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B.i.d. Bis in die/two times a day
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MSM Men who have sex with men
NAAT Nucleic acid amplification test
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STI Sexually transmitted infection
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Key Points

• Lymphogranuloma venereum (LGV) is 
a sexually transmitted infection (STI) 
caused by C. trachomatis genovar L 
(that primarily involves the lymphatics 
of the anogenital region).

• Left untreated, LGV can lead to irre-
versible lymph oedema and fibrotic 
sequelae.

• The disease is endemic in the tropical 
regions of Africa, Asia and South 
America.

• In 2004, it was found endemic in the 
Western world among men who have 
sex with men (MSM) with high-risk 
sexual behaviour.

• The standard algorithm to diagnose 
LGV is to first exclude C. trachomatis 
infection in suspected individuals via a 
commercially available routine nucleic 
acid amplification test (NAAT). In case 
this routine test is positive, genovar L 
has to be confirmed via an “in house” C. 
trachomatis genovar-specific C. tracho-
matis NAAT.

• Apart from HIV and STI screening, 
HCV testing should be offered to all 
LGV patients.

• The goal of therapy is to eradicate the 
pathogen. 

• Late sequelae do not respond to antibi-
otic treatment and need to be managed 
surgically.

• Subjects who have had sexual contact 
with an LGV patient should be exam-
ined, tested for chlamydial infection and 
promptly treated.

• To exclude reinfections, STI screening 
during a follow-up visit 3 months after 
an LGV diagnosis should be offered.

http://crossmark.crossref.org/dialog/?doi=10.1007/978-3-662-45139-7_57&domain=pdf
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 Definition and Epidemiology

Lymphogranuloma venereum (LGV) has been 
renamed several times in the past and was known as 
tropical bubo, climatic bubo, poradenitis inguinalis, 
Durand-Nicolas-Favre disease, lymphopathia vene-
reum and the fourth, fifth or sixth diseases. However, 
the name LGV is currently the standard name and 
should be distinguished from granuloma inguinale, 
a bacterial STI caused by Klebsiella granulomatis.

The causative agent of LGV is Chlamydia tra-
chomatis genovar L. Worldwide, LGV is thought 
to account for 2–10 % of genito-ulcerative dis-
eases in tropical climate areas such as India and 
Africa. In Europe, North America and Australia, 
LGV is endemic mainly among HIV coinfected 
men who have sex with men (MSM, homo- and 
bisexual men) and is for the large part caused by 
genovar L2b. Heterosexual transmission of this 
MSM-associated L2b strain has been described.

The degree of infectiousness and the reservoir 
of disease have not been accurately defined, but 
heterosexual transmission has been attributed 
largely to asymptomatic female carriers, and in 
the MSM population, asymptomatic rectal infec-
tion and/or penile infection is the likely source of 
onward transmission.

 Basic Concepts of Pathogenesis

Chlamydia trachomatis types L1, L2 and L3 are 
the causative pathogens. Additional variants have 
been described such as L2b, the strain currently 
found in MSM. Genovar L strains are invasive 
organisms that disseminate via underlying con-
nective tissue and spread to regional lymph nodes. 
As a result, most LGV infections cause (sys-
temic) symptoms in contrast to infections with C. 
trachomatis genovars A–K that remain confined 
to the mucosa and are asymptomatic in many 
cases. The incubation period of LGV is 
1–4 weeks.

 Clinical Presentation

Depending on the site of inoculation, LGV can 
cause inguinal disease (usually after inoculation of 
the genitalia) or the anorectal syndrome (usually 

after inoculation via the rectum). The disease course 
usually follows three separate stages (Table 57.1).

In the current LGV epidemic among MSM, 
proctitis is the primary manifestation of infection, 
usually presenting within a few weeks of sexual 
contact. It is characterised by severe symptoms of 
painful anorectal ulcers (Fig. 57.1) and bloody 
and/or purulent anal discharge. Tenesmus and 

Table 57.1 Clinical spectrum of lymphogranuloma 
venereum

Manifestations Complications

Primary stage transient 
papule, pustule, 
herpetiform ulcer, nodular 
ulceration, non-specific 
urethritis, balanitis or 
balanoposthitis, 
bubonulus, cervicitis, 
salpingitis, parametritis

