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Abstract

Extramammary Paget’s disease (EMPD) is a rare form of primary or secondary intraepithelial adenocarcinoma
typically presenting within the fifth through seventh decades of life. Though cases of EMPD localized to the scrotum
are typically not associated with underlying malignancy, evaluation of dermal and angiolymphatic invasion in
conjunction with pertinent laboratory investigations, e.g., serum CEA, is essential to rule out malignancy and
metastatic disease. We present a case of EMPD in an elderly male that presented with a history of a longstanding
asymptomatic scrotal lesion that was ultimately managed with excision and skin grafting.
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Introduction

Extramammary Paget’s disease (EMPD) of the scrotum is a rare
occurrence, most often presenting during the 6™ or 7" decade of life.
Local recurrence is common in EMPD, with approximately 22% of cases
demonstrating resurgence in the penoscrotal area. * We discuss a clinical
presentation of a case of EMPD in a patient initially presented with a
pruritic, non-healing erythematous scrotal lesion of the scrotum for more
than five years.

Case Presentation:

A 76-year-old male with a past medical history of atrial fibrillation,
colitis, postoperative hypothyroidism, and aortic stenosis with prior
admittance due to hematuria and other lower urinary tract symptoms
presented to our center for evaluation of a scrotal lesion. He denied any
ongoing hematuria, dysuria, frequency, difficulty urinating, chills,
fatigue, fever, abdominal pain, or additional skin lesions. The patient
described the lesion as an asymptomatic “red spot,” present for at least 5
years, which became pruritic 1 year before his presentation. At the onset
of pruritis, the patient was treated with antifungal creams by his primary
care provider yielding no improvement in symptoms. Dermatology
referral and subsequent biopsy of the lesion resulted in pathologic
findings which prompted a urological consult.
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A physical exam revealed a scaly and erythematous left lateral anterior
scrotal lesion (3.2cm x 2.0 cm). Figure 1. Testes were bilaterally
descended and without masses or nodules. No groin lymphadenopathy
was noticed. A left hemi-scrotum excision with scrotoplasty and a split-
thickness skin graft was performed. Intraoperative consultation confirmed
that the margins were appropriate. On gross examination, the specimen
was consistent with a geographical portion of tan, hair-bearing skin that
measured 7.3 x 5.5 x 1.1 cm. The epidermal surface featured a tan-white,
mottled lesion measuring 3.2 x 2.3 x 1.1 cm. Sections cut through the
lesion revealed tan-white, rubbery tissue 0.1 cm in maximum thickness
and 0.9 cm from the deep margin, from which a focus of orange
discoloration measuring 0.2 cm in thickness was also noted. Microscopy
revealed large pale cells with enlarged hyperchromatic nuclei arranged in
nests and single cells throughout all layers of the epidermis. Nuclei were
pleomorphic with basophilic nucleoli. These atypical cells were confined
to the epidermis, with no signs of invasion into the dermis. The epidermis
was acanthus with foci of parakeratosis. The dermis appeared edematous
with lymphoplasmacytic infiltrates. Figure 2. Ancillary testing was
positive for CK7, CEA, and Mucicarmine staining with negativity to S-
100 staining. Figure 3, 4.
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Figure 2: Pathological findings: The tumor is composed of malignant cells in the epidermis with local glandular differentiation nests, (hematoxylin
and eosin, original magnification x50).
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Figure 4: Immunohistochemical staining for CEA (original magnification x100): The tumor cells are positive for CEA

Discussion:

Extramammary Paget’s Disease (EMPD) arises from the glandular
differentiation of carcinomatous cells within the epidermis. The most
common sites of EMPD in women are the labia majora and perianal
region [2,3]. Men most commonly develop the disease in the scrotum or
perianal region [3]. Several reports described rare cases in the
genitourinary tract [4,5,6]. EMPD has an insidious onset,
characteristically manifesting as a scaly, erythematous plaque, which may
evolve into a nodule or ulcerate. Localized pruritus most commonly
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accompanies the area surrounding this lesion, though some have
described the lesion to be painful rather than pruritic [2]. The pathogenesis
of EMPD is still unclear, with current categorizations relegated to primary
or secondary disease [7]. Primary disease, representing most cases of
EMPD, results from an in-situ neoplasm originating from the
intraepidermal sweat duct. Secondary EMPD develops in association
with an underlying carcinoma (bladder, cervix, prostate, urethra, or
rectum) with epidermotropic metastases [2]. Treatment for EMPD,
regardless of location, is generally with wide surgical excision and
appropriate margins [8,9].
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Microscopically, both Paget Disease and EMPD are characterized by an
intraepidermal expansion of atypical large cells with large nuclei [10].
These cells characteristically have a pale vacuolated cytoplasm and
vesicular nuclei. The epidermis itself is typically hyperkeratotic with
parakeratosis and acanthosis. Paget cells contain much-polysaccharides
that stain positive for PAS, mucicarmine, and alcian blue. CEA and CK7
immunohistochemistry stains are positive in EMPD, which is typically
negative for CK20, S-100, and Melan-A [1].

Differential diagnosis of EMPD includes melanoma, which may be
distinguished from EMPD by positive staining for Melan-A and S-100
and negativity for CEA [1]. In addition, the revolution of digital pathology
made disease diagnosis more efficient, and the advancement of Al
became more applicable [11,12,13]. Pagetoid dyskeratosis, an incidental
pathological finding appearing in several skin conditions, may be
differentiated from EMPD by its absence of cell atypia along with
negative staining for mucopolysaccharide and CEA [14]. EMPD lesions
may bear a similar appearance to those of Bowen’s disease, which stains
negative for CEA and S-100. CK7 staining is variable in Bowen’s disease,
with most cases staining negatively, though two cases of CK7 positive
Bowen’s disease have been reported [1].
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