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PRACTICE POINTS

- Ectopic extramammary Paget disease (EMPD) is a
rare presentation of EMPD that is histologically identi-
cal to EMPD.

- Ectopic EMPD can be associated with underlying
malignancy and therefore warrants a thorough workup.

Extramammary Paget disease (EMPD) is a malignant tumor typically
found in apocrine-rich areas of the skin, particularly in the anogenital
region. Some germinative apocrine-differentiating cells might exist
on the trunk, preferentially in Asian individuals. Ectopic EMPD arises
in nonapocrine-bearing areas, specifically the nongerminative milk
line. We present a case of a 67-year-old Thai man with a slowly pro-
gressive, pruritic, erythematous to brown plague en the right lower
back of 30 years’ duration. Histopathologiciexamination of 2 scout-
ing biopsies revealed a proliferation of large cells with pleomorphic
nuclei, prominent nucleoli, and abundant pale to clear cytoplasm
within the epidermis. In one of the biopsies, tumor cells were found in
the dermis with an infiltrative growth pattern. Immunohistochemically,
the tumor cells were positive ‘for_cytokeratin 7, carcinoembryonic
antigen, and gross cystic disease fluid protein 15. Based on these
findings, a diagnosis of ectopic EMPD was made.
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xtramammary Paget disease (EMPD) is a malignant
epithelial tumor that most commonly affects the
anogenital region and less frequently arises in the
axillae. Most cases occur in locations where apocrine
glands predominate.! Few cases of EMPD arising in
nonapocrine-bearing regions, or ectopic EMPD, have
been reported.? We describe a case of primary ectopic

EMPD with an infiltrative growth pattern arising on the
back of a 67-year-old Thai.man.

Case Report

A 67-year-old Thai man presented to the dermatology
clinic for evaluation of a persistent rash on the right lower
back of approximately 30 years”duration. He reported that
the eruption'had started out as a small coin-shaped area
but had slowly increased in size. Over the last 2 years, the
area had grown more rapidly and became pruritic. His
medical history was remarkable for hypertension treated
with losartan, but he was otherwise healthy. He had no
history of cancer or gastrointestinal tract or genitourinary
symptoms, and he had no recent fever, weight loss, or
night sweats.

On physical examination a well-demarcated, asym-
metric, erythematous to brown plaque was noted on the
right lower back. The plaque was surfaced by scale and
contained a central hyperkeratotic papule (Figure 1).
The skin examination was otherwise unremarkable. The
patient had no lymphadenopathy.

Two punch biopsies were performed. On low power,
acanthosis and hyperkeratosis of the epidermis were
noted. The epidermis contained a proliferation of large
(tumor) cells with pleomorphic nuclei, prominent nucleoli,
and abundant pale to clear cytoplasm. The cells were
present singularly as well as in clusters and were most
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FIGURE 1. Ectopic extramammary Paget disease presenting as a well-
demarcated, asymmetric, erythematous to brown plague on the right
lower back with associated scale and a central hyperkeratotic papule.

prominent along the basal layer but many were also
seen extending to more superficial levels of the epider-
mis (Figure 2A). In one biopsy, the tumor cells were
found in the dermis with an infiltrative growth pattern
(Figure 2B). Immunohistochemistry (IHC) studies for
cytokeratin 7 (Figure 3A and 3B) and carcinoembryonic
antigen (Figure 3C) labeled the tumor cells. An IHC study
for gross cystic disease fluid protein 15 labeled some of
the tumor cells. Inmunohistochemistry studies for S-100,
human melanoma black 45 (HMB-45), p16, and renal c
carcinoma did not label the tumor cells. An IH

for MIB-1 labeled many of the tumor cells, ind a

notably increased mitotic index. The patient was diag-
nosed with ectopic EMPD. He underwent oscopy,
colonoscopy, and cystoscopy, all of whi ormal.

