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Figure. A, Clinical presentation of pigmented plaque in the axilla with well-demarcated margins. B, Histologic findings
revealed an intraepidermal neoplasm consisting of pagetoid cells, characterized by round, pale, vacuolated cytoplasm,
and large pleomorphic nuclei (hematoxylin-eosin; original magnification x200). C, Immunohistochemical findings showed
positive staining for EMA (original magnification x200). D, The lesion was surrounded by numerous reactive dendritic
HMB-45-positive melanocytes scattered among the tumor cells (original magnification x200).

A woman in her 70s presented with an enlarged and variegated plaque on her left axilla,

which she had had for 4 years. The lesion started as a small eczematous, pink-to-brown WHAT IS YOUR DIAGNOSIS?
plaque. As the lesion was asymptomatic and slow growing, she did not initially seek treat-
ment. Recently, the color of the lesion had changed to an alarming dark brown color (Figure, A. Pagetoid Bowen disease

A). No breast mass or lymphadenopathy was observed. Her medical and family history was

unremarkable. A skin biopsy specimen was obtained and submitted for further histopatho- B. Inverse lichen planus

logic analysis.

C. Pigmented extramammary

Paget disease

D. Superficial spreading melanoma
Diagnosis Microscopic Findings and Clinical Course
C. Pigmented extramammary Paget disease An incisional biopsy revealed an intraepidermal neoplasm consist-

ing of pagetoid cells, characterized by a round, pale vacuolated
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cytoplasm and large pleomorphic nuclei. Immunohistochemical
staining revealed that the lesion was positive for CK7, EMA, and sur-
rounded by numerous reactive dendritic HMB-45-positive melano-
cytes scattered among the tumor cells (Figure, B-D). Based on these
clinical and histologic manifestations, a diagnosis of pigmented ex-
tramammary Paget disease (EMPD) was formulated.

Discussion

Extramammary Paget disease is an intraepithelial adenocarcinoma
that most commonly involves the vulva but canalso occurin the peri-
anal skin, scrotum, penis, and axilla. It is sometimes associated with
underlying adnexal or visceral cancer. Extramammary Paget dis-
ease usually manifests as dermatitis and/or eczematous lesions.' Oc-
casionally, the lesion is pigmented. Pigmented EMPD is a very rare
clinical-pathologic variant of EMPD. Althoughiits clinical features are
oftenindistinct and difficult to distinguish from other pigmented en-
tities, appropriate histologic and immunohistochemical analysis is
essential in securing a definitive diagnosis.

The reason for the presence of melanocytic colonization and re-
activation remains unclear, and several hypotheses have been put for-
ward to explain these processes. For example, it has been suggested
that chemoattractant factors or cytokines may be involved. These
agents have the potential to mediate the transfer of melanin pigment
to tumor cells; produce phagocytosis of melanin by surrounding car-
cinomatous cells; and induce reactive melanophages in the dermal in-
filtration to generate a lesion with a pigmented appearance.? Further
studies will be required to clarify the mechanisms of hyperpigmenta-
tion in pigmented EMPD at the molecular level 3

Treatments for pigmented EMPD are similar to those for EMPD,
and include surgery, radiotherapy, photodynamic therapy, and ad-
ministration of topicalimmunomodulators. The patient was treated

with Mohs surgery under local anesthesia. No recurrence or metas-
tasis was observed at 8 months of follow-up.

Generally, these differential diagnoses contain similar features with
regard to pigmented manifestations. Pagetoid Bowendisease (BD) clini-
cally presents with awell-demarcated plaque, whichin some cases may
be pigmented. Histologically, pagetoid BD is characterized by nests of
atypical keratinocytes with round nuclei and abundant pale cytoplasm.*
These neoplastic cells show immunohistochemical features of squamous
cellsand are generally negative for CK7 and CEA. In contrast, these mark-
ersare positive in EMPD.” Inverse lichen planus is an uncommon vari-
ant of lichen planus confined to the intertriginous zones, including ax-
illa, inguinal creases, gluteal cleft, limb flexures, and submammary
region.® Clinically, erythematous lesions with poorly defined borders
and lichenification are seen, and pigmentation of the individual lesions
isalso typical.” The histologic feature that serves to differentiate this le-
sionis vacuolar degeneration of the epidermal basal cell layer, band-like
or superficial perivascular lymphocytic infiltration, as well as pigmen-
taryincontinence and melanophages. Superficial spreading melanoma
shows aslightly raised light brown-to-black colored plaque or macule
with irregular borders, and has a greater proportion of melanoma as-
sociated with nevus, as well as total nevus and dysplastic nevus counts,
which serve as salient features for its diagnosis.® Histopathologic fea-
turesinclude asymmetry, poor circumscription, and an absence of cel-
lular maturation. Atypical epithelioid melanocytes with abundant cy-
toplasmand large nuclei are dispersed throughout the layers of the epi-
dermis as single cells or nests.®

This rare case of EMPD presented with a pigmented plaque on
the axillain the absence of any underlying carcinoma. Early biopsy
of these lesions is critical to arrive at a correct diagnosis and initiate
appropriate treatment. Regular clinical follow-up of patients with
EMPD is recommended.
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