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Abstract Purpose Giant perianal condyloma (GPC) is a rare condition. The effective treat-
ment is a multidisciplinary challenge; topical treatments are usually ineffective, and
surgical resection has significant morbidity. Podophyllin at 25% in solid petrolatum
(25%PSP) can be an effective treatment option for GPC. The aim of the present study
was to assess its response and tolerability.
Methods This retrospective, single-center case series evaluated the clinical re-
sponse of 14 patients with GPC treated with 25%PSP in a public hospital in Buenos
Aires between December 2015 and December 2019. After obtaining a full history and
performing a physical exam, the lesions were measured and photographed. Biopsies
were performed to exclude malignancy, as well as exams to rule out pregnancy.
Podophyllin at 25% in solid petrolatumwas administered topically in cases of GPC and
washed off by the patients at home after 4 hours. The patients underwent at least 4
weekly visits, which included interval history, photodocumentation of the lesions,
and provider-applied 25%PSP. The response rate was assessed by comparingmeasure-
ments and the overall decrease in volume of the GPC based on photos from the first
and last sessions. Adverse outcomes were noted.
Results In total, 10 men, 3 women, and 1 transgender woman with GPC unrespon-
sive to prior treatments and a mean age of 34.5 years were included. A total of 12
patients were immunosuppressed. All the perianal lesions were circumferential and
measured between 8 cm and 20 cm. Overall, 7 patients had genital condyloma
outside of the anus and perianus; the histology showed low-grade squamous
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Introduction

The effective treatment of giant perianal condyloma (GPC) is
a multidisciplinary challenge: commercially-available topi-
cal treatments are generally ineffective, and surgical resec-
tion is associated with a risk of morbidity. Giant perianal
condylomas are frequently associated with bleeding, pain,
and malodorous discharge, and they interfere with hygiene,
self-image and sexuality.1–3 Surgical excision of GPC is
associated with risks of chronic pain, wound infection,
incontinence, or anal stenosis, which could interfere with
quality of life.4,5 Because of the potential perioperative and
postoperative morbidities, effective non-surgical options
would be very helpful.

Podophyllotoxin has significant antiviral and cytotoxic
action, and is found in podophyllin, a resin extracted from
the root of Podophyllum peltatum or Podophyllum emodi. In
developed countries, solution compounds of podophyllin
have been replaced by commercial formulations of its active
principle, podophyllotoxin. In Argentina, podophyllin for-
mulations are five times less costly than commercially-
available podophyllotoxin, and it is extracted from P. emodi,
which contains 25% more podophyllotoxin than P.
peltatum.6–8

Although locally compounded podophyllin in alcohol sol-
utions for the treatment of condyloma has fallen out of favor,8

wewere inspired by the work of Brazilian coloproctologist Dr.
Sidney Nadal, who successfully treated condyloma in people
living with HIV (PLHIV) with P. emodi compounded in a
petrolatum (commonly known as vaseline) base.9,10

In the present single-center case series study, we report
our findings on the effectiveness and safety of 25% podo-
phyllin in solid petrolatum (25%PSP) to treat GPC.

Methods

We conducted a retrospective analysis of the clinical records
of the patients from a public hospital in Buenos Aires with
GPC measuring at least 8 cm (longest dimension) treated
between December 2015 and December 2019. The present
study was approved by the hospital’s Ethics Committee
(under no. 2586).

The patients were referred to our tertiary referral proc-
tology service after failure of the topical treatment (tri-
chloroacetic acid solution at 90%, or imiquimod cream at
5%) in other institutions.

Charts were reviewed for demographic and clinical data.
Biopsieswere taken from suspicious zones if present, or from
the center and the margins of the lesion to exclude malig-
nancy. Pregnancy was ruled out.

The hospital pharmacy compounded 25 g of P. emodi resin
with 75 g of solid vaseline to make 25%PSP. At each (weekly)
treatment session, interval medical history with reports of
side effects from the treatmentwas collected. Photographs of
the GPC were takenwith a ruler for calibration. Then 25%PSP
was applied by the provider to all the external lesions. Solid
petrolatum was applied to the surrounding skin for protec-
tion. The patients washed off the 25%PSP after 4 hours of the
application, and they were prescribed topical ointments
with lidocaine, silver sulfadiazine, and vitamin A to apply
between treatments.

Dermatitis secondary to treatment was classified as fol-
lows: erythema (mild), excoriation (moderate), asuperficial
ulceration (severe).

The response rate was assessed by comparing measure-
ments and the overall decrease in volume of the GPC based
on photos from the first and last sessions.

After completing the treatment, the patients were fol-
lowed up every month for six months to assess if there was
any evidence of persistence or recurrence.

Results

From December 1, 2015, to December 1, 2019, 229 patients
(168 men, 48 women, and 12 transgender women) with anal
HPV-related lesions were evaluated and treated at our ter-
tiary referral proctology service. In total, 126 patients were
PLHIV, and their mean age was 33 (range: 16 to 72) years.

A total of 14 patients had GPC, and were treated with 25%
PSP.►Table 1 summarizes the characteristics of the patients.

Themean ageof the total samplewas 34.5 (range:16 to 68)
years. Overall, 12 patients were immunosuppressed: 9
patients were PLHIV, 2 were transplant recipients, and 1
was on chronic corticosteroid treatment. The two immuno-
competent patients were heavy smokers. The PLHIV had a
mean time since HIV diagnosis of 42months (range: 1 to 468
months), a mean CD4 count of 373 (range: 225 to 525), and 5
were undergoing antiretroviral therapy. All the perianal
lesions were circumferential, and the mean longest dimen-
sion was 11 cm (range: 8 cm to 20 cm). Malodorous exudate
from the GPC was present in nine partients, who were
treated with oral metronidazole prior to the topical
treatment.

