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ABSTRACT

Introduction: Extramammary Paget disease consists of a cutaneous adenocarcinoma in
areas of apo- crine glands. It is a rare neoplasia, and its surgical treatment yields satisfactory
results. However, due to the high recurrence rates, surgeries are potentially disfiguring.
Imiquimod is a topical immune-sti- mulant used for the treatment of anogenital warts and
in situ carcinomas. Its use has been described in the scientific literature for the treatment
of Extramammary Paget disease with satisfactory results.

Objective: Describe the course of four cases of Extramammary Paget disease treated with
imiquimod, to evaluate evolution and therapeutic response.

Methods: A retrospective study was performed in a service of dermatology in the city of
Sdo Paulo, with the review of medical records of all patients diagnosed with Extramamma-
ry Paget disease and treated with imiquimod from January 2011 to July 2018.

Results: Four patients were included, three with vulvar lesion and one with scrotal lesion.
Two women presented completed resolution of the disease, one did not respond and the
man progressed with 70% regression of the lesion, having undergone surgical excision of a
considerably smaller area than the initial lesion.

Conclusions: Imiquimod presents as a valid therapeutic modality for the treatment of
Extramammary Paget disease.

Keywords: Paget disease, extramammary; Neoadjuvant therapy; Gynecology; Urogenital
neoplasms, female; Genital neoplasms, male; Neoplasm recurrence, local; Skin neoplasms;
Therapeutics; Vulvar neoplasms

RESUMO

Introdugdo: A doenga de Paget extramamaria é constituida por adenocarcinoma da pele em areas de
gldndulas apécrinas. Tiata-se de neoplasia rara cujo tratamento cirirgico aparenta resultados satisfa-
térios. Devido as altas taxas de recorréncia, entretanto, as cirurgias sdo potencialmente mutilantes. O
imiquimode é imunoestimulador tépico utilizado no tratamento de verrugas anogenitais e carcinomas
in situ. Seu uso tem sido descrito na literatura cientifica para terapia da doenga de Paget extramamaria
com resultados satisfatérios.

Objetivo: Descrever a evolugdo de quatro casos de doenca de Paget extramamadria tratados com imi-
quimode, para avaliagdo da evolugdo e resposta terapéutica.

Meétodos: Foi realizado estudo retrospectivo em servigo de dermatologia da cidade de Sdo Paulo com
revisdo de prontudrios de todos os pacientes com diagnéstico de doenga de Paget extramamadria e tra-
tados com imiquimode de janeiro de 2011 a julho de 2018.

Resultados: Foram incluidos quatro pacientes, trés com lesdo vulvar e um com lesdo em bolsa escrotal.
Duas mulheres evoluiram com resolugdo total da doenga, uma nao apresen- tou alteragao, e o homem
evolui com regressdo de 70% da lesdo, sendo submetido a exérese ciritrgica de drea consideravelmente
menor do que a da lesdo inicial.

Conclusées: O imiquimode se apresenta como método terapéutico valido no tratamento da doenga de
Paget extramamaria.

Palavras-Chave: Doenga de Paget extramamdria; Neoplasias urogenitais; Neoplasias cutdneas;
Neoplasias dos genitais femininos; Neoplasias dos genitais masculinos; Neoplasias vulvares; Recidiva
local de neoplasia; lerapéutica; Terapia neoadjuvante; Ginecologia
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INTRODUCTION

Extramammary Paget disease (EMPD) is represented by
cutaneous adenocarcinoma with similar histology to mammary
Paget disease. It affects the skin regions with apocrine glands,
more frequently the vulva, followed by the perianal area, scro-
tum and axilla. It is classified into primary, when it affects the
skin only, alnd secondary, when there is an underlying or distant
carcinoma.

Its clinical aspect can be similar to other diseases such
as tineas, contact dermatitis, seborrheic dermatitis, psoriasis and
Bowen’s disease, making the clinical diagnosis difficult. Diagnos-
tic confirmation is through histopathology, and lately, reflectance
confcgcal microscopy has also been used as an in vivo diagnostic
tool.” After confirmation of the diagnosis, it is crucial to define
if EMPD is exclusively cutaneous (primary) or if there is an un-
derlying disease (secondary) by looking for malignancy in pelvic
and intra-abdominal organs, such as gallbladder, liver and colon,
and breasts.’