Comment

Extramammary Paget disease is a
cally found in apocrine-richsare
the anogenital skin. It is lcategorized as primary or sec-
ondary EMPD. Primary E arises as an intraepithelial
adenocarcinoma, with the Toker cell as the cell of origin.?
Secondary EMPD represents a cutaneous extension of an
underlying malignancy (eg, colorectal, urothelial, pros-
tatic, gynecologic).!

Ectopic EMPD arises in nonapocrine-bearing areas,
specifically the nongerminative milk line. A review of
the literature using Google Scholar and the search term
ectopic extramammary Paget disease showed that there have
been at least 30 cases of ectopic EMPD reported. Older
men are more commonly affected, with a mean age at
diagnosis of approximately 68 years. Although the tumor
is most commonly seen on the trunk, cases on the head,
arms, and legs have been reported.’

This tumor is most frequently seen in Asian individu-
als, as in our patient, with a ratio of approximately 3:1.°
Interestingly, triple or quadruple EMPD was reported
in 68 Japanese patients but rarely has been reported
outside of Japan.® It is thought that some germinative

lignant tumor typi-
he skin, particularly
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EXTRAMAMMARY PAGET DISEASE

FIGURE 2. Proliferation of large cells with pleomorphic nuclei, promi-
nent nucleoli, and abundant pale to clear cytoplasm confined to the
epidermis in ectopic extramammary Paget disease (A)(H&E, original
magnification X 10). The tumor cells demonstrated an infiltrative
growth pattern in another biopsy from the plaque (B)(H&E, original
magnification x4).

apocrine-differentiating cells might preferentially exist on
the trunk of Asians, leading to an increased incidence of
EMPD in this population’; however, the exact reason for
this racial preference is not completely understood, and
more studies are needed to investigate this association.
Diagnosis of ectopic EMPD is made histologically.
Tumor cells have abundant pale cytoplasm and large
pleomorphic nuclei with prominent nucleoli. The cells are
arranged in small groups or singly within the basal regions
of the epidermis. In longstanding lesions, the entire thick-
ness of the epidermis may be involved. Uncommonly, the
tumor cells may invade the dermis, such as in our patient.
On immunohistochemistry, the tumor cells stain positive
for carcinoembryonic antigen, epithelial membrane anti-
gen, and low-molecular-weight cytokeratins (eg, cytoker-
atin 7). Many of the tumor cells also express gross cystic
disease fluid protein 15, which helps exclude cutaneous
invasion of secondary EMPD.” Cases of primary cutane-
ous apocrine carcinoma can have similar histologic and
immunohistochemical findings to invasive EMPD, which
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EXTRAMAMMARY PAGET DISEASE

FIGURE 3. Immunohistochemical studies for cytokeratin 7 (A and B)
(original magnifications X 10 and X4) and carcinoembryonic antigen
labeled the tumor cells strongly and diffusely (C)(original magnifica-
tion X10).

further supports the possible apocrine derivation of
Paget disease. In our patient, we considered the diagno-
sis of primary cutaneous apocrine adenocarcinoma with
epidermotropism; however, we favored the diagnosis
of ectopic EMPD with dermal invasion given the exten-
sive epidermal-only involvement seen in one of the
biopsies, which would be unusual for primary cutaneous
apocrine adenocarcinoma.
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Our patient had no identified underlying malignancy
upon further workup; however, many cases of EMPD
have been associated with an underlying malignancy.’'®
Several authors have reported a range of underlying
malignancies associated with EMPD, with the incidence
ranging from 11% to 45%.°"® The location of the under-
lying internal malignancy appears to be closely related
to the location of the EMPD." It is recommended that a
thorough workup for internal malignancies be performed,
including a full skin examination, lymph node examina-
tion, colonoscopy, cystoscopy, and gynecologic/prostate
examination, among others.

No known differences in the prognosis or associated
underlying malignancies between ectopic and ordinary
EMPD have been reported; however, it has been noted
that EMPD with invasion into the dermis does correlate
with a more aggressive course and worse prognosis.®
Treatment includes surgical removal by Mohs micro-
graphic surgery or wide local excision. Long-term follow-
up is required since recurrences can be frequent.'
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