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Abstract: Merkel cell carcinoma is an uncommon neuroendocrine carcinoma with a rising incidence and an aggressive beha-
vior. It predominantly occurs in older patients, with onset occurring at a mean age of 75-80 years. Recognized risk factors are
ultraviolet sunlight exposure, immunosuppression, and, more recently, Merkel cell polyomavirus. We report a case of Merkel cell

carcinoma in a young HIV positive patient with Merkel Cell polyomavirus detected in the tumor.
Keywords: Carcinoma, Merkel cell; Merkel cell polyomavirus; HIV seropositivitys

INTRODUCTION

Merkel cell carcinoma (MCC) is an uncommon neuroendo-
crine carcinoma with a rising incidence and an aggressive behavior
that mostly arises in sun exposed areas. The head and neck are the
most affected sites, followed by the trunk and limbs.! It predomi-
nantly occurs in older patients, with onset occurring at a mean age
of 75-80 years with a male predilection.? Only 5% of cases occur in
patients under 50 years. Recognized risk factors are ultraviolet (UV)
sunlight exposure and immunosuppression. More recently, Merkel
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cell polyomavirus (MCPyV) has also been identified as a causative
agent.’ We report an aggressive evolution case of MCC in a young
HIV positive patient with MCPyV detected in the tumor.

CASE REPORT

We report a 46-year-old Caucasian man presented with
an asymptomatic mass on the face with a 4-week history of rapid
growth (Figure 1). Physical examination revealed an erythematous

FIGURE 1:

A - Erythematous and purple infiltrat-
ed plaque. B- Rapid growth after six
weeks: 10x7cm infiltrated erythema-
tous-purplish mass
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Merkel cell carcinoma in an immunosuppressed patient

and purple infiltrated plaque, 25x10mm, adhered to the deep layers
in the right temporal region. We observed no ulceration or other ab-
normalities of the overlying skin. We also observed some preauricu-
lar and submandibular lymph nodes. His medical history included
HIV infection, under treatment with zidovudine, lamivudine, and
efavirenz. Multiples basal cell carcinomas had been previously ex-
cised.

Tumor cells were positive for AE1/AE3 and cytokeratin 20
(CK-20), and negative for CD45 (Figures 2 and 3). MCPyV was de-
tected in the tumor by polymerase chain reaction (PCR). A CT scan
of the head and neck showed a tumor formation in the right tem-
poral region involving the skin and deep layers, as well as parotid
lymph node enlargement (Figure 4). The tumor was stage Il accord-
ing to the TNM staging system. It was considered unresectable due
to lymphangitic carcinomatosis. The patient is being followed at the
palliative care sector.

DISCUSSION

MCC generally occurs in late adulthood as an asymptom-
atic, rapidly growing, pink-red or violaceous, firm solitary papule
or nodule, usually on the head or neck, but also on the extremities
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FIGURE 2: A - Skin fragment with intense dermal infiltration by neo-
plastic cells and dissociating collagen fibers (Hematoxylin & eosin,
40X). B - Small cells with scant cytoplasm and irregular and hyper-
chromatic nuclei (Hematoxylin & eosin, 400X)
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or buttocks.* Significant clinical characteristics of this tumor have
been summarized in an acronym: AEIOU (Asymptomatic, Expand-
ing rapidly, Immune compromised, Older than 50, and UV-exposed,
fair skin.).>®

MCC, which like melanoma appears to be derived from
neural crest progenitor cells, occurs at an increased incidence in
HIV-infected individuals and transplant recipients than in the gen-
eral population.”In this case, in addition to our patient being HIV
positive, MCC had a very aggressive evolution.

Recently, a new human tumor virus of the Polyomaviridae
family has been discovered. This virus, known as Merkel cell poly-
omavirus, is part of the human viral flora but can launch cancer if
it acquires a set of mutations in a susceptible host (elderly, patients
with hematological malignancies or immunosuppression). Infection
with MCPyV usually occurs early in childhood and is asymptomat-
ic. Under very specific conditions like loss of immune surveillance,
virus genome may clonally integrated into the host’s genome. The
integrated viral genome frequently contains specific truncating mu-
tations in viral tumor antigen (T antigen) that prevent virus replica-
tion within the cells and disturb cellular signaling pathways. When

this occurs, tumor formation takes place.>**

FiGure 3: Neoplastic cells show positivity for anti-cyto-
keratin antibody 20 (CK20; 400X)

FIGURE 4:

Tumor of irregular
contours with areas
suggestive of ne-
crosis in the right
temporal  region.
Lesion extends into
subcutaneous  tis-
sue and deep layers
including masseter
muscle and parotid
gland. Lymph node
enlargement in the
cervical and parotid
regions
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Histopathological differential diagnosis of the MCC includes
basal cell carcinoma, poorly differentiated squamous cell carcinoma,
melanoma, lymphoma, eccrine carcinoma, metastatic neuroblastoma,
and primary peripheral primitive neuroectodermal tumor.’

Immunohistochemically, the tumor shows epithelial and
neuroendocrine differentiation. CK-20 is a sensitive and quite spe-
cific marker for MCC. Markers of neuroendocrine differentiation
include chromogranin a, synaptophysin, neuron-specific enolase.
MCC also expresses CD117, the KIT receptor tyrosine kinase and, in
approximately a third of cases, CD99.%?

MCC has an aggressive course with early hematogenous
and lymphatic spread. Since the tumor often remains asymptomatic
for some time, spread has occurred in most cases at the time of diag-
nosis. In cutaneous cases of MCC, a local recurrence rate of 11-45% is
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reported. About 55-60% of the cases develop positive lymph nodes.
Distant metastases, mostly to lung, liver, bones and brain, occur in
about 35%.%°

We report a case of MCC in an HIV positive patient with
MCPyV. Our case report highlights the importance of thorough his-
tologic evaluation of clinically suspicious lesions, like MCC, espe-
cially in immunosuppressed patients. Ongoing investigation of the
oncogenic role of MCPyV in pure and combined MCC may facilitate
the development of adjuvant treatment modalities including target-
ed immunostimulation. O
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