Case Report

Clear Cell Variant of Squamous Cell Carcinoma of Eyelid,
Mimicking Sebaceous Carcinoma: A Rare Case Report
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Clear cell variant of squamous cell carcinoma (SCC) is an extremely rare neoplasm. Here, we report a case of clear cell variant of SCC which
presented as an eyelid nodule. A 56-year-old male presented with a painless, small, pedunculated nodule in the left upper eyelid. On microscopic
evaluation, tumor cells were arranged in nests and lobules with few foci of necrosis. Tumor cells were polygonal in shape, having abundant
clear and vacuolated cytoplasm with peripherally pushed hyperchromatic nuclei. Two main differential diagnoses considered were sebaceous
carcinoma and clear cell variant of SCC. On immunohistochemistry, tumors cells were negative for androgen receptor. A final diagnosis of
clear cell variant of SCC was made. In a malignant eyelid tumor with clear cell morphology, a differential diagnosis of clear cell variant of
SCC should be kept in mind before making a diagnosis of sebaceous carcinoma because sebaceous carcinoma possesses a poorer prognosis.
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INTRODUCTION

The most common malignant tumor of eyelid is basal cell
carcinoma followed by sebaceous carcinoma and squamous
cell carcinoma (SCC).M Clear cell variant of SCC is an
extremely rare neoplasm.”! Histomorphologically, clear
cell variant of SCC mimics sebaceous carcinoma, however,
making a correct diagnosis is of great importance as sebaceous
carcinoma has a poorer prognosis.®!

Case RePoRT

A 56-year-old male presented with a painless, small,
pedunculated nodule in the left upper eyelid. The lesion was
excised and sent for the histopathological examination. Gross
examination revealed a skin covered nodular mass measuring
2.0 cm x 1.5 cm % 1.0 cm. Cut surface was solid, gray-white,
and homogeneous.

On microscopy, tumor cells were arranged in nests and lobules
with few foci of necrosis. Tumor cells were polygonal in shape
and displayed moderate-to-marked pleomorphism. Many of the
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tumor cells had abundant clear and vacuolated cytoplasm with
peripherally pushed hyperchromatic nuclei and inconspicuous
to conspicuous nucleoli. Mitotic count was 6 mitoses per 10
high-power field. In between the tumor cells lobules, dense
lymphoplasmacytic infiltrate and congested blood vessels were
also seen [Figure la and b].

The differentials included clear cell variant of SCC and
sebaceous carcinoma. On special stains, Periodic acid-Schif
(PAS) stain was done to assess the glycogen content in the
cytoplasm of tumor cells; however, all the tumor cells turned
out to be negative for PAS [Figure 1c].

On immunohistochemistry, tumors cells were positive for
cytokeratin (CK) [Figure 1d] and epithelial membrane
antigen (EMA) [Figure le] and negative for androgen
receptor (AR) [Figure 1f]. On the basis of the above
findings, a final diagnosis of clear cell variant of SCC
was made. The patient was followed up for 6 months. No
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Figure 1: (2) (H and E, x40) Islands and lobules of tumor cells, along with foci of necrosis and inflammation. (b) (H and E, x200) Tumor cells
are showing moderate-to-marked pleomorphism; cells are polygonal in shape having abundant clear and vacuolated cytoplasm and peripherally
pushed hyperchromatic nuclei. (c) (Periodic acid-Schif, x400) Clear cells are negative for periodic acidSchiff stain. (d) (Immunohistochemistry:
Cytokeratin, x40) Tumor cells are showing immunopositivity for cytokeratin. (e) (Immunohistochemistry: Epithelial membrane antigen, x200) Tumor
cells are showing strong membranous expression of epithelial membrane antigen. (f) (Immunohistochemistry: Androgen receptor, x200) No nuclear

expression of androgen receptor was identified in tumor cells

evidence of recurrence or metastasis was observed during
that period.

Discussion

Basal cell carcinoma is the most common malignant tumor
of eyelid followed by sebaceous carcinoma and SCC.!"!' SCC
has a wide histopathologic diversity. The different variants
of SCC are associated with markedly different clinical
behavior which can range from indolent tumors with very low
metastatic potential to aggressive tumors with high metastatic
potential.?# Therefore, in view of treatment and prognosis,
a correct microscopic diagnosis of these variants is very
important. It is easy to differentiate conventional SCC from
sebaceous carcinoma histomorphologically, but SCC with
clear cell features can mimic sebaceous carcinoma leading to
diagnostic dilemma.!

Clear cell variant of SCC is an extremely rare variant of SCC
with minimally understood etiopathology. Kuo in 1980 first
described it as a variant of SCC with extensive hydropic
changes.) Hence, it is also known as hydropic SCC. Excessive
sun exposure is a predisposing factor for this carcinoma. Very
few cases are reported in the literature and most of these
being described in the head-and-neck region. Mandible is
the most common site for this carcinoma.[! Most of the cases
have been reported in elderly white men. The lesions mostly
present as nodule or ulcerated masses and can be confused
with sebaceous carcinoma, pilar tumors, or trichilemmal
carcinomas clinically.l”)

Histomorphologically, clear cell variant of SCC is a close
mimicker of sebaceous carcinoma. The reported metastatic
potential of clear cell SCC is low compared to sebaceous
carcinoma, but due to paucity of literature, it is not well
established.””!

The tumor cells of clear cell variant of SCC are polygonal
in shape and have clear vacuolated cytoplasm, resembling
sebaceous carcinoma. Occasional keratin pearl and evidence
of cellular keratinization may be seen in clear cell variant of
SCC, but its absence causes difficulty in differentiating with
sebaceous carcinoma. The cytoplasmic clearing in the clear cell
variant of SCC occurs due to hydropic changes, which causes
the nuclei to be pushed eccentrically. However, in sebaceous
carcinoma, the tumor cells show scalloped, centrally placed
nuclei and microvacuolated cytoplasm due to lipid deposition.

Fat stain (Oil Red O) on fresh tissue sample can be used
to differentiate between these two entities, as sebaceous
carcinomas show positive staining.!” Classical SCC shows PAS
positivity due to the presence of glycogen in the cytoplasm.
However, clear cell variant of SCC shows negative staining
for PAS, indicating that cytoplasmic clearing occurs because
of hydropic changes and not due to the presence of glycogen.
Therefore, in a tumor with clear cell morphology, PAS and
fat stain should be done to identify the cause of cytoplasmic
clearing and also to rule out adnexal tumors. In the present
case, PAS was negative in tumor cells and fat stain could
not be done because formalin-fixed tissue was received for
histopathological examination.

On immunohistochemistry, positivity for CK and EMA can
be seen in both sebaceous carcinoma and clear cell variant of
SCC. AR is known to be a highly sensitive and specific marker
for diagnosing sebaceous carcinoma and is always negative in
SCC.® Adipophilin is another valuable immune marker for the
identification of sebaceous carcinoma.” In the present case,
AR was done and found negative in the tumor cells, confirming
the diagnosis of clear cell variant of SCC.

In conclusion, clear cell variant of SCC is an extremely rare entity.
A differential diagnosis of clear cell variant of SCC should be
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kept in mind before making a diagnosis of sebaceous carcinomas,
especially in eyelid tumors. Making a correct diagnosis is
of prognostic significance as clear cell variant of SCC has a
better outcome. Accurate early diagnosis in light of clinical,
histopathological, and immunohistochemical investigations
could improve clinical management and outcome of these
disparate conditions. For better understanding of this rare variant
of SCC, more reports on such cases should be documented.
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