Case Report

Penile pyoderma gangrenosum successfully treated
with topical Imiquimod
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Abstract

Pyoderma gangrenosum(PG) is a rare ulcerating inflammatory neutrophilic dermatosis. Genital involvement
has been rarely reported. We report such a case of 24- year- old, male patient living with HIV/AIDS(PLHIV)
who presented with progressive genital ulceration, not responding to oral antibiotics and aciclovir, gradually
increasing in size over 15-18 months. Repeated biopsies showed acute on chronic inflammation. The lesion
partially responded to oral and topical corticosteroids but soon increased in size after tapering the dosage
of the steroids.Then patient was given Imiquimod 5% cream to be applied over the lesion once daily for
2-4 weeks. Lesion cleared completely in 4 weeks and is in remission since last 6 months. The case report
highlights the successful use of topical Imiquimod 5% cream in the treatment of penile PG.
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INTRODUCTION

Pyoderma gangrenosum (PG) is a rare, non-infectious
neutrophilic dermatosis. The annual incidence of
PG in the United States is approximately 1 case
per 100,000 people.l!! The diagnosis of genital PG
is one of exclusion, with penile lesions having a
substantial differential diagnosis including infections
like syphilis, herpes simplex, mycobacterial
ulceration, amoebiasis and non-infectious causes
of genital ulceration like squamous cell carcinoma,
cutaneous crohn’s disease, ulcerating sarcoidosis. PG
should be suspected in any patient with ulcerative
penile lesion(s) who fails to respond to adequate
antibacterial or antiviral therapy and who has a
negative or non-confirmatory diagnostic evaluation
for infectious or other inflammatory conditions.
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There are very few cases of penile PG reported in
patients with HIV/AIDS."?! This is the first report of
use of Imiquimod in the treatment of PG.

CASE REPORT

A 24- year- old, unmarried male PLHIYV,
presented with painless genital ulcer gradually
increasing in size for 15-18 months. The patient
had a history of paid, unprotected heterosexual
exposure 6 months before the onset of the lesion.
On examination, the lesion had well-defined
edges, irregular border, verrucous surface and
a granulomatous base with serous discharge
[Figure 1] inguinal lymphadenopathy was absent.
The patient was taking anti-tubercular therapy
(ATT) since 4 months for scrofuloderma over neck.
Complete blood count was 7200/mm?, erythrocyte
sedimentation rate was 25 after 1 h and 40 after
2 h. Chest radiograph was normal. Tzanck smear
and Gram stain prepared from the ulcer were
negative. Local tissue culture was also negative.
Histopathologic examination from the ulcer edge
showed nonspecific inflammation with eosinophilic
infiltrate [Figure 2] Biopsy was repeated three
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times to rule out sexually transmitted disease and
malignancy. Histopathology every time showed
acute on chronic inflammation without any specific
changes.

The Patient is S. HIV-1 Reactive. Patient’s CD4
progression is 204/mm3 on 13/6/2008, 582 on
23/12/2008, 354 on 30/6/2009, 216 on 18/12/2009,
257 on 14/6/2010, 358 on 18/12/2010.

Serum rapid plasmareagin and serum treponema
pallidum haemagglutination assay were negative.
Type specific IgM and IgG antibody against both
HSV-1 and HSV-2 were absent.

on antiretroviral

Currently, the patient is

therapy(ART). He was on first-line ART regimen of
Zidovudine(ZDV)+Lamivudine(3TC)+Efavirenz(EFV)
on 30/6/2008. He was started on EFV-based regimen
as he was on concurrent ATT chemotherapy for
scrofuloderma. After ATT completion, the patient

Figure 1: Single, well-defined erosion with granulation tissue and
elevated edges on the undersurface of shaft of penis

Figure 3: Lesion increased in size upto 8 x 10 cm failing to respond to
therapies for conventional sexually transmitted diseases

was shifted to Nevirapine(NVP)-based regimen on
23/12/2008.

