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Paget’s disease most commonly affects the breast. Extramammary involvement is rare, and
the most commonly affected sites are the vulva, anus, perianal region, and axilla. The dis-
ease may progress to invasive adenocarcinoma or synchronous cancers. Due to the lack
of distinctive features and nonspecific presenting symptoms, Paget’s disease may be mis-
diagnosed as other conditions, thus delaying the correct diagnosis. We report a case of
extramammary Paget’s disease in the perianal region that initially presented as an irregular,
circumferential, scaling lesion with eczematous eruptions. Immunology and immunohisto-
chemistry confirmed the diagnosis. Although surgery is the standard treatment, the patient
opted for pelvic radiotherapy associated with radiosensitizing chemotherapy.
© 2019 Sociedade Brasileira de Coloproctologia. Published by Elsevier Editora Ltda. This
is an open access article under the CC BY-NC-ND license (http://creativecommons.org/
licenses/by-nc-nd/4.0/).

Doenca de Paget perianal

RESUMO

Palavras-chave:

Doenga de Paget

Doenca de Paget extramamaria
Perianal

A doenca de Paget acomete mais comumente a mama. Os focos extramamarios sdo raros e os
locais mais habitualmente acometidos sdo vulva, anus, regido perianal e axila. A patologia
envolve a evolucdo da doenca para adenocarcinoma invasivo ou neoplasias sincrénicas.
Devido a singularidade e sua aparéncia inespecifica, a doenga pode ser confundida com
outras comorbidades, retardando o diagnéstico. O objetivo foi relatar um caso de doenca de
Paget extramamadria na regido perianal, a qual inicialmente apresentou lesdo circunferencial
com erupgao eczematosa, descamativa e irregular. A confirmagao diagnéstica foi por meio
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de exames imuno-histoquimico e imunolégico. O tratamento padrdo da doenca é cirtrgico,
porém optou-se por radioterapia pélvica associada a quimioterapia radiossensibilizante.

© 2019 Sociedade Brasileira de Coloproctologia. Publicado por Elsevier Editora Ltda. Este

é um artigo Open Access sob uma licenga CC BY-NC-ND (http://creativecommons.org/

licenses/by-nc-nd/4.0/).

Introduction

Paget’s disease is a rare clinical entity. It most commonly
affects the breast, accounting for 1%-3% of all cases of inva-
sive cancer diagnosed annually. Extramammary presentation
of Paget’s disease is characterized by the presence of epithe-
lial cells associated with intraepithelial adenocarcinoma. This
disease was first described by Sir James Paget in 1874.%
Extramammary disease most frequently occurs in apocrine
gland-bearing sites, such as the vulva, anus, perianal region,
and axilla.? Until 2016, approximately 200 cases of perianal
Paget’s disease were reported in the literature.’

This disease most commonly affects women and white
people in general, with a peak incidence between 50 and 80
years of age, but some authors have reported a similar inci-
dence in men and women.> Genetic alterations may play a
role in the pathogenesis of primary Paget’s disease, as activa-
tion of the RAS/RAF and PI3K/AKT pathways is involved in the
mechanism of extramammary Paget’s disease (EMPD).*

The clinical presentation is nonspecific. Pruritus (70%),
burning, suppuration, and bleeding are common symptoms,
but in about 10% of cases the disease is asymptomatic.
Chronic skin disorders and refractory fungal infections are the
main differential diagnoses, and biopsy thus becomes essen-
tial to confirm the diagnosis. The prognosis is favorable, with
depth of invasion as the most important prognostic indicator.”

Histologically, primary Paget’s disease is characterized by
large vacuolated cells containing mucin, the so-called Paget
cells.® They may also contain cytokeratin and carcinoembry-
onic antigen, which can be detected by immunofluorescence.
CK7, CK19, and C-erb B2 are immunohistochemical markers
for the diagnosis of EMPD.*

Surgical excision is the gold standard treatment. The rec-
ommended approaches include wide surgical excision for
noninvasive lesions and abdominoperineal excision or exci-
sion of the rectum according to the affected site for invasive
disease or lesions associated with carcinoma. Radiotherapy is
rarely used as a primary treatment, but older patients, often
deemed medically unfit for surgery, are most likely to benefit
from it. Typical side effects of perianal radiotherapy include
acute dermatitis, moist desquamation, and skin atrophy.>

Case report

A 79-year-old woman presented with a 1-year history of
an anal lesion that became pruritic. The patient failed to
respond to standard topical therapy, and biopsy was indi-
cated. She had a history of prior non-Hodgkin’s lymphoma
in remission (chemotherapy ended in 2012). The physical
examination revealed an irregular, circumferential, scaling,

Fig. 1 - Lesion before treatment: irregular, circumferential,
scaling, pale-pink anal lesion of 3 cm long with eczematous
eruptions.

pale-pink lesion of 3 cm long, with eczematous eruptions and
indefinite borders (Fig. 1). Immunology and immunohisto-
chemistry confirmed the diagnosis of EMPD. The cells stained
positive for CK7 and BRST-2, suggesting an adnexal gland ori-
gin from the pilosebaceous infundibulum. Systemic staging
and investigation of synchronous cancers in the genitourinary,
gastrointestinal, and mammary tracts were performed, with
all of them yielding negative results. Surgical abdominoper-
ineal resection was indicated. However, the patient refused
surgical treatment and opted for pelvic radiotherapy asso-
ciated with radiosensitizing chemotherapy, according to the
protocol for anal canal tumors (Fig. 2). The patient received
the proposed treatment and is currently being followed in the
outpatient clinic, with significant regression of the perianal
lesion.

Discussion

Clinical cases of EMPD are unusual, which explains the lack of
accurate epidemiological data on this disease and the impor-
tance of this report.”
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Fig. 2 - Outcome after treatment with pelvic radiotherapy
associated with radiosensitizing chemotherapy.

The disease has a predilection for postmenopausal white
women, and clinical signs include eczematous eruptions in
glandular tissue and associated pruritus.” The presence of
Paget’s cells is considered a premalignant condition, progress-
ingto invasive adenocarcinoma within or below the superficial
lesion in 4%-17% of cases. As for synchronous cancers, approx-
imately 20%-30% of patients have non-contiguous carcinomas
involving the breast, rectum, bladder, urethra, vagina, or
ovary.’

The histological hallmark of EMPD is the presence of malig-
nant intraepithelial adenocarcinoma cells occurring singly or
in small groups within the epidermis. The immunohistochem-
ical profile shows positive staining for low molecular weight
cytokeratins, contributing to differentiate it from other skin
tumors.®

The differential diagnosis includes benign conditions, such
as eczema and contact dermatitis, and malignant conditions,
such as Bowen'’s disease, melanoma, and basal cell carcinoma.
Histopathology defines the diagnosis, staging, and follow-up
of EMPD.?

Surgery is the initial treatment of choice for perianal dis-
ease. For premalignant lesions, wide local excision with or
without flaps is indicated, while abdominoperineal resection

is indicated for invasive disease. Other options include pelvic
radiotherapy, systemic chemotherapy or topical chemother-
apy with 5-fluorouracil, photodynamic therapy, and laser
therapy.*

Conclusion

Paget’s disease is an uncommon entity whose diagnosis is
often delayed due to nonspecific presenting symptoms. Extra-
mammary involvement is rare, and the most commonly
affected sites are the vulva, anus, perianal region, and axilla.
The gold standard for treatment is surgery, but other options
include the use of radiotherapy and chemotherapy.
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