SYNOPSIS

Peno-scrotal extramammary
Paget’s disease

Epidemiology

Extramammary Paget's disease (EMP)
isarare intraepithelial neoplasm,
which is rarely invasive and has an
incidence of six per million person-
years as calculated by a European SEER
analysis [1]. It usually affects apocrine
gland-bearing areas, especially the
vulvar, perianal skin and axilla, but
peno-scrotal EMP accounts for only
14% of reported cases [2-5]. The first
description of penoscrotal EMP was by
Crockerin 1889 [3]. From 1973 to 2007
the European SEER analysis found 197
cases of scrotal and 82 cases of penile
EMP [1].

Clinical presentation

EMP of the peno-scrotal area is
frequently misdiagnosed as other
benign skin conditions such as
seborrheic dermatitis, contact
dermatitis, lichen sclerosus, Bowen
disease, eczema, psoriasis or a
superficial fungal infection [2,3,6]. It
usually appears as a well-circumscribed
erythematous pruritic plaque which
can also ulcerate, bleed and form crusts
(Figure 1). It can sometimes be present
for over a decade before it undergoes
malignant transformation [4]. Published
casesin the literature reporta
prolonged failed treatment period with
topical steroids in primary care prior

to referral to dermatology specialists,
where the diagnosis is made [3-5].

Diagnosis and histopathology
Diagnosis of EMP is preceded by a high
index of suspicion and diagnostic biopsy
with immunohistochemistry [2,6].
Microscopically EMP is characterised
by the presence of Paget cells which
are atypical glandular-Llike cells, larger
than keratinocytes with a granular
amphophilic to basophilic cytoplasm,
round or oval nucleus and with one

or more prominent nucleoli [7,8]
(Figure 2). They form nests in the

basal and parabasal zones of the skin
[7,8]. Immunohistochemistry usually
tests positive for haematoxylin and
eosin which differentiates EMP from
malignant melanoma and Bowen's

Figure 1

disease [7,8].

Immunohistochemical tests
provide the definitive diagnosis as
well as ensuring clear surgical margins
following surgical excision. They
show a positive staining for CK7 and
consistently negative staining for high-
molecular-weight cytokeratins [4,6,9].

Investigations

Staging and screening investigations
include CT imaging and endoscopic
evaluation of the large bowel and
urinary tract. Peno-scrotal EMP has
been associated with cancers of the
urinary and gastrointestinal tract in
approximately 11% of cases [2,3,5].

Management
EMP of the peno-scrotal area should
be managed in a tertiary centre with
expertise in this condition, as no clear
diagnostic and treatment guidelines are
currently available.

Following the histological
diagnosis, all cases are reviewed
ina multidisciplinary setting with
input from dermatologists, plastic
surgeons and urologists depending
on the expertise for peno-scrotal

reconstruction. Wide local excision

of the lesions with reconstruction
combined with frozen section

analysis of mapped biopsies adjacent
to the resection margins or Mohs
micrographic surgery can reduce the
risk of residual disease and therefore
local recurrence [2,3,5]. Often the
adjacent skin may look macroscopically
normal but still contain Paget cells.
Recurrence rates range from 16-25%
and adjuvant treatment with topical
agents such as 5-fluorouracil (5-FU), 5%
Imiquimod cream or laser vaporisation
and photodynamic therapy can be used
in non-invasive lesions [3,5-8].

Figure 2

urology news | JULY/AUGUST 2015| VOL 19 NO 5 | www.urologynews.uk.com



SYNOPSIS

Invasive EMP is usually an
adenocarcinoma and once
lymphovascular invasion occurs,
the prognosis is poor [2,3]. Surgical
lymphadenectomy is indicated in cases
of infiltrative disease or suspicious
metastases to the groins without
evidence of spread to the pelvic nodes
but in cases of disseminated malignant
disease radiotherapy and systemic
chemotherapy should be considered
[8,10].

Options for metastatic disease have
been reported with limited response
[1]. Chemotherapy regimens reported
in the literature include systemic 5-FU
with mitomycin C, Carboplatin plus
5-FU and Leucovorin, low dose 5-FU and
cisplatin, docetaxel, mitomycin C plus
epirubicin, vincristine and cisplatin, and
5-FU alone [2,10]. Establishing whether
HER2, ER and PR factors are expressed
in the immunohistochemistry are

important and can assist in selecting the

appropriate chemotherapy agents [8].

Conclusion

EMP disease is rare and requires a
high index of suspicion. Although
non-invasive disease can be surgically
excised, the options for metastatic
disease are limited with a poor
prognosis. Patients require endoscopic
evaluation of the gastrointestinal tract
and urinary tract.
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TAKE HOME MESSAGE

« Inthe early stages of peno-scrotal
extramammary Paget's disease, the
appearance is similar to eczema.
Clinicians should seek specialist
input such as a dermatologist
with experience in genital
dermatological diseases when the
lesion fails to respond to topical
steroid treatments.

»  Duetotherareincidence of this
disease no clear diagnostic and
treatment guidelines are available
and long-term follow-upina
specialised centre is required to
monitor for progression to invasive
carcinoma as well as other EMP-
associated malignancies.
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