The patient was given presumptive treatment for
the granuloma inguinale with Cap. Doxycycline 100
mg twice a day for 4 weeks but lesion did not show
any improvement. He was also given Inj. Benzathine
Penicillin 2.4 MU every week for 3 weeks without
any response and tab. aciclovir 400mg 3 times a
day but the lesion did not show any improvement
and it continued to increase in the size. Initial size
of lesion was 2X1cm in size which progressed to
6X10 cm in size over 10 months [Figure 3]. Then,
the patient was put on oral tab. Prednisolone 30mg
in the mornings with milk for 14 days and then
tapered 5 mg every week. The lesion initially
showed improvement but lesions soon started
increasing in size on tapering the doses [Figure 4].
Finally, diagnosis of PG was made and the patient
was asked to apply imiquimod 5% cream once a day
for 4 weeks. The lesion started clearing within first 2
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Figure 2: Histopathology suggestive of nonspecific chronic inflammation
and ulceration of squamous mucosa, 4x low-power view

Figure 4: Partial response after therapy with Tab. Prednisolone
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Figure 5: Complete epithelization after 4 week topical application of 5%
Imiquimod

Table 1: Treatment ladder for
pyodermagangrenosum

Topical:

Topical or intralesional corticosteroids

Tacrolimus

Nicotine

Cromolyn sodium/disodium cromoglycate
Systemic:

Prednisolone (oral or pulsed intravenous)

Dapsone, sulphapyridine, sulphamethoxypyridazine

Minocycline

Clofazimine

Colchicine

Potassium iodide

Sulfasalazine

Infliximab

Etanercept

Adalimumab

Thalidomide

Methotrexate (weekly pulse)

Ciclosporin

Azathioprine

Cyclophosphamide

Mycophenolatemofetil

Intravenous immunoglobulins

weeks and it was completely healed after 3 weeks of
application and the patient is in remission since last
6 months without any medication [Figure 5].

In this case, it is possible that repeated biopsy
elicited the pathergic response. Differential diagnosis
of genital erosion in PLHIV is enormous but
possibility of PG should always be kept in mind to
avoid unnecessary surgical trauma and debridement.

DISCUSSION

PG is a rare, non-infectious neutrophilic dermatosis
commonly associated with underlying systemic
disease most often affecting the lower extremities
but may involve the face, neck, scrotum or penis.®??

Pathogenesis of PG is not fully understood, an
immune-mediated process is thought to have an
important role.*%! Penile PG may occur following
local trauma, such as urological surgery or treatment
for cancer, or complicate ulcerative colitis or chronic
lymphocytic leukaemia, or it may be idiopathic.

Diagnosis is based on typical clinical features and
exclusion of other cutaneous ulcerating diseases,
as described in several reviews.*% Although the
histopathological findings of PG are often variable
and non-specific, they can be useful in excluding
other possible aetiologies.'"

Penile PG represent one of the classic ulcerative
pyoderma gangrenosum or superficial granulomatous
pyoderma.i*"

Early recognition is critical in order to avoid
unnecessary or potentially harmful interventions.
The extension of lesions in response to trauma or
surgical debridement,termed pathergy,is a hallmark of
PG."Y'We present a case of penile PG as a reminder
that, although PG of the penis is rare, a progressive,
non-healing painful penile lesion with negative
laboratory and histopathological evaluations should
prompt the consideration of this entity.

Penile PG being present in PLHIV poses two
important challenges:(1) differential diagnosis of
genital ulceration in PLHIV is wide, including various
sexually transmitted infections, tropical ulcers,
mycobacterial, amoebic, deep fungal, aphae, drug-
induced and malignancy. Complete diagnostic workup
to exclude all the above possible causes is a must
in order to establish the diagnosis. (2) Management
of penile PG is also difficult in the PLHIV as these
patients are more likely to develop potential adverse
effects of the immunosuppressive agents.

Topical and systemic corticosteroids only gave
partial control in this case and patient being
PLHIV long term use of corticosteroids and other
immunosuppressive agents is prohibited. Topical
tacrolimus did not work in the present case.!'®]

Thus, topical Imiquimod 5% cream with
its immunomodulating properties could be
a feasible choice for management of such
patients. Choice of treatment generally depends
on disease severity as well as on the presence
of associated disease. For early or mild lesions,
topical therapy may be sufficient. For more severe
disease, or for PG resistant to topical therapy, oral
corticosteroids have been the mainstay of therapy.
[Table 1].Treatment of PG is usually discontinued
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after complete healing of lesions. Recurrences may
occur but are unpredictable and therefore do not
justify prolonged maintenance therapy.
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