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Abstract

Condyloma acuminata, also known as anogenital warts, represent a cutaneous infection caused by sexual transmission of
the human papilloma virus. We present a case of overwhelming condyloma acuminata that was treated successfully without
surgery using only topical imiquimod 3.75% cream. The patient, a 66-year-old female, was referred to Dermatology for
large protruding verrucous plaques that covered the entire surface of her external vulva, perineum and perianal area. These
lesions developed after being treated for genital warts with cantharidin. Four other cases treated with imiquimod were
identified in the literature but either required surgery, higher doses or longer duration of treatment or involved pediatric
populations. In patients who are not amenable to surgery, topical imiquimod may be a novel standalone or an adjunctive
therapy for giant condyloma acuminata.

Keywords
Genital warts, imiquimod, condyloma acuminata, human papilloma virus, verruca vulgaris, vulva, anogenital warts, giant
condyloma acuminata, Buschke—Lowenstein tumor, condylomatosis, anal, perianal

Introduction She initially presented to primary care in November 2016
with small hard bumps on the vulva. Cryotherapy was
applied initially and then cantharidin 0.7% solution at a sub-
sequent office visit which the patient did not wash off.
Afterwards, she presented to the emergency department with
a severe bullous reaction and was advised to use topical pol-
ymyxin B/bacitracin. In the following weeks, while her skin
was re-epithelizing, she developed large verrucous plaques
and was referred to a Dermatologist.

On pelvic examination, there were large verrucous plaques
involving bilateral labia majora and vulvae (Figure 1). The

Condyloma acuminata, also known as anogenital warts, repre-
sent a cutaneous infection caused by sexual transmission of the
human papilloma virus (HPV).! In 2008, 39.9 million women
in the United States were infected with HPV.23 Certain sub-
types, such as 6 and 11, are associated with warts, while other
subtypes like 16 or 18 are prone to malignant transformation.-¢
Genital warts can eventually resolve without treatment in an
immunocompetent host.* However, with persistent and recur-
rent infection, surgical procedures are often required.*”# We
present a case of overwhelming condyloma acuminata that was
treated successfully using only topical imiquimod.
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Case report

The patient, a 66-year-old female from El Salvador, was
referred to Dermatology in December 2016 for large pro-
truding verrucous plaques that covered the entire surface of
her external vulva, perineum and perianal area. She also A . i
rted severe pain localized to the lesions which was Marlene Dytoc, Division of Dermatology, Faculty of Medicine & Dentistry,
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Table I. Summary of ancillary medical history.

Past medical history Insulin-dependent type 2 diabetes
mellitus with peripheral neuropathy
Hypertension

Dyslipidemia

Hypothyroidism

Stroke

Pulmonary embolus

Hysterectomy with coincident mesh
placement

Left rotator cuff surgery

Past surgical history

Family history Non-contributory
Allergy Codeine
Medications Apixaban

Calcium

Vitamin D

Gabapentin

Insulin aspart
Hydrochlorothiazide
Irbesartan

Levothyroxine

Metformin

Ranitidine

Simvastatin

Sitagliptin

Lifetime non-smoker
Does not consume alcohol
Sexually active
Monogamous with husband

Substance use

Sexual history

lesions were tender to palpation and covered the entire ante-
rior apex and clitoris, extending 15cm down each labium to
the perineum and approaching the anal verge. The labia
majora and minora were completely covered in warty tissue.
The urethra and distal vagina did not have any involvement.
Abdominal exam was benign and inguinal lymph nodes were
not palpable.

A skin biopsy was done by the Dermatologist in January
2017 which showed benign wart tissue. She was then referred
to the Vulvar Dermatology Clinic who instructed her to
apply imiquimod 3.75% cream three times weekly and to
hold if irritated. The patient, however, applied the cream
daily for 1.5months despite experiencing redness and skin
breakdown, requiring topical lidocaine and oxycodone for
pain relief.

She was also referred to Urology for urgent debulking;
however, Urology felt that the patient was not appropriate
for surgical excision as the warts were too overwhelming
and would require skin grafting and support from plastic sur-
gery. She was referred to Gynecology by the Urologist for a
possible vulvectomy. For a summary timeline events, please
see Figure 2.

After seeing Gynecology in March 2017, she was advised to
discontinue imiquimod. A colposcopy at the time revealed only
vulvar irritation. When seen in follow-up in early April 2017,
the patient reported significant improvement in the size of
lesions. The patient’s ongoing pain also decreased, requiring

Figure |. Large verrucous plaques encompassing vulva, bilateral
labia, and perineum.

only acetaminophen for analgesia. On examination, there was
no evidence of residual wart tissue with only post-inflammatory
hyperpigmentation around the vulva and perineum (Figure 3). A
repeat colposcopy in April 2017 showed no recurrent lesions
with resolution of sloughing and burning.

Repeat biopsies were done by Gynecology in May 2017
to rule out vulvar intraepithelial neoplasia (VIN). The right
labium and a new small erythematous nodule near the ure-
thra were excised, both of which were found to be negative
for intraepithelial lesion.