Treatment is challenging for many reasons. The centrif-
ugal growth of the tumor with subclinical lesions in the pe-
riphery is one of them, which can conceal the right area to be
treated. The diagnostic delay due to the similarity to other skin
conditions allows for the progressive growth of the disease, an(%
the location of the neoplasia in areas that are difficult to reach.
Many treatments are described for EMPD: surgical excision, ra-
diotherapy, photodynamic therapy and topical treatments, and
out of those, Mohs micrographic surgery provides the best re-
sults. However, the recurrence rate is around 30%, which can
lead to mutilanting surgical outcomes.”

Imiquimod (IQM) is a substance that activates the ep-
ithelial immune response where it is applied. During this pro-
cess, IQM induces keratinocytes to release cytokines that trigger
the innate response of the epithelium at the same time that it
stimulates the migration of Langerhans cells, that in turn start
the process of acquired response when identifying the foreign
agent to be attacked. In face of this combined immunobiologic7
stimulation, IQM demonstrates antiviral and antitumor activity.
Recent studies have demonstrated good therapeutic response of
EMPD to IQM.

OBJECTIVE
In this study, we present the experience of the dermatol-

ogy clinic of the only public service of the city of Sio Paulo on
the use of IQM as monotherapy for EMPD.

METHOD

A retrospective study with files from all patients seen at
the dermatology clinic of Santa Casa de Sio Paulo, SP, Brazil,
who were diagnosed with EMPD and treated with IQM from
January 2011 to July 2018 was conducted.

The characteristics analyzed from each case were: clin-
ical profile of the patient (sex, age, comorbidities), location of
the lesion, time of disease before treatment with IQM, previous
treatments, time of treatment with IQM, treatment response (to-
tal, partial or lack of improvement) and time of follow-up after
treatment for analysis of recurrence.

RESULTS

Four patients were included in this study: three women
with vulvar lesions and one man with lesion on the scrotum.
They were investigated regarding the presence of concurrent
malignancies, however, there were no abnormalities. The details
for each case are presented on table 1. All patients had their di-
agnosis of EMPD by skin biopsy and histopathology, and screen-
ing for systemic involvement through imaging studies: mam-
mogram, abdominal and pelvic tomography. In all cases, IQM
application was done on five consecutive days at night, with two
days rest on the weekend without using the product.

Patient 1, 68 years old and history of systemic hyper-
tension (HTN) and diabetes mellitus (DM), underwent hyster-
ectomy in 2011 due to endometrial adenocarcinoma and was
diagnosed with EMPD in 2016. She had a progressively grow-
ing vulvar lesion for six months, with no previous treatment. At
the time of the EMPD diagnosis, she had no systemic involve-
ment of the disease, so IQM was prescribed for eight weeks,
with complete response and no recurrence after 23 months of
follow-up (Figure 1).

Patient 2, 85 years old, had history of HTN, following-up
vulvar EMPD since 2009, with no systemic involvement of the
disease. She underwent five surgical interventions between 2009
and 2016, all of them with recurrence of the lesion. After this
period, she started treatment with IQM, finishing eight weeks of
application. She progressed with complete improvement of the

TABLE 1: Characteristics of the four cases of extramammary Paget disease and their course with the use of imiquimod

Patient Sex Age Location Internal Time of Previous Time of IQM Response Follow-up  Recurrence
Involvement disease  treatments (weeks)
C let
Case1 Feminine 68 Vulva No* 6 months No 8 . omprete 23 months No
improvement
- Surgical Complete
Case 2 Feminine 85 Vulva No 8 years 2. 8 . 17 months No
excision improvement
. Surgical
Case 3 Feminine 64 Vulva No 3 years ur.g|‘ca 28 No response 2 months i
excision
ical Partial
Case 4 Masculine 72 Scrotum No 10 years S“rg',ca 8 . artia 48 months Yes
excision improvement

*no internal involvement at the time of treatment with imiquimod, however, with past history of uterine adenocarcinoma and hysterectomy five years prior.

**there was no response, recurrent analysis not possible
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FIGURE 1: Case 1 extramammary Paget disease. A - Pre-treatment, lesion on
the upper left region of the vulva.
B - After eight weeks of treatment with imiquimod, complete improvement

lesion, with no recurrence 17 months after finishing the treat-
ment (Figure 2).

