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Merkel cell carcinoma: multiple primary skin 
lesions in the lower limb   
Carcinoma de células de Merkel: múltiplas lesões cutâneas primárias 
no membro inferior

ABSTRACT
Merkel cell carcinoma is a rare and aggressive neuroendocrine skin tumor usually presenting as a single 
lesion in the head or neck region. We report a case of atypical topography and presentation, with multiple 
and simultaneous tumors on the left leg of rapid progression associated with palpable inguinal lymphade-
nopathy and diagnostic confirmation by histopathology and immunohistochemistry. Exeresis of the left 
inguinal lymph node and skin lesions with a safety margin was performed.
Keywords: Carcinoma Merkel cell; Merkel cells; Merkel cell polyomavirus

 

RESUMO
Carcinoma de células de Merkel é um tumor neuroendócrino raro e agressivo de pele que usualmente apresenta-se 
como lesão única na região de cabeça ou pescoço. Relata-se um caso de topografia e apresentação atípicas, com presença 
de múltiplos e simultâneos tumores na perna esquerda de rápida evolução, associados à linfonodomegalia inguinal pal-
pável, com diagnóstico confirmado por meio de histopatologia e imuno-histoquímica. Realizada exérese de linfonodo 
inguinal esquerdo e das lesões cutâneas com margem de segurança.
Palavras-chave: Carcinoma de Célula de Merkel; Células de Merkel; Poliomavírus das Células de Merkel
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INTRODUCTION
Merkel cell carcinoma (MCC) is a rare form of non-me-

lanoma skin cancer of neuroendocrine origin, more common 
in elderly white men.1 In general, it manifests as an asympto-
matic papule or nodule, pink or bluish-red, with a rapid increa-
se in size, in weeks to months.2 The most affected sites are the 
photoexposed areas of the head and neck.3 The pathogenesis of 
MCC is still unknown, despite the association with several chro-
mosomal abnormalities, growth signaling, and apoptotic path-
ways, in addition to the possible involvement of polyomavirus in 
tumor carcinogenesis. Even today, MCC represents a diagnostic 
and therapeutic challenge in clinical practice.

CASE REPORT
A Caucasian 70-year-old man, born and residing in San-

tos, retired, came to the Dermatology Sector complaining of 
multiple fast-growing lesions on the left leg, four months ago. 
The lesions were painful, with colorless exudation. The patient 
reported swelling, color change in the region, and difficulty wal-
king. He denied any systemic symptoms, despite using atenolol 
and sinvastatin. Dermatological examination revealed multiple 
papules, nodules, tumors (diameters ranged from 1 cm to 6 cm) 
with exudate. The lesions had a slightly soft consistency on pal-
pation (Figure 1). Painless, nonadherent bilateral inguinal lymph 
nodes were palpable, and edema was present in the compromised 
limb. Dermoscopy showed multiple irregular, polymorphic ves-
sels, bright white areas without structures, and milky-red areas. 
Also, we observed a lesion clinically compatible with basal cell 
carcinoma (BCC) in the presternal region.

Biopsy of a solitary papular lesion near the left medial mal-
leolus revealed proliferation of atypical small cells in the dermis, 
with a high nucleus/cytoplasm ratio, a high mitotic index (>30 
mitoses/10CGA), and numerous apoptotic bodies, arranged in 
chordal pattern or solid blocks, which sometimes outlined roset-
tes. It indicated a high-grade malignant neoplasm, suggesting a 
small cell neuroendocrine carcinoma (Figure 2). Immunohisto-
chemistry revealed immunoexpression of cytokeratin 5/6, chro-
mogranin, synaptophysin, and CK20 in a “dotted” pattern, con-
firming epithelial histogenesis and neuroendocrine differentiation 
of neoplastic cells, compatible with the diagnosis of MCC (small 
cell neuroendocrine carcinoma). Markers indicative of squamous 
differentiation, melanocytic histogenesis, and pulmonary and gas-
trointestinal primary site were also performed and were negative.

Given the rarity of the case and its atypical topography and 
presentation, we searched immunosuppression, which was negati-
ve. Thus, the differential diagnosis with neuroendocrine carcino-
ma of another primary site was questioned. Additional evaluation 
with computed tomography (CT) scans of the chest, abdomen, 
and pelvis did not reveal disease in other sites nor lymph node 
enlargement. CT of the left leg showed exophytic skin lesions that 
maintained continuity with the subcutaneous tissue, without pre-
senting a clear cleavage plane with the underlying muscle fasciae 
and without infiltrating deeper