Phimosis, labial oedema, 
infertility

Secondary stage (inguinal 
syndrome) severe 
proctitis, bubo formation, 
inguinal multilocular 
abscess, groove sign of 
Greenblatt

Sinus tracts, frozen pelvis, 
infertility, systemic 
arthritis, pneumonia, 
hepatitis, perihepatitis, 
spondylitis, ocular 
inflammatory disease

Tertiary stage (genito- 
anorectal syndrome) 
genital syndrome, 
anorectal syndrome, 
proctitis, proctocolitis

Genital elephantiasis, ramrod 
or saxophone penis, 
esthiomene, vaginal stenosis, 
urethral strictures, fistulae 
(rectovaginal, urethrovaginal, 
vulval), rectal strictures, 
stenosis, abscess formation 
(perirectal, ischiorectal, 
supralevator), rectal 
adenocarcinoma, 
lymphorrhoids

Urethro-genito-perineal 
syndrome

Papillary genital growths, 
perineal sinus

Ocular manifestations 
mixed papillary-follicular 
conjunctivitis, 
episcleritis, corneal 
ulcers, iritis, iridocyclitis

Iritis, iridocyclitis

Cutaneous manifestations 
id eruption – transient 
generalised exanthemata, 
papules, pustules, nodules, 
urticaria, scarlatiniform 
eruption, erythema 
multiforme, erythema 
annulare centrifugum, 
erythema nodosum, 
photoallergic dermatitis
Others LGV tonsillitis, 
pharyngitis, cholecystitis

Adapted from de Vries et al. 2012
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constipation are also seen due to the mucosal and 
perirectal oedema. Anoscopic examination may 
reveal a granular or haemorrhagic proctitis with 
purulent exudate, mucosal ulceration and tumor-
ous masses (Fig. 57.2). LGV proctitis is usually 
not accompanied by inguinal lymphadenopathy; 
but diagnostic imaging techniques may demon-
strate pelvic node  involvement. There is a debate 
about the proportion of asymptomatic LGV cases 

among MSM. In UK cohorts, almost all LGV 
infections appear to be symptomatic, in contrast 
to Dutch studies where a significant proportion of 
asymptomatic infections have been detected.

The primary lesions are small painless pap-
ules or pustules that may erode to form a herpeti-
form ulcer. They usually heal within 1 week and 
often go unnoticed. In the secondary stage 
2–6 weeks after onset of primary lesion, painful 
inflamed inguinal and/or femoral lymph nodes, 
usually one sided, arise (Fig. 57.3). These 
“buboes” may become fluctuant and rupture in 
every third patient (Fig. 57.4). Inguinofemoral 
lymphadenopathy is mainly seen when the inocu-
lation site is located on the external genitalia, 
which is the case in many male patients. In con-
trast, women more often have primary involve-
ment of the rectum, upper vagina, cervix or 
posterior urethra; as these regions drain to the 
deep iliac or perirectal nodes, inguinofemoral 
lymphadenopathy is not seen. The resultant intra- 
abdominal or retroperitoneal lymphadenopathy 
may lead to symptoms of lower abdominal pain 
or low back pain. Constitutional symptoms, such 
as low-grade fever, chills, malaise, myalgias and 
arthralgias, may present during the second stage 
of disease. A rare presentation is the pharyngeal 
syndrome affecting the mouth and throat. 
Cervical lymphadenopathy and buboes can occur.

The third stage of disease in LGV is often 
called the “anogenitorectal syndrome” and is more 

Fig. 57.1 Anorectal lymphogranuloma venereum (LGV) 
with perianal ulceration

Fig. 57.2 Anorectal lymphogranuloma venereum (LGV) 
with discharge, mucosal inflammation and oedema (same 
patient as in Fig. 57.1)

Fig. 57.3 Inguinal lymphogranuloma venereum (LGV) 
with a bubo in the groin area
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often present in women. Patients initially develop 
proctocolitis followed by perirectal abscess, fistu-
las, strictures and stenosis of the rectum, possibly 
leading to “lymphorrhoids” (haemorrhoid-like 
swellings of obstructed rectal lymphatic tissue). 
Without treatment, chronic progressive lymphan-
gitis leads to chronic oedema and sclerosing fibro-
sis, resulting in strictures and fistulas of the 
involved region, which can ultimately lead to ele-
phantiasis, esthiomene (the chronic ulcerative dis-
ease of the external female genitalia) and the 
frozen pelvis syndrome. If left untreated, LGV 
proctitis can lead to rectal strictures, with subse-
quent sequelae of soiling, pain, constipation and 
the possible development of megacolon.