Discussion

Cantharidin, a vesicant produced by the blister beetle, is
often used to treat warts.>!? It is however reported as con-
traindicated in genital regions.!%!! This contraindication may
be related to the propensity for increased blistering in
mucosal surfaces.!? In our case, the adverse reaction to can-
tharidin was so severe that narcotics were needed. Because
of the potential for severe reactions, cantharidin requires sig-
nificant caution when being administered. Physicians using
cantharidin should ensure that patients have a clear under-
standing to remove cantharidin within 2—6h or immediately
if any adverse reactions occur.!! In this case, a language bar-
rier may have prevented proper understanding of post-treat-
ment instructions.
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Figure 2. Timeline of events from first presentation of genital warts to full resolution.

Figure 3. Follow-up after 6 weeks of imiquimod treatment - no
remaining lesions with intact genitalia.

Condyloma acuminata may progress to a form called
giant condyloma acuminata, also known as a Buschke—
Lowenstein tumor. Clinically, this variant is a slow-growing
cauliflower-like growth that is locally invasive.!3 Although it
is usually benign, up to one-third of the cases progress to
malignancy.'314 Because of the risk of malignancy, surgery
is the first-line treatment for giant condyloma acuminate.!3-13
On the other hand, topical agents such as imiquimod are

highly effective in treating typical genital warts. A recent
meta-analysis of studies comparing complete clearance of
genital warts by imiquimod 3.75% cream to placebo
(N=601) found that there was a relative risk ratio of 2.88
favoring imiquimod 3.75%.3 However, there is little infor-
mation on whether imiquimod is effective against giant con-
dyloma acuminata. We looked for other cases of giant
condyloma acuminata that were treated with imiquimod. A
search of PubMed in December 2017 turned up seven arti-
cles in which three cases were treated with a combination of
imiquimod and surgical excision and one case was treated
solely with imiquimod (Table 2).16-1?

In comparison to the other four cases, our case achieved
clearance using lower potency and shorter treatment dura-
tion (Table 2). For Suarez-Ibarrola et al., imiquimod failed as
an initial monotherapy. In the other two cases, imiquimod
was used as an adjunct after surgery to treat the remaining
warts. Finally, although Dinleyici et al. achieved complete
clearance using only imiquimod, their patient was pediatric.
Thus, our case has different implications, in that imiquimod
has the potential to be used for monotherapy in adult patients.
The benefit of using imiquimod over surgery alone is that
imiquimod may help spare genital tissue by avoiding exten-
sive surgery such as vulvectomy or reducing the amount of
tissue that is needed to be excised.

A potential limitation to our case is that the giant condy-
loma acuminata progressed rapidly over weeks, while the
other cases developed over years. We are unsure whether
giant condyloma acuminata that arise in such a manner may
be more responsive to immunomodulating therapies like
imiquimod. Another limitation of this report is the lack of
long-term follow-up. As giant condyloma acuminata are
slow growing and recurrent, despite treatment with imiqui-
mod, there may be subclinical remnants that recur. Finally,
although imiquimod’s safety in treating genital warts is well
established, these data may not be applicable to giant condy-
loma acuminate.> While our case demonstrates promising
results, surgical excision remains the mainstay of treatment
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Table 2. Cases of giant condyloma acuminata treated with topical imiquimod.

Article Age (years)  Clinical features Areas of involvement Treatments and outcome
and gender
Dinleyici et al.'® 2 and F |.5-year duration Perianal lesions Topical cryotherapy—lesions worsened
circumferentially around the  Imiquimod 5% cream three times per week
anus in a width of 3-5cm for 12 weeks—complete clearance
Suarez-lbarrola 3 and M HIV positive Scrotum, base of the penis, Initially, imiquimod 5% ointment three times
etal.” Started 2years ago prepuce, perineal area and per week without any visible improvement
anal sphincter Complete electrosurgical resection after
seven interventions
Afterward, IFN-a2b at a dosage of 2 million
units per week for 4weeks
Erkek et al.'® 50 and M 8-year history Around the shaft of the Left-sided tumor removed by full-thickness
penis and extending from excision
the corona to the left A combination of oral acitretin 50 mg/day
inguinal region. At the base and topical imiquimod 5% cream three times
of the penis and the left side  a week started for the remaining lesions
of the scrotum, polypoid Imiquimod discontinued after 4 months
tumefaction, 5cm in diameter At 6 months, virtually free of genital lesions
Ganguly et al.'” 38and M Post-stem cell Giant perianal lesion Three repeat operations with excision and

transplant on
immunosuppression
(tacrolimus,

occluding the anal orifice,
extending above and below
the base of the scrotum

fulguration
Post procedure, 5% imiquimod cream three
times weekly for 12weeks

mycophenolate mofetil
and prednisone)
4-week duration

No recurrence |18 months afterward

IFN: interferon.

for giant condyloma acuminata until the safety and efficacy
profile of imiquimod 3.75% cream can be verified for this
off-label indication.
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