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Paget’s Disease of the Vulva is a relatively rare condition with a high rate of recurrence. Extensive work-up and
treatment is warranted as lesions have the capacity to become invasive and can be associated with underlying
malignancy. First line therapy includes surgical resection. For those that are not surgical candidates or who do
not desire surgical intervention, non-surgical management options include topical therapy with imiquimod.

Unfortunately, irritating side effects often results in poor treatment compliance and premature discontinuation
limiting efficacy. Here we present a unique case of extensive, recurrent vulvar Paget’s disease with excellent
response to a combination therapy of imiquimod and Silver Sulfadiazine. To the best of our knowledge, this is the
first documented case illustrating the utility of non-surgical management with combination therapy with topical
imiquimod and Silver Sulfadiazine for treatment in patients who do not desire surgical intervention.

1. Introduction

Paget’s Disease of the Vulva (PDV) is a relatively rare condition, with
invasive disease occurring at 0.36 per 100,000-person years in the
United States (Kilts et al., 2020). PDV is an intraepithelial adenocarci-
noma, characterized by large pleomorphic cells with abundant, pale
cytoplasm (Van Der Linden et al., 2016). While the majority of cases are
benign and remain localized to the vulva, invasive disease is associated
with underlying malignancies and high rates of recurrence (Kilts et al.,
2020; Van Der Linden et al., 2016). First line therapy includes surgical
resection, however, imiquimod has been shown to be an effective topical
therapy for patients who desire non-surgical management or are not a
candidate for surgical resection (Bubna, 2015; Ishizuki and Nakamura,
2021).

Imiquimod is an imidazoquinolinone immunomodulator whose
mechanism of action includes agonistic effects on toll like receptors,
which trigger cytokine expression and other inflammatory markers,
resulting in a promotion of apoptosis and inhibition of angiogenesis
(Bubna, 2015; Wagstaff and Perry, 2007). It is FDA approved for the
treatment of actinic keratosis, basal cell carcinoma, and external ano-
genital warts (Wagstaff and Perry, 2007). However, it’s unique activa-
tion of the immune system has proven useful in various cutaneous
premalignant and malignant conditions (Bubna, 2015). The most com-
mon side effects include local inflammatory effects, such as burning and

pain. The side effects associated with imiquimod therapy are often
managed with the concurrent use of emollients.

Conservative management with imiquimod topical therapy is often
challenging due to local side effects which has limited the applicability,
patient compliance, and use of this potentially active agent as patients
frequently discontinue therapy due to toxicity before the full effect has
been reached. Here we describe the unique use of silver sulfadiazine
combined with imiquimod to ameliorate side effects to achieve complete
clinical resolution.

2. Case

The patient is a 77-year-old female who initially presented in 2000
and underwent vulvectomy with bilateral skin grafts. Four separate re-
currences of disease occurred between 2001-2007, of which were
resected or managed with laser ablation. She underwent subsequent
topical treatment with Fluorouracil cream. Additional recurrence
occurred in 2012, when the patient presented with vulvar erosions and
ulcerations. A biopsy once more showed recurrent and persistent PDV.
In 2014, the decision was made to proceed with total radical vulvectomy
and perianal skin resection with concurrent reconstruction with fascial
cutaneous advancement flaps. Pathology showed no evidence of inva-
sive disease, but the margins were positive. Management with clinical
follow up every 6 months was recommended, and the patient was closely
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followed. In 2016, the patient once more reported a new vulvar lesion,
however, the exam in the office was negative per documentation. She
was recommended for follow up with her gynecologist as needed.

In mid 2021, the patient’s gynecologist recommended follow-up
with gynecology oncology. However, the patient was lost to follow up
due to the COVID-19 pandemic and fear of discomfort associated with
prior procedures. Given ongoing worsening symptoms, she represented
in early 2022 for evaluation. At this time, a recommendation was made
for additional local excision of perianal and gluteal disease and possible
reconstruction with plastic surgery. The patient was understandably
reluctant to proceed with surgery and desired to pursue non-surgical
management options. She then sought a second opinion.

To better document the extent of disease, she underwent an exam
under anesthesia with bilateral mapping biopsies late 2022. At this time
pathology was again positive for extramammary Paget’s disease. Given
extensive disease presentation, surgical treatment options with resection
would certainly require skin flaps or grafting to close the defects. Al-
ternatives to surgical management included imiquimod. Following dis-
cussion, the patient declined intervention and desired to proceed with
imiquimod. Imiquimod was dosed Monday, Wednesday, and Friday for
8 h to the entire vulva each night and washed of in the morning.
Treatment course with imiquimod proceeded for 16 weeks and follow up
after 2 months of treatment.

After the initial 2 months of treatment there was a minimal response.
Additionally, despite the use of emollients on treatment and non-
treatment days, she experienced severe discomfort and excoriations.
The decision was made to proceed with a 1 week of treatment break and
the addition of silver sulfadiazine for soothing side effects of imiquimod.
Silver sulfadiazine greatly improved adverse side effects from imiqui-
mod, and exam was much improved from prior (Figs. 1-3).

As an aside, she originally had an appointment with plastic surgery

Fig. 1. Clinical exam at re-presentation in 2022, prior to imiquimod treatment.
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Fig. 2. Clinical exam after 2 months of treatment of imiquimod and emollient.

scheduled to discuss reconstructive options at the time of surgical
resection, however the decision was made to defer surgery as she has
had a great response to imiquimod/silver sulfadiazine. Decision was
made to continue imiquimod with silver sulfadiazine for a second
(maintenance) course. She completed two 16 week courses for a total of
32 weeks of Imiquimod, 24 of which were combined with silver sulfa-
diazine). Complete clinical response occurred after the first 16 weeks of
treatment. She remains free from Paget’s disease, now 1 year after
completion of her last course of imiquimod/silver sulfadiazine and
continues close follow-up every 3-6 months.

