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QUIZ SECTION

A Perianal Erythematous Plaque: A Quiz
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An 83-year-old man with a 4-month history of an itchy
perianal lesion was referred to our hospital. A physical exa-
mination revealed a round, well-demarcated, erythematous,
erosive plaque involving the perianal skin (Fig. 1a).

The histopathological examination of the patient’s
lesion (Fig. 1b) revealed the presence of atypical tumour
cells with an abundant pale-staining cytoplasm and large
atypical nuclei in all layers of the epidermis. Immunohi-
stochemically, the tumour cells were positive for carci-

noembryonic antigen (CEA), cytokeratin (CK) 7, CK20
and caudal-related homeobox gene nuclear transcription
factor (CDX2) (Fig. 1c), while they were negative for
gross cystic disease fluid protein (GCDFP)-15 and human
papillomavirus (HPV). PCR using HPV consensus primers
was negative. Neither colonoscopy nor surgery was per-
formed because of the patient’s refusal.

What is your diagnosis? See next page for answer.

cells. (H&E, x400).

Acta Derm Venereol 94

Fig. 1. (a) The physical examination revealed
an oval, well-demarcated, erythematous erosive
plaque involving the perianal skin. (b) Some of
the cells showed an adenoid structure () (c)
Immunohistochemistry using an anti-CDX2 antibody
demonstrated positive staining of the irregular pale
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ANSWERS TO QUIZ

A Perianal Erythematous Plaque: Commentary
Acta Derm Venereol 2014; 492-493.

Diagnosis: Secondary extramammary Paget’s disease
from adenocarcinoma of the anorectal region

The patient was diagnosed to have secondary extramam-
mary Paget’s disease (EMPD) from adenocarcinoma of
the anorectal region. EMPD of the perianal area is clas-
sified into 2 types: the primary type of cutaneous origin
and the secondary type due to the cutaneous spread of
either adenocarcinoma of the anorectal region or of
urothelial carcinoma (1). Primary and secondary EMPD
can share similar clinical findings and are characterised
histologically by intraepidermal invasion. Ackerman (2)
described the characteristic histological findings of pri-
mary and secondary EMPD. In cases of primary EMPD,
the distribution of the tumour cells is homogenous, and
a glandular lumen is rarely seen. On the other hand,
secondary EMPD is associated with disarrayed tumour
cells, and a glandular lumen is frequently seen. In our
cases, disarrayed tumour cells and glandular lumens were
clearly seen, which was compatible with a diagnosis of
secondary EMPD (Fig. lc).

The perianal secondary EMPD accounts for 5% of all
cases of EMPD (3). Seventy-five percent of the reported
perianal cases of secondary EMPD in Japan originated
from anal canal cancer, and 25% from rectal cancer (4).
Although primary EMPD is an in situ lesion, secondary
EMPD is a direct invasion from anal canal or rectal cancer.
The differential diagnosis of primary and secondary EMPD
is necessary, because there are significant differences in
the surgical approaches and prognosis.

Immunohistochemistry is useful to distinguish primary
EMPD from secondary EMPD. It has been recommended
that immunohistochemical staining with antibodies against
CK7, CK20, GCDFP15 and uroplakins (UPs) can be used
for the differential diagnosis of different types of EMPD.
EMPD secondary to urothelial carcinoma is positive for
CK7 and CK20, but negative for GCDFP-15, while UPs
are positive in EMPD of urothelial origin (5). UPs Ia,
Ib, IT and III, transmembrane proteins constituting the
asymmetrical unit membrane of urothelial umbrella cells,
were the first specific urothelial differentiation markers
described (6) based on the consistently CK7* and CK20~
immunophenotype of the primary forms, and the frequent
CK20" and CK7- immunoprofile of the secondary forms of
anorectal origin (7). However, some anorectal adenocar-
cinomas are CK7%, and some are CK20~ (8). CEA is also
a useful marker for distinguishing EMPD of urothelial
origin, which is CEA negative. Like CK7 and CK20, CEA
expression cannot always be used safely to discriminate
urothelial and anorectal cancers, because the latter can be
also CEA negative. Therefore, an immunohistochemical
analysis using CK7, CK20 and CEA is not specific and

sensitive enough to identify the origin of tumour cells in
the secondary type of perianal EMPD.

CDX2 is a gene involved in the regulation of intestinal
cell proliferation/differentiation. It is considered specific
for enterocytes and has been used for the diagnosis of
primary and metastatic colon adenocarcinoma (9). Ap-
proximately, 97% of rectal cancers are positive (10), and
metastatic rectal cancers are also positive (10—12). De Nisi
etal. (1) examined 16 cases of primary EMPD and 5 cases
with secondary EMPD immunohistochemically using a
CDX2 antibody. All of the cases of primary EMPD were
positive for CK7 and negative for CK20 and CDX2, while
all of the cases of the secondary EMPD were positive for
CDX2. Therefore, CDX2 is useful for distinguishing be-
tween primary and secondary perianal EMPD associated
with underlying colorectal malignancies.
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