Patient 3, 64 years old, diagnosed with Paget disease in
the vulva with no systemic involvement, underwent surgical
treatment between 2014 and 2016, with recurrence. She started
treatment with IQM in 2016, finishing 28 weeks of application;
however, there was no satisfactory response, and she had to un-
dergo a new surgical excision of the lesion in 2017, that yielded
margins free of the tumor. Two months after the surgery she
developed recurrence (Figure 3). Patient 4, male and 72 years
old, had past history of HTN, acute myocardial infarction with
myocardial revascularization, cardiac failure and thrombus on
anticoagulant. He was diagnosed with EMPD of the scrotum in
2013, with no systemic involvement. He initially underwent two
surgical interventions, with recurrence of the lesion between
2013 and 2016. He started treatment with IQM for eight weeks
in 2016, with partial response and reduction of the lesion. He
underwent a new surgical intervention, progressing with im-
provement; he is under follow-up for two years, with no signs of
recurrence till present (Figure 4).

DISCUSSION

EMPD is an extremely rare malignancy, cgorresponding
to 0.7% to 4.3% of the cases of breast malignancies and less than
1% of vulvar malignancies.9 Studies on this malignancy are rare,
and report years of medical assistance to group the few cases, as
we presented here. In seven years of dermatology assistance in
a tertiary public hospital in the capital of Sio Paulo, there were
only four cases of EMPD.

Regarding the use of IQM as treatment for EMPD cases,
Luyten et al. observed a rate of complete response of 80% of the
cases treated with this substance, and believe that the time of
IQM could be related to the final result of the treatment.’ H.
Machida et al. conducted a systematic review and demonstrated
a rate of complete response to treatment of 52 to 80%, with re-
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FIGURE 2: Case 2 extramammary Paget disease. A - Pre-treatment, two
lesions on the vulvar region, one on the upper left and another inferiorly,
near the posterior comissure. B - After eight weeks of imiquimod, comple-
te response

FIGURE 3: Case 3 extramammary Paget disease. A - Pre-treatment, extensi-
ve are of involvement on the left side of the vulva.
B - After 28 weeks of imiquimod, no response to treatment

currence rate of 19%, however, they highlighted that besides be-
ing retrospective, the studies were limited regarding the sample
size. In their review, they mentioned other forms of treatment
and their recurrence rates: 58% for surgical excision, 0-35% for
radiotherapy, 25% for chemotherapy with 5 fluouracil and bleo-
mycin, 38% to 56% for1 hotodynamic therapy, 67% for treat-
ment with ablative laser.  Thus, thee choice for the appropriate
treatment for these patients is extremely important, since these
therapies can cause side effects and consequences in the quality
of life of the patients.

In this study we report only four cases, what represents an
extremely small sample and with little statistical relevance of the
data when analyzed in isolation. Of these four cases, two patients
(50%) showed complete response to IQM use, while one (25%)
showed partial response and another (25%), lack of response. We
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believe that, despite the rate of complete improvement in our
study being of 50%, achieving partial response with the use of
imiquimod was also beneficial. The patient had a reduction in
the initial size of the lesion, which allowed for a surgical excision
with disease-free margins of a considerably smaller lesion, reduc-
ing the size of the tumor before the surgery and allowing for a
more conservative surgical approach, with less areas for recon-
struction, shorter healing time and better cosmetic and function-
al outcomes. Extensive excisions in the anogenital region can be
disfiguring and cause serious functional problems.

One must also consider that, even after surgery, there is
a high recurrence rate for EMPD due to its multifocal nature
with the presence of tumor in clinically undetectable areas. Of
the cases here presented, three underwent previous surgeries and
had recurrence of the disease. The two patients that had com-
plete response with IQM progressed recurrence-free during the
clinical follow-up period.
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FIGURE 4: Case 4 extramammary Paget disea-
se. A — Pre-treatment, extensive lesion on the
scrotum. B - After eight weeks of treatment
with imiquimod, with partial improvement and
reduction of the affected area. C - After surgi-
cal excision. D - Follow-up of two months, with
no recurrence till present

There is no consensus regarding duration of treatment,
since most studies are retrospective and not standardized. Ma-
chida et al. recommend in their review to initiate treatment with
IQM three to four times per week for six months, since this
treatment seems to be time-dependent. They suggest reducing
the frequency of applications in case there are side effects until
the therapeutic dose is tolerated.

The use of IQM in the cases presented was indicated as
daily application five times a week, because it 1s similar to that
suggested to treat basal cell carcinoma, another malignancy that
can be treated with IQM.11

CONCLUSIONS

We believe IQM is a valid treatment for EMPD, and can
lead to complete or partial resolution of the disease and avoid
mutilating procedures. ®
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