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Sir,
Perforation of prepuce has been reported as a sequel of both 
infectious and noninfectious diseases. We report an HIV‑positive 
case of genital herpes that developed perforation of prepuce after 
starting antiretroviral therapy.

A 26‑year‑old unmarried male presented to the outpatient 
department of Lok Nayak Hospital with chief complaint of 
genital ulcers for 1 month. The patient gave a history of a single 
unprotected penovaginal heterosexual contact with a casual 
acquaintance 1 month ago., 5 days following which he developed 
ulcers over the genitalia. On physical examination, patient was 
uncircumcised and multiple ulcers were seen on the glans penis and 
coronal sulcus. These ulcers were small (around 5mm in diameter), 
shallow, well‑defined, discrete, round‑oval in shape, with a clean 
base, and erythematous margins. They were tender, nonindurated, 
and did not bleed on palpation. Few small raised lesions with 
rough surface were present on the dorsal surface of glans which 
were grouped and asymptomatic [Figure 1]. There was no inguinal 
lymphadenopathy. In view of the clinical features and examination 
findings, a provisional diagnosis of herpes genitalis with genital 
warts was made.

Gram stain and Tzanck smear from the ulcer base showed presence 
of neutrophils. Serology for syphilis  (VDRL) and IgG ELISA for 
HSV Type  1 and 2  (IgG based Herpes Select) was nonreactive. 
IgM ELISA for HSV‑2  (herpes simplex virus) and HIV serology 
were positive. Direct fluorescent antibodies (DFA‑Pathfinder HSV 
Type 1 and 2) test and in‑house IgG gene‑based polymerase chain 
reaction (PCR) for detecting herpes simplex was positive for HSV‑2 

in ulcer fluid. His CD4 count was 190  cells per mm3 and mean 
HIV RNA levels were 235,000/ml. Patient was started on acyclovir 
tablets 400 mg three times daily and referred to antiretroviral therapy 
centre for evaluation. The ulcers subsided after 10 days of acyclovir 
therapy. Triple antiretroviral therapy with zidovudine, lamivudine, 
and nevirapine was initiated.

Patient presented to us again after 3 months with complaint of painful 
erosions on prepuce and his inability to retract prepuce for 7 days. 
On examination, multiple tender erosions, irregular in shape with 
erythematous base were present on glans and prepuce  [Figure 2]. 
The genital warts had subsided after starting antiretroviral therapy. 
He denied using any other topical remedy for warts. He did not 
have any new sexual contact during this interval, and VDRL test 
for syphilis was nonreactive. PCR and direct fluorescent antibodies 
test for HSV‑2 was positive. The patient was started on acyclovir. 
The ulcers healed only partially and the patient developed a sinus 
on the dorsal surface of penis after 10  days of oral acyclovir 
therapy  [Figure  3]. He had been compliant with antiretroviral 
therapy and his CD4 count had risen to 510  cells per mm3 and 
mean HIV RNA count decreased to500 copies/ml. The patient was 
continued on acyclovir therapy but he was lost to follow‑up.

The patient came to us for a third time after 6  months of initial 
presentation, with perforation of the dorsal aspect of prepuce at the 
site of previous sinus formation. Examination revealed a narrowed 
primary opening of prepuce positioned on the ventral aspect of penis. 
The glans protruded through a large defect on the dorsal aspect of 
prepuce  [Figure  4]. Patient denied any sexual contact or episode 
of ulceration during this interval and had been compliant with his 

Figure 1: Multiple, well-defined ulcers with a clean base and erythematous 
margins present on glans and coronal sulcus. Multiple warts present on the 
dorsal surface of glans penis

Figure 2: Multiple, well-defined erosions irregular in shape present on glans 
penis and prepuce
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antiretroviral therapy. He was given the option of circumcision 
which he refused.

Perforation of prepuce by different infective and noninfective 
etiologies has been previously described in literature.1‑6

The various etiologies reported earlier include condyloma 
acuminata, donovanosis, genital herpes, and squamous cell 
carcinoma. In all previously reported cases, patients presented with 
perforation of prepuce and the entire course of the disease could not 
be outlined.1‑6 Maiti and Haye presumed the cause to be delayed 
podophyllin skin sensitivity. However, we think it is highly unlikely 
as the perforation developed after 8  months of using it and no 
other report of podophyllin‑induced perforation has been reported 
in the literature despite its widespread use.1 Gupta et al. attributed 
this perforation to condyloma lata itself which can rarely become 
locally destructive and invasive.1,5 According to O’Farrell the cause 
was believed to be either donovanosis or chancroid as these may 
become locally destructive, and serology of syphilis was negative 
in their patient. O’Farrell hypothesized that perforation was due 
to slow healing of ulcers on coronal sulcus, which is the site more 
prone to trauma during intercourse.2 Gupta et al. reported five cases 
of perforation of prepuce and explained the peculiar preference of 
dorsal perforation because of its deficient blood supply compared to 
the ventral aspect.4

