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Abstract: More than 100,000 people has been infected by HIV (Human Immunodeficiency Virus) in Indonesia.
Mucocutaneous disorders occur in most patients with HIV during the course of the disease, it is caused by acquired
immunodeficiency or the effects of the HIV therapy. One of the most important clinical manifestations is genital ulcers. A
specific attention is needed to identify the clinical manifestations of genital ulcers in HIV patients to find the etiology so that
the treatment of the case can be more appropriate. There are 4 cases of genital ulcers in women with AIDS (Acquired Immune
Deficiency Syndrome). Both VDRL test (Venereal Disease Reseach Laboratory) and TPHA (Trepenoma pallidum
Haemagglutination) test gave negative results. Two cases has successful therapy with acyclovir 400 mg three times for 2
weeks. Test results for herpes simplex antibodies is 2 positive. The incidence of genital ulcers, especially in the chronic form,
increases along with the incidence of the growing AIDS epidemic. A prospective study in Paris shows that the most common
cause of genital ulcers in patients with AIDS is syphilis. All of these four cases have negative results of VDRL and TPHA, so
it is necessary to consider another diagnosis as the cause of genital ulcers in immunocompromised patients that often give
atypical clinical symptoms. The accuracy of the diagnosis is necessary to provide adequate treatment, especially in
immunocompromised patient.
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with syphilis, chancroid, and genital herpes. Some data
provide variation of different -etiologies. Management
algorithm of genital ulcer issued by WHO (World Health
Organization) and adapted by Brazil stated that in the case
which history of vesicular lesions or clinically vesicular
lesion is absent, patients were treated with genital ulcers
caused by syphilis or chancroid. [5] Management guidelines
of sexually transmitted disease issued by the Ministry of
Health of the Republic of Indonesia in 2011 provide similar
algorithms, it can give an 'open space' for a delay of genital
ulcer therapy in HIV patients with HSV-2 infection which is
atypical due to lack of clear guideline for the determining
diagnosis and treatment. [6]

In this paper, author reported four cases of genital ulcer
without a history and physical examination that shows vesicles
in patient with HIV. The purpose of writing this case report is to
provide broader insight, mainly to provide appropriate treatment
for genital ulcer cases in people with HIV.

1. Introduction

The prevalence of HIV (Human Immunodeficiency Virus)
infection is reported to be increasing worldwide. Statistical
data in Indonesia through 2014 shows that there are more
than 100,000 HIV patients. [1], [2] Mucocutaneous disorders
occur in most cases of HIV during the course of diseases
including genital ulcers. [3] Genital ulcer has become a
dilemmatic case. Accurate diagnosis of genital ulcers are
often not easily determined by only a history taking and
physical examination. Genital ulcers are also associated with
the multi-etiological factors that can be found in HIV patient
which masking the early symptoms of ulcers and sometimes
not responding to different therapeutic modalities making it
hard for a healthcare provider for determining optimal
regiment of treatment. [4]

Genital ulcers in patient with HIV are often associated
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2. Cases

Case 1.

46 years old woman admitted to the Internal Medicine
Department ward in Dr. Moewardi Hospital diagnosed with
AIDS Acquired Immune Deficiency Syndrome (AIDS). The
patient were consulted to the Dermatovenereology
Department with a large ulceration in genital area. Patient
didn’t notice since when the ulcer had emerged, patients
complained about stinging and itching sensation without any
presence of vesicle. Last sexual contact was 3 years before
admitted to the hospital. Patient regularly took antiretroviral
drugs given from the hospital. Physical examination result in
multiple ulcer with various sizes, erythema, and visible dirty
pustules. Tzank test result is negative. This patient were
treated with syndrome based approach, ie 100 mg
doxycycline twice a day while waiting for the results of
VDRL (Venereal Disease Reseach Laboratory) test and
TPHA (Trepenoma pallidum Haemagglutination) test. Both
VDRL and TPHA results were negative, the ulcers heal
poorly, and patient died of bronchopneumonia.

Case 2.