The pretreatment histology showed low squamous intra-
epithelial lesions in all cases.

Themean number of treatment sessions with 25%PSP was
4.8 (range: 4 to 8). The sessions were weekly for 13 patients.
One incarcerated patient had biweekly clinical sessions
because of logistic reasons; imiquimod cream at 5% was
self-applied between sessions.

intraepithelial lesions in all cases. While on treatment, 7 patients reported dermatitis,
and 71% of the patients had � 75% reduction in lesion size.
Conclusions Podophyllin at 25% in solid petrolatum is an effective, well-tolerated
topical treatment option for GPC.
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All patients demonstrated at least a partial response
comparingmeasurements from thefirst to the last treatment
visit: 10 patients had at least a 75% reduction in GPC size.
(►Figs. 1 and 2)

Dermatitis was the only side effect. It happened in seven
patients (three severe cases, three moderate, one mild), and
was adequately treated between sessions with an emollient.

In total, six patients did not return after four to five
treatment sessions because of socioeconomic reasons.
None of the three patients with complete response recurred
within the follow-up period of 9 to 39 months. Two patients
needed additional treatments. Two other patients had per-
sistent disease; their underlying diseases prevented continu-
ing the GPC treatment. The patient with a liver transplant
rejected her donated organ and died of causes unrelated to
the administration of 25%PSP.

Discussion

There is an ongoing debate as towhether “very large” or giant
condyloma are the same, different, or on a continuum with
Buschke Löwenstein tumor.1,11 The lackof a definition of GPC
makes it difficult to determine its real incidence and to
compare the results of different treatments. A review of
the literature shows only case reports or small case se-
ries,5,12,13 and one of the largest series, covering the period
from1999 to 2011, reported 9 consecutive patients (6 PLHIV)
with GPC (the sizes of the GPCswere not reported) treated by
wide local excision and anoplasty.5

We herein report 14 cases (9 PLHIV) of GPC treated
topically between 2015 and 2019. All the perianal lesions
were circumferential, measuring between 8 cm and 20 cm,
and significantly decreased in size over the course of the
treatment. The decision to include lesions of at least 8 cm in
the present series was arbitrary; this cut-off point wasFig. 1 Complete response.

Fig. 2 Partial response.
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decided since several of the largest lesions from our register
had this measurement.

Surgical excision is considered the first-line approach to
GPC.3,5,13However, surgery has the riskof side effects such as
pain, wound infection, incontinence, or anal stenosis, which
could interferewith quality of life and sexual function,4,5 not
tomention the health care costs and the costs to the patients.
Besides, the risk of recurrence after surgery is significant.3

Giant perianal condyloma is resistant to most topical
therapies, especially in immunocompromised patients. Ef-
fective topical therapies would be a welcome alternative.
Marino12 reported complete response of one patient with
GPC treatedwith imiquimod cream at 5% after 2 months, but
the lesion in his report was much smaller than the ones
reported in the present series.

Lacey et al.7 published a randomized, controlled multicen-
ter trial, comparing the clinical response to podophyllotoxin
cream at 0.15%, podophyllotoxin solution at 0.5%, and podo-
phyllin at 25% in benzoin tincture for the treatment of condy-
lomas (total lesions<4cm2) in 358 immunocompetent
patients. Complete remission of the condyloma occurred in
75%, 65%and53%of thepatients treatedwith podophyllotoxin
solution, podophyllotoxin cream, and podophyllin at 25%
respectively. Only 45% of the patients with complete response
returned for the post-treatment follow-up after 1 month; the
recurrence rate was lower in the podophyllin arm (26%)
compared with the 2 podophyllotoxin arms (� 50%). The
volumes of the treated lesions in this study were markedly
smaller compared with those in the present series.

Nadal et al.9 reported the use of 25%PSP to treat perianal
condyloma in a cohort of 67 PLHIV; 90% attained at least a
partial response. Two-thirds suffered perianal burning dur-
ing treatment, and one-third recurred. These results are
similar to ours, but the authors did not specify the size of
the lesions or the definition of partial response.

Case reports14,15 of systemic toxicity were associated
with podophyllin solution applied to mucosal surfaces
or friable tissue. Other articles7,10 emphasize local toxicity,
particularly dermatitis, as it happened in the present series;
however, this did not interfere with the scheduled treat-
ments. The petrolatum base, which has excellent adherence
to the lesions, enabled a better controlled application than
the solution compounds. This may improve treatment toler-
ance and decrease the side effects.

Only external lesions can be treated with 25%PSP. If the
patient has endoanal disease, other treatments will be
required. It is worth mentioning that in these extreme cases
it may not be possible to perform an anorectal digital exam
until the external lesions are treated.

Since only complete resection can assure the benignity of
GPC, close follow-up to assess the response is important. If
the patient does not respond to the topical treatment, or if
the lesion develops suspicious characteristics, additional
biopsies should be performed.

The limitations of the present study include its retrospec-
tive design, its restriction to a single center, and the incom-

plete follow-up data. Its strengths are the inclusion of
immunocompromised patients and the careful photodocu-
mentation of the lesions at every visit, which demonstrated
the response to the treatment.

Giant perianal condyloma is rare and difficult to treat,
especially in immunocompromised patients. The present
series shows that 25%PSP is an effective and well-tolerated
first-line treatment. Even if only a partial response is
obtained, the treatment may simplify the subsequent
treatments.

It is not easy to find several patients with GPC at one
institution. To our knowledge, the present is the largest case
series in the literature demonstrating the successful topical
treatment of GPC. Multi-center studies should be performed
to better evaluate the safety and tolerability of 25%PSP.
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