enhanced in many cases and 
in some remarkabIy by repeated Frei intra- 
derma1 tests or repeated subcutaneous 
injections of Frei antigen. In one case of 
rectal stricture in a white femaIe the use 
of transfusions from the husband who was 
a Frei positive with a previous history of 
infection gave marked temporary relief. 
It may be that passive immunity hoIds 
great possibilities. 

More recentIy intravenous injections of 
smaI1 amounts (0.05 to 0.3 c.c.) of Frei 
antigen have been empIoyed in therapy, 
but its vaIue over subcutaneous injections 
has not as yet been evaIuated. ExceIIent 
resuIts have been obtained with the use of 
suIfaniIamide.* It is of vaIue only in drain- 
ing buboes, sinus tracts, uIcerations, etc., 
by its probabIe action on secondary con- 

* Sulfanilamide used in this study was provided by 
the Department of Medical Research of the Winthrop 
Chemical Company, Inc., in the form of ProntyIin-5 
gr. tablets. 
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taminants. UIcers frequentIy hea1, proctitis a 1 or 2 per cent soIution of a IocaI anaIgesic 
and recta1 Ieucorrhea abates and drainage is added. As an aIternative, a creamy paste 
from sinuses ceases. However, it does not of cod Iiver oiI-zinc peroxide mixture may 

FIG. 4. LymphogranuIoma venereum-genitourinary syndrome. Note the 
papiIIarv excrescences about the urethral orifice. This patient aIso has vuIvar _ 
eIepha&asis. 

seem to have any definite effect on the 
secondary Iesions per se, such as the recta1 
stricture, chronic eIephantiasis, or growths 
and papiIIary excrescenses about the 
genitaIia. 

FIuctuant buboes should be aspirated as 
often as necessary but shouId not be incised 
because intractabIe uIceration may resuIt. 
Furthermore, the steriIized pus is of value 
in preparation of Frei antigen. This 
shouId be standardized with known anti- 
gen. UIcerations are best treated by cIeanIi- 
ness and eIimination of secondary invaders 
by weak antiseptic and oxidizing soIutions. 
Fusospirochetosis is we11 managed by a 
mixture of arsphenamine 435 per cent in 
equa1 parts of gIycerine and cod Iiver oil. 
This may be appIied directIy or as a satu- 
rated dressing and is more comfortabIe if 

be used. It is Iess expensive and is quite 
efficacious. 

Recta1 strictures are probabIy best 
diIated gentIy once a week. NegIect of this 
form of therapy on the part of the patient 
or physician wiI1 in the great number of 
cases uItimateIy Iead to coIostomy for 
reIief of an advanced stage of stricture. 
Since we have inaugurated active treat- 
ment of the stricture by repeated diIatation 
we have not had to perform any coIos- 
tomies. In the case of eIephantiasis and 
poIypoid growths the patient may be 
greatiy benefited by surgica1 remova of 
redundant tissue by partia1 or compIete 
vuIvectomy or cIitorectomy. 

SUMMARY 

I. Ninety-six consecutive cases of Iymph- 
ogranuIoma venereum in the femaIe are 
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anaIyzed and are found to faII into four Iesions per se, such as recta1 stricture, 
overlapping groups, i.e., genita1, inguina1, eIephantiasic vuIvae, or papiIIary excres- 
anorecta1, urethra1 syndromes. cences and growths about the genitaIia. 

FIG. 5. LymphogranuIoma venereum-inguina1 genito-anal 
syndrome. Note the Ieft inguina1 bubo, the multipIe draining 
sinuses and sweIIing of the Ieft vuIva, and the sinus on the 
inner fold of the Ieft buttocks draining an ischiorecta1 abscess. 

FIG. 6. LymphogranuIoma venereum-genito-anorecta1 syn- 
drome. Note the eIephantiasis of the cIitoris and labia, the 
anal growths. This patient also has a rectal stricture. 

2. Various therapeutic measures are 
recommended. A specific has as yet not 
been found. SulfaniIamide has proved a 
vaIuabIe adjunct to therapy. It is of vaIue 
in checking the recta1 Ieucorrhea that is so 
often attendant upon recta1 stricture, as 
an aid in the heaIing of mcerations, and in 
permitting drainage from ischiorecta1 ab- 
scesses, sinus tracts and draining buboes to 
cease. However, thus far but IittIe effect 
has been observed on the secondary 

ADDENDUM 

Since submission of this paper for publi- 
cation, we have studied forty-nine new 
femaIe cases of IymphogranuIoma vene- 
reum. The distribution of the Iesions, 
the chnical course and symptomatology 
are much the same as those aIready 
described in this anaIysis. In one patient 
5 years of age, biIatera1 buboes foIIowed 
attempted rape. Two coIored women had 
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abscesses in the rectovagina1 space which armamentarium. We cannot, however, 
were associated with recta1 disease. Further share the enthusiasm expressed in some 
observations on sixteen cases treated with recent reports, particuIarIy that of Gjuric 

FIG. 7. LymphogranuIoma venereum- FIG. 8. LymphogranuIoma venereum-genito-anal 
genita1 syndrome. Note the elephan- syndrome. Note the eIephantiasis vulvae and the 
tiasis of vuIva, cIitoris, the penduIous perinea1 “Iceration and growths. 
polypoid mass (right lower vulva), and 
the papiIIary excrescences. (Miincben. med Wchnschr., 85: 335, 1938). 

We are in agreement with the conservative 
sulfaniIamide bear out our earIier findings. report of Shaffer and ArnoId (Arch. Dermat. 
It is a vaIuabIe adjunct to the therapeutic CY Syph., 87: 7305, 198). 
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