 Differential Diagnosis

LGV proctitis can mimic chronic inflammatory 
bowel diseases like Crohn’s disease, both clinically 
and in the pathological substrate. It is  therefore 

often misdiagnosed by gastroenterologists con-
fronted with MSM presenting with proctitis symp-
toms. The clinical and histologic picture of early 
LGV proctocolitis is similar to that seen in inflam-
matory bowel disease and LGV proctitis has been 
mistaken for Crohn’s disease. This has led to delay 
in the correct diagnosis and suboptimal treatment.

Since LGV is characterised by a diversity of 
presentations (depending on the inoculation site 
and the different stages of disease evolution), it is 
extremely difficult to establish a definitive diag-
nosis by clinical examination alone. As a result, it 
can be a challenge to differentiate LGV from 
other dermatological and sexually transmitted 
diseases (Table 57.2).

The clinician often misses the primary inocu-
lation site. If present, it may simulate genital her-
pes, primary syphilis, chancroid or traumatic 
ulceration and bacterial, candidal or traumatic 
balanoposthitis. A mucopurulent urethritis noted 
in a few instances of LGV is often mistaken for 
non- specific urethritis or gonorrhoea.

Fig. 57.4 Late-stage inguinal lymphogranuloma venereum (LGV) with fistulae (From Dr. R. Hu, Dermatological 
Service, Paramaribo, Suriname)

H.J.C. de Vries
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The second stage of LGV manifests as regional 
lymphadenitis and perilymphangitis with bubo for-
mation and is often confused with buboes caused 
by chancroid, syphilis, genital herpes, plague, tul-
araemia, tuberculous lymphadenitis, cat-scratch 
disease, septic lymphadenitis, Hodgkin’s disease, 
incarcerated inguinal hernia or psoas abscess.

In the tertiary stage, genital elephantiasis may 
mimic filariasis, tuberculosis, fungal or parasitic 
infection, granuloma inguinale (pseudo- 
elephantiasis) or transient vulvar elephantiasis 
with toxaemia of pregnancy. The rectal strictures 
of LGV may resemble those caused by trauma, 
actinomycosis, tuberculosis, schistosomiasis or 
adenocarcinoma of the rectum.

 General Principles of Treatment

Systemic antibiotic therapy is the cornerstone in the 
treatment of LGV infection. Despite a paucity of 
robust evidence regarding the efficacy of therapy for 
any rectal chlamydial infections (LGV or non-
LGV), 3 weeks of oral doxycycline 100 mg twice 
daily to treat LGV is recommended (Centers for 
Disease Control and Prevention (CDC) 2004; 
Clinical Effectiveness Group of the British 
Association for Sexual Health and HIV (CEG/
BASHH) 2006; Workowski et al. 2010). Doxycycline 
is contraindicated in pregnancy and breastfeeding.

Early and prompt treatment is essential to pre-
vent ongoing transmission, serious complications 
and mutilating sequelae. The low incidence of the 
disease, its complex presentation and the natural 
history marked by spontaneous remissions and 
exacerbations have precluded any rigorous eval-
uation of management. Nevertheless, sporadic 
trials in the treatment of LGV have shown 
successful use of tetracyclines (especially doxy-
cycline) and erythromycin. Early and prompt 
antibiotic treatment shortens the duration of 
buboes, ulcers, sinuses and rectal discharges. 
Prolonged treatment (at least for 3 weeks) is the 
norm and more than one course of therapy or 
alternating some of the antibiotics may be neces-
sary for chronic cases. The vast majority of recent 
MSM case reports have observed complete 
responses to 3-week doxycycline therapy; shorter 
courses may not eradicate the organism. It has 
been shown that L biovar C. trachomatis RNA 
can persist for up to 16 days in LGV proctitis 
patients treated with doxycycline.

The following antibiotic chemotherapy recom-
mendations have been made for uncomplicated 
LGV infections:
• Doxycycline, 100 mg orally b.i.d. × 21 days, 

or erythromycin, 500 mg orally q.i.d. × 
21 days, or azithromycin, 1 g orally once 
weekly × 21 days (Workowski et al. 2010).