53 year old woman were consulted from VCT (Voluntary
Counseling and Testing) clinic to Dermatovenereology
Department with complaints of pain sensation in the genital
area. Patients complain of pain less than 7 days before
consulted, and did not complain of having vesicle. No fever
and swelling in the groin were complained. Patients had
never given medication to the ulcer, she was taking
lamivudine® 150 mg twice a day, zidovudine® 300 mg twice
a day, and nevirapin® 200 mg twice a day. Physical
examination of the genital region resulted in multiple form of
ulceration, shallow, clearly demarcated and uneven edge, no
vesicle were found. Tzank test result was negative. Gram
staining examination resulted 3-5 polymorphonuclear per
high field power field and >100 rod-shaped Gram-negative
per high power field. Topical therapy for ulcer treatment
were given mupirocin cream, this patient was treated as
syphilis patient, given an oral antibiotic doxycycline 100 mg
twice a day for 7 days. VDRL and TPHA test gave negative
results. Patients did not come back to the hospital.

Case 3.

46 year old woman came to Dermatovenereology
outpatient clinic of Dr. Moewardi General Hospital with
chief complain of ulceration in the pubic area since two days
before admission. Patient also complain about pain and
burning sensation on the ulceration. Patient denied any
history of similar complain on sexual partner or history of
previous vesicle. Patients deny the presence of fever.
Physical examination on minor labia region resulted in
multipel ulcers, various sizes, well demarcated, regular
edges, erythema tissue basis. Gram staining examination
resulted 2-3 polymorphonuclear per high power field and 3-5
rod-shaped Gram-positive per high power field. Patient was
treated with the syndrome approach as chanchroid. Patient
was given azithromycin 1 gram. Both VDRL and TPHA test
results were negative. After two weeks, patient showed no

significant improvement, so the patient was given acyclovir
400 mg three times a day for two weeks and ofloxacin 400
mg twice a day for 2 weeks, patient showed a significant
clinical improvement.

Case 4.

30 years old woman came to dermatovenerology clinic
with a chief complain of wound around her vagina, since 4
months ago she felt some itch, and small wound without
other symptoms. She went to primary health care but the
lesions still exists. Patients denied any similar lesion or her
sexual partner or history of the same illness. Physical
examination showed multiple indurated ulcers (12 x 20 cm),
in erythematous base, and uneven granulated lesion. Gram
staining results 20-30 polymorphonuclear cells / high power
field, coccus gram positive 10-20 / high power fields. Patient
was given doxicylin 2 x 100 mg for 3 weeks and showed
slow improvement, the VDRL was perfomed and the result
was negative. The antibody for HSV-2 was positive.

3. Discussion

Genital ulcers can be caused by various infectious and
non-infectious etiology. Diagnosis is based on history,
physical examination, and supportive examination. Genital
ulcers caused by syphilis is usually marked by painless, well
demarcated, solitary ulceration with clean base. Ulcers
caused by chanchroid marked by painful ulcer, brittle base
and serpigenous edge, while genital ulcers caused by HSV-2
commonly marked by multiple vesicles that rupture
spontaneously, sometimes painful, along with prodromal
symptoms in 20% patient. [7] In all four cases with HIV
positive, it is hard to get the results of anamnesis which leads
to specific etiologic factors, this may be due to lack of
attention from the patients, inadequate education from health
professionals. Physical examination results in all three cases:
multiple ulcer in genital area, pus on top, uneven edges, with
various sizes. Supporting examination as an initial screening
is VDRL and TPHA tests with treatment that is based on the
syndrome approach which is antibiotic doxycycline 100 mg a
day for 1 month, and azithromycin 1 gram. VDRL and TPHA
test results were negative in all four cases.

Two of the four cases had not achieve a successful and
adequate treatment until final follow up. Two cases achieved
long-term clinical improvement so that additional laboratory
examination of HSV-2 immunoglobulin were conducted, and
the result were positive. These patients were given acyclovir
therapy 3 x 400 mg for 2 weeks and maximum results were
achieved.

