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Figure 6 Paget disease of the nipple. (A) The epidermis is infiltrated
with atypical large pale cells arranged in single units and nests (arrows)
with upward migration (arrowheads) (H&E stain; original magnification
6 200). (B) Colloidal iron shows positive mucin staining within the
atypical cells (original magnification 6 200). (C) Low molecular weight
cytokeratin highlights the Christmas tree immunoreactivity of the
Pagetoid cells in Paget disease (original magnification 6 100).

poroid tumours. Histologically, porocarcinoma in situ can closely
mimic melanoma in situ, as it is characterised by nests of atypical
polygonal cells that are sharply separated from the adjacent
epidermis. The neoplastic cells may have basaloid features and
show varying degrees of cytonuclear atypia, hyperchromatic
nuclei and prominent nucleoli and may contain melanin. Large
polyhedral cells with abundant clear cytoplasm can be seen.
Eccrine differentiation in the form of CEA positive tubular
formation is usually present in some of the cases. The presence of
an adjacent benign poroid component is a helpful feature in
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Figure 7 Mycosis fungoides (MF). (A) Low power view showing
infiltration of the epidermis with large irregular lymphoid cells (arrowheads) in
a Pagetoid pattern (H&E stain; original magnification 6 200). (B) High power
view showing collection of atypical lymphocytes within the epidermis:
“Pautrier microabscesses” (arrow) (H&E stain; original magnification 6 400).
(C) Positive staining of atypical lymphocytes (arrowheads) with CD3 (T-cell
lymphocyte marker) (original magnification 6 200).

establishing the diagnosis. Immunohistochemically, the neoplas-
tic cells are occasionally positive for S100 and strongly positive for
pancytokeratin (table 4). Negativity for Mart 1/Melan A and
HMB-45 helps rule out melanoma in situ*® On electron
microscopy, the neoplastic cells show intracytoplasmic lumens.”

Pigmented superficial basal cell carcinoma

Basal cell carcinoma (BCC) can be easily distinguished both
clinically and histologically from melanoma. However, the
pigmented variant of superficial BCC can mimic melanoma
clinically; the problem is usually solved on histological examina-
tion.*® Histologically, superficial BCC consists of columns, cords,
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Take-home messages

» Melanoma can mimic many benign and malignant lesions of
different lineages because of its cytomorphological and
architectural diversity.

» Thorough analysis with close clinical, histological and
immunohistochemical correlation is required to diagnose
melanoma or one of its mimics.

» Immunohistochemical markers (melanocytic and non-
melanocytic) are essential in establishing the diagnosis of
melanoma or its mimics.

lobules of basaloid cells with atypical nuclei, scant cytoplasm, and
peripheral palisading of cells. Artefactual clefting can be seen
underneath the tumour. In addition to these features, the
pigmented variant of superficial BCC also contains melanocytes
scattered through the tumour nests and melanophages within the
stroma (table 4). Immunohistochemically, the neoplastic cells are
positive for HMWCK, CK14 and BerEP4, focally positive for CK7
and LMWCK, and negative for melanocytic markers.

EPIDERMOTROPIC METASTATIC MIMICS OF MELANOMA
Epidermotropic metastatic carcinomas, even though rarely seen,
pose a diagnostic dilemma. Cancers of the breast, lung, prostate,
gastrointestinal tract and oropharynx can metastasise in an
epidermotropic pattern and mimic melanoma.” *

The clinical information from the patient is the most
important piece of evidence for determination of the nature of
the process in these cases. Differentiating a melanoma from an
epidermotropically metastatic carcinoma can be challenging.
Morphologically, the tumour cells from epidermotropic meta-
static carcinomas may be arranged in nests, small glands or
singly at all levels of epidermis in a Pagetoid pattern. In addition
to epidermal involvement, the neoplastic cells are generally
found in the dermis. Immunohistochemistry is very helpful in
distinguishing melanomas from metastatic carcinomas.
Immunoreactivity with cytokeratins and immunonegativity
for melanocytic markers help make the distinction from
melanoma. A well known example of such mimic is pigmented
epidermotropic metastatic breast carcinoma, which is the most
common epidermotropic metastatic carcinoma. The tumour
cells in breast carcinoma are arranged in strands, cords and duct-
like structures with melanocytes and melanophages inter-
spersed among the tumour cells. The features that help to
differentiate it from melanoma include the relative absence of
junctional nesting and positive staining of the atypical cells for
cytokeratin, EMA, CEA and GCDFP-15. “ On the other hand,
melanocytic markers are usually negative in epidermotropic
metastatic breast carcinoma.®
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