• Doxycycline, 100 mg orally b.i.d. × 14 days, 
or erythromycin, 500 mg orally, q.i.d. × 
14 days, or tetracycline, 500 mg orally, q.i.d. × 
14 days, or sulphadiazine, 1 g orally q.i.d. × 
14 days (WHO 2003).

• For pregnant and lactating women or children 
below 8 years, erythromycin stearate is 

Table 57.2 Differential diagnosis of lymphogranuloma 
venereum (adapted from de Vries et al. 2012)

Primary stage
  Genital herpes
  Primary syphilis
  Chancroid
  Granuloma inguinale
  Traumatic ulcer
Secondary stage (inguinal syndrome)
  Chancroid
  Syphilis
  Genital herpes
  Plague
  Tularaemia
  Tuberculosis
  Cat-scratch disease
  Septic lymphadenitis
  Hodgkin’s disease
  Incarcerated inguinal hernia
  Psoas abscess
Tertiary stage
  Genital elephantiasis
  Filariasis
  Tuberculosis
  Fungal infection
  Parasitic infection
  Toxaemia of pregnancy
  Anorectal syndrome
  Inflammatory bowel disease (esp. Crohn’s disease)
  Rectal stricture
  Malignancy
  Trauma
  Actinomycosis
  Tuberculosis
  Schistosomiasis
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 prescribed (Banor et al. 1953). In children, 
the dose is 7.5–12.5 mg/kg/dose q.i.d. for 
14 days.
Other mentioned antibiotic modalities which 

have been successfully used in treating acute 
bubonic LGV and LGV proctocolitis are minocy-
cline, 300 mg orally initially, followed by 200 mg 
b.i.d. for 10 days. Azithromycin regimens have 
been suggested but the dosage and duration of 
therapy are not known.

 Surgical Treatment

Fluctuant buboes are aspirated through the sur-
rounding unaffected skin with a wide-bore nee-
dle and not incised. Perianal and perirectal 
abscesses must be surgically drained. Rectal 
strictures are dilated either manually or with 
elastic bougies at weekly intervals. When the 
stricture is impassable, a preparatory ileocolos-
tomy followed by proctocolectomy is a justifi-
able procedure. Chronic intractable ulcerative 
lesions of the rectum may be treated by suitable 
single-stage surgical procedures, such as full 
skin cover by direct flaps, myocutaneous flaps 
or sliding flaps (floating island). A urethral 
stricture can be dilated with Lister’s or Clutton’s 
bougies.

The chronic manifestations of tertiary LGV 
such as rectovaginal fistulae, genital elephantia-
sis, vulvar growths, esthiomene or rectal stric-
tures and stenosis do not respond to antibiotic 
therapy and require surgical intervention and 
plastic reconstruction. Polypoid excrescences of 
the vulva, pedunculated tumours or elephantiasic 
vulvae require local excision and partial or total 
vulvectomy.

 Management of Patients 
with Proctitis

It is recommended to screen all MSM who report 
receptive anal sexual practices in the previous 
6 months for anorectal C. trachomatis infec-
tion with a commercially available nucleic acid 

amplification test (NAAT). Subsequently, MSM 
with anorectal C. trachomatis infection are then 
screened for LGV proctitis using a genovar 
L-specific “in house” developed NAAT. In the 
recent MSM LGV epidemic, incident cases of 
both HIV and hepatitis C have been observed, 
and serological testing should be offered for both 
infections after appropriate window periods have 
elapsed according to relevant local guidelines. 
The prevalence of HIV among LGV cases ranges 
from 67 to 100 % in 13 descriptive studies (Rönn 
and Ward 2011). Tests for STI, including HIV 
(if not already known HIV positive), hepatitis B 
and hepatitis C should be offered before starting 
therapy.

Given the high incidence of STIs in MSM 
with proctitis complaints, the CDC recommends 
presumptive therapy in MSM with a high index 
of suspicion (Workowski et al. 2010) rather than 
waiting for positive cultures that can take more 
than a week to return (Box 57.1). Delay in treatment 
can lead to potential complications and “lost to 
follow-up” infections.