It is commonly seen nowadays cases of genital ulcer in
conjunction with HIV infection. Genital ulcer in conjunction
with HIV infection often give an atypical appearance and the
treatment approaches which only based on syndrome
approach sometimes lead to unsuccessful treatment. [8] In
developing countries with limited facilities, treatment of
genital ulcer sometimes does not deliver optimal results, a
more specific approach is needed in which the pattern of
local infection from a disease should be identified, as well as
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identification of other individual factors so that the algorithm
of management of genital ulcer can be done. Genital ulcers
due to HSV-2 is often undiagnosed, susceptible to treatment
delay, whereas the lesion may progress to extensive
ulceration and the deeper tissues within a week, so that an
immediate therapy is required to suppress population that can
potentially transmit HIV infection through their mucosal
lesion. [9]

Eichmann and Lautenschlager [10] conducted research on
cases of genital ulcers for 4 years, from 170 patients, 86
patients (51%) showed an atypical morphology of the genital
lesions. The most common atypical features found in this
case is deep and isolated ulcer. In 2 patients who were
diagnosed with HIV, this isolated ulcer tend to have irregular
diameters, more necrotic, extensive and persist for several
weeks. Due to the clinical appearance of genital ulcers that
tend to overlap by syphilis, chanchroid, and genital herpes,
clinical diagnosis can only be made with logical reasons and
may only be applied to a small amount of patients. Especially
in the case that still unclear, the clinician should conduct
laboratory examinations.

The relationship between HSV-2 and HIV has been widely
documented, the majority of patients with HI'V, both women
and men in various parts of the world, have been proven
infected with HSV-2. Studies of Nagot et al. reported by
Lawrence Corey [11] emphasizes the need for screening and
therapeutic intervention for subclinical HSV-2 infection in
patients with HIV. Research with larger scale may help
clinicians and health authorities in determining the need for
"preventive" therapy policy, or HSV-2 test in the case of
genital ulcers in HIV patients. Suppressive antiviral therapy
such as acyclovir can be offered to patients who had
recovered from genital ulcers, particularly in patients with
CD4 cell counts less than 200 x106/L, because recurrence is
more common in this group of patients. [12]

Preliminary research by Nijhawan et al. by randomized
controlled trial (RCT) in patients with HIV and HSV-2 who
were receiving highly active antiretroviral therapy (HAART)
showed, suppressive therapy with acyclovir significantly
reduced the release of HSV in the genital tract which
asymptomatic, [13] Delany et al. conducted the research
which resulted HIV-1 in plasma and genital tract is
significantly reduced with the administration of suppressive
therapy for HSV. [14]

In vitro, acyclovir inhibit replication of HIV-1, Lingappa
et al. in 2010 reported an RCT studies involving >1000
subjects, stated that acyclovir reduces the risk of
progression of HIV infection (16%), lower mortality and
declining in their CD4 counts. Acyclovir is well-tolerated,
have low side effects and does not require specific
monitoring for toxicity, [15] so in authors opinion it is
advisable to give acyclovir therapy in patients with genital
ulcer in areas where there are minimal laboratory facilities,
isolated, and lack of health professionals, which will
provide two advantages: minimize the risk of genital ulcers
and reduce the progression of HIV infection.

The important factor observed by Posavad et al. is that

HAART decreased the frequency of symptomatic herpetic
lesions, but does not reduce the number of HSV release in
genital. Clinicians should give more attention to patients with
HIV infection who received HAART. [16]

4. Conclusion

The incidence of genital ulcer caused by type 2 herpes in
HIV positive patients has been reported to vary between 11-
50%, however more than 80% of these patients were
asymptomatic. [17] Like other etiologies—syphilis and
chanchroid—HSV-2 is important in the transmission of HIV
because of damage to genital mucosa that causes
inflammation and ulcers which facilitate the entry of the HIV
virus. Mucosal in female genital tract have different
environment, so a holistic approach on genital ulcer therapy
is needed, the biggest challenge for clinicians is to diagnose
genital ulcers in HIV positive patients with limited
supporting facilities. Center for Disease Control and
Prevention (CDC) in 2015 stated that genital ulcer treatment
with antivirals can be provided with an adequate basis
without waiting for the results of supporting / laboratorium
examinations were completed because of the success of
therapy depends on the first initial therapeutic. [18]

Indonesia is currently facing the threat of HIV and AIDS
epidemic, certain sub-population survey of HIV prevalence
has consistently exceeded 5%, it makes Indonesia into a
concentrated epidemic level, [19] we propose a revision of
the guidelines for the management of sexually transmitted
infections issued by Ministry of Health to incorporate
antiviral therapy and antibiotic therapy in all HIV patients
with genital ulcer, so that patient with HIV get a better
quality life, as well as the AIDS response towards the new
paradigm of zero infection, zero AIDS-related death, and
zero discrimination, can be achieved.
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