3. Discussion

Extramammary Paget’s disease is rare, with invasive PDV making up
1-2 % of all vulvar carcinomas (Van Der Linden et al., 2016). Wide local
excision is considered as the gold standard, however, alternative ther-
apies such as radiotherapy, imiquimod, and photodynamic therapy are
often utilized (Ishizuki and Nakamura, 2021). As evidenced by this pa-
tient’s clinical course, PDV has a very high rate of recurrence after
surgical management, ranging from 34-56 % (Van Der Linden et al.,
2016). Additionally, even with surgical resection, margins are positive
in 52.7 % of cases (Nasioudis et al., 2020). Mohs microscopic surgery, a
technique that allows tumors to be removed to microscopically negative
margins and as much normal tissue to be preserved as possible, has been
shown to reduce the recurrence rate compared to surgical interventions
(Hendi et al., 2004). Imiquimod has also been suggested as an especially
useful treatment for patients that experience recurrence after surgical
resection (Ishizuki and Nakamura, 2021). Here, imiquimod is an
appropriate treatment choice given the extent of disease, low likelihood
of a complete resection to negative margins, and our patient’s desire for
non-surgical management.
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Fig. 3. Clinical exam 2 months after the addition of Silvadene (4
months imiquimod).

Imiquimod is FDA approved for various dermatologic conditions,
such as actinic keratosis and basal cell carcinoma. However, there is
strong evidence in the literature for its off-label use in extramammary
Paget disease, including PDV. A prospective pilot study (Cowan et al.,
2016) and The Paget Trial (Van Der Linden et al., 2022), a multicenter
clinical study, have demonstrated a 75 % and 82.6 % response rate,
respectively, in patients with a standardized treatment schedule of 5 %
imiquimod. To date, various retrospective chart reviews, systematic
reviews, and case reports have cited similar rates of treatment response
(Mayo-Martinez et al., 2023; Dogan et al., 2017). Out of 233 patients,
Mayo-Martinez et al. (Mayo-Martinez et al., 2023) systematic review
reported a 48 % complete clinical response rate in patients who used
imiquimod alone or as adjuvant therapy. While imiquimod is considered
a safe, conservative treatment, it is not without side-effects. The most
common side-effects include local skin reactions, such as erythema,
excoriations, erosions, and edema, however, more severe, systemic
adverse effects have also been reported (Wagstaff and Perry, 2007). In a
study by Leong et al. (Leong et al., 2023) exploring patients’ perspective
and tolerability of imiquimod; 88 % of respondents reported experi-
encing local side-effects. While considered safe, it is not uncommon for
these side effects to reduce tolerability of imiquimod and cause patients
to reduce dosage or completely cease treatment. Premature cessation of
imiquimod treatment due to side effects has been reported to be 7 %, 15
% and up to 38 % in the literature (Mayo-Martinez et al., 2023; Dogan
et al., 2017; Leong et al., 2023). Side-effects of imiquimod therapy in
patients with PDV are often managed with the concurrent use of emol-
lients. However, as demonstrated in the present case, emollients do not
always manage side-effects adequately.

Silver sulfadiazine (Silvadene®) is a topical antimicrobial that has
traditionally been used as the gold standard for the management of burn
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wounds (Atiyeh et al., 2007). Interestingly, there is strong evidence that
silver sulfadiazine can be used as a preventative and therapeutic treat-
ment for radiation induced acute dermatitis (Hemati et al., 2012). In a
randomized control trial by Hemati et al. (Hemati et al., 2012), silver
sulfadiazine was shown to reduce the severity of dermatitis and degree
of skin injury during the course of radiotherapy. While the exact
mechanism of how silver sulfadiazine accomplishes this is unknown,
Hemati et al. (Hemati et al., 2012) attributed its anti-inflammatory and
barrier enhancing activity as a factor. There have also been case reports
illustrating how silver sulfadiazine in a lidocaine solution has been used
to alleviate painful skin lesions in patients receiving chemotherapy,
including a patient being treated for vulvar carcinoma with carboplatin
and 5-fluorocil (Meeuse et al., 2007).

While previous literature has suggested that silver sulfadiazine can
be used to alleviate painful skin reactions due to radiation therapy and
chemotherapy, to our knowledge, it has not been used previously as a
complimentary treatment of PDV. Thus, the current case illustrates the
unique combination of silver sulfadiazine and imiquimod to treat PDV.
The mechanism for how silver sulfadiazine alleviates local skin reactions
caused by irritative therapies, including imiquimod, continues to be
unknown. Its combined anti-inflammatory and anti-microbial properties
may provide enhanced skin barrier protection and allow patient to
successfully continue to treat imiquimod.

4, Conclusion

Extramammary Paget disease of the vulva, while rare, has a high rate
of recurrence. While topical imiquimod has been proven to be an
effective treatment, patients often experience uncomfortable side-effects
which limits the utilization of the potentially very effective therapy. The
current case highlights the unique combination of silver sulfadiazine
and imiquimod for the treatment of PDV and the potential to manage
this disease conservatively, without aggressive radical life altering sur-
gery. Thus, clinicians should consider the addition of silver sulfadiazine
for patients being treated for PDV who experience irritative, debilitating
effects due to imiquimod.
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