Box 57.1. Proctitis Syndromic Treatment 

Guidelines for High-Risk Individuals with 

Anal Complaints (Adapted from de Vries et 

al. 2013)

Syndromic treatment of a symptomatic 
proctitis or confirmed non-LGV C. tracho-
matis proctitis:
• Doxycycline 100 mg p.o., 2d.d. 7 days

Syndromic treatment of a suspected N. 
gonorrhoea proctitis (e.g. based on Gram-
negative intracellular diplococci) or con-
firmed N. gonorrhoea proctitis:
• Ceftriaxone 500 mg i.m. single dose

PLUS
• Doxycycline 100 mg p.o., 2d.d. for 7 days

 Syndromic treatment of LGV proctitis 
or confirmed LGV proctitis:

• Doxycycline 100 mg p.o., 2d.d. for 
21 days
OR

• Erythromycin 500 mg p.o., 4d.d. for 21 days

H.J.C. de Vries
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 Follow-Up

Patients are followed up clinically until signs and 
symptoms resolve. This may occur within 
3–6 weeks. All patients diagnosed with LGV 
should be followed up at the end of treatment, to 
ensure resolution of symptoms and signs of 
infection, to check that adequate partner notifica-
tion has been completed, to address any patient 
concerns and to arrange suitable follow-up test-
ing for syphilis and blood-borne viruses includ-
ing hepatitis B and C and HIV.

Doxycycline failure in LGV has been reported 
in 3 out of 75 treated patients (Rodríguez- 
Domínguez et al. 2014). If the recommended 
21-day course of doxycycline is completed, a test 
of cure for LGV seems indicated only in those 
with persistent complaints. It should be noted 
that doxycycline can also cause gastrointestinal 
symptoms like mucous discharge and diarrhoea. 
A routine microbiological test of cure is usually 
not done.

 Partner Management

It is essential that sex partner notification be 
initiated when the diagnosis is made. Partners 
who have had sexual contact with an LGV patient, 
should be promptly treated for LGV according to 
the above-mentioned therapy advice. STI testing 
should be offered to all sexual contacts within the 
last 3 months (or in case of symptomatic patients 
within 30 days before the onset of the patient’s 
symptoms). Moreover, empiric antibiotic therapy 
should be recommended to partners, until STI 
has been excluded in the partner.

 Prevention

Patients diagnosed with LGV should be counselled 
regarding prevention of other STIs including 
HIV and hepatitis C. Moreover, regular sexual 
health screening including HIV testing should be 
offered, condom use should be demonstrated and 
promoted, hepatitis A and B vaccination for 

MSM offered, and patients at risk of HIV infection 
should be advised of the availability of post-expo-
sure prophylaxis for HIV. In particular, HIV-
positive MSM should be made aware of recent 
trends in hepatitis C epidemiology and warned of 
the risks of unprotected anal sex, serosorting, 
recreational drug use and mucosally traumatic 
sexual practices such as fisting. Enema use prior 
to receptive anal sex should be discouraged since 
it is associated with rectal chlamydial infections 
and especially LGV proctitis. Although sharing 
of equipment was rare, it is prudent to advise 
against sharing any such equipment and to wash 
equipment thoroughly after use.

Sexual contacts must be traced and promptly 
treated. Patients on antibiotic therapy should be 
monitored for recurring symptoms over a period 
of 6 months following antibiotic treatment. Doctors 
and other health care workers must observe 
proper safeguards such as wearing gloves when 
touching infected sites or handling soiled dress-
ings or other contaminated items. Health- seeking 
behaviour and health education of those at risk 
should be encouraged.

 Future Perspectives

In the ongoing LGV epidemic, there is a need for 
better and cheaper screening tools to detect cases 
in larger groups of individuals at risk. This is of 
importance to prevent complications in the indi-
vidual patient and to halt transmission in the 
community. Physicians should consider LGV in 
case MSM present with inguinal lymphadenopa-
thy, genital ulceration or proctitis complaints. If 
chronic inflammatory bowel syndromes like 
Crohn’s disease are considered, especially in 
MSM, LGV proctitis should always be excluded. 
Shorter antibiotic courses than the present ones 
of 21 days are needed to increase patient compli-
ance to the treatment but require large controlled 
clinical trials. Lastly, a deeper understanding of 
the microbial and immunological background of 
LGV infection in relation to HIV could shed light 
on the considerable number of asymptomatic 
LGV cases found.
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