In two previously reported cases of herpetic perforation of prepuce, 
both the patients were HIV antibody positive. No comment has been 
made on the status of their disease or antiretroviral therapy.4 Classic 
herpes ulcers are known to heal in 7–10 days and long‑term sequelae 
in immune‑competent adults are infrequent.7 The first episode of 
genital herpes in our patient, which was very prolonged (1 month), 
healed completely without any complication after 10  days of 
acyclovir treatment. Immunocompromised patients are known to 
have frequent and prolonged mucocutaneous HSV infections, and 
chronic, persistent genital herpes is a sentinel feature of acquired 
immunodeficiency syndrome  (AIDS).7 The second episode was 
more severe than the first episode, with minimal response to 
acyclovir therapy. The patient was on antiretroviral therapy during 
the second episode and developed perforation after 10  days of 

antiviral treatment. Slow healing of ulcers during the second episode 
could be due to paradoxical exacerbation of herpes infection due 
to immune reconstitution inflammatory syndrome. At the time of 
second episode, the patient had been on HAART for 3 months, and 
his immunity was recovering as evidenced by his increasing CD4 
counts and decreased mean HIV viral RNA load. Genital warts had 
subsided on their own after 3 months of antiretroviral therapy. Only 
HSV was isolated in both the episodes and there was no evidence of 
any secondary infection. Patient denied any new contact or topical 
application during the period. immune reconstitution inflammatory 
syndrome seems a plausible explanation for prolonged herpetic 
ulceration, unresponsive to therapy and resulting in perforation of 
prepuce. Chronic erosive and recalcitrant manifestations of genital 
herpes have been reported in the literature as a manifestation of 
immune reconstitution inflammatory syndrome.8,9  Suppressive 
antiviral medication is suggested as an optimal approach to 
serologically identified HSV infection in immunosuppressed 
patients to be initiated at the time immunosuppressive drugs are 
given and continued for the entire duration of immunosuppression.7

Considering our experience in this case, a case can be made for 
suppressive antiviral medication against HSV in HIV patients, with 
low CD4 count and high RNA levels. 
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Figure 4: Glans protruding through a large defect on the dorsal aspect of 
prepuce and narrowed primary opening of prepuce positioned on the ventral 
aspect of penis

Figure 3: Persistent ulceration of prepuce after 10 days of acyclovir therapy. 
Sinus present on the dorsal surface of prepuce at the site of previous 
ulceration
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Verruciform xanthoma of  the thumb
negative staining for CD1a, CD117, EMA, CD20, and S100. Also, 
the lymphocytes in the dermis stained positively with CD45 and 
CD20, but were negative for CD3. The epidermis was extensively 
positive for cytokeratin (CK), but the positive pattern of the foamy 
cells to the same was punctiform. The foamy cells contained scanty 
periodic–acid Schiff  (PAS)‑positive diastase‑resistant material 
and were negative for Giemsa  (GMS) staining.The patient’s 
histopathological diagnosis was established as verruciform 
xanthoma, and no recurrence had occurred at 8 months follow‑up.

The histopathological pattern of our patient’s lesion is identical to 
that of a typical verruciform xanthoma. It was generally accepted 
that this condition was first described by Shafer in 1971,1 but 
Mario declared that the lesion of verruciform xanthoma had been 
reported by Otto in 1903.2 It usually presents as a solitary, sessile, 
or pedunculated lesion with rough or pebbly surface,3 and it may 
present as papules, nodules, or plaques. The lesion is generally 
asymptomatic, and it is about 2 mm to 2 cm in size with variable 
color, rarely bigger than 4 cm. Although verruciform xanthoma can 
occur at any age, it usually affects adults between 40 and 70 years 
with a slight male predilection. Oral verruciform xanthoma is 
common in males below the age of 50 years, and a reverse trend was 
noted in females.4

Verruciform xanthoma occurs as an isolated solitary lesion mostly. 
Multiple lesions were reported to be associated with other skin 
diseases or oral mucosal diseases, such as snuff dipper’s keratosis, 
oral pemphigus vulgaris, carcinoma in  situ, lichen sclerosus, solar 
keratoses, epithelial nevus, CHILD syndrome, etc.3 Also, multiple 

Sir,
Verruciform xanthoma is a rare lesion with a predilection for oral 
mucosa. Recent reports revealed that it affected the skin and mucosa 
of parts other than the oral cavity, such as that of the penis and 
scrotum. We present a case of verruciform xanthoma involving the 
thumb. 

An 80‑year‑old woman consulted our department for an 
asymptomatic lesion on her left thumb, which had gradually 
enlarged over the past 3  years. The patient had pared the lesion 
with a knife by herself several times; however, it recurred every 
time. The lesion was diagnosed as verruca vulgaris and frozen three 
times by liquid nitrogen, which was not effective. She had no known 
history of trauma or infection of the thumb. Physical examination 
revealed a single ill‑demarcated yellow‑tan papule 0.8 cm × 0.8 cm 
in diameter, on the skin of the left thumb [Figure 1]. The personal 
and familial medical histories of the patient were unremarkable, and 
no laboratory findings suggestive of hyperlipidemia were found.

The lesion was surgically removed and sent to pathology 
department for histopathological examination. Hematoxylin–eosin 
staining revealed a hard verrucous lesion, and the histopathology 
showed the epidermal hyperkeratosis and parakeratosis, and a 
papillomatous proliferation without atypia. The papillary dermis 
was filled with an infiltrate of lymphocytes and plasma cells; 
some foamy cells were observed in it  [Figures  2 and 3]. But the 
foamy cells did not extend beyond the tips of the rete ridges. The 
immunohistochemical examination revealed positive staining of 
the foamy cells for CD68 [Figure 4], CD163, CD45, and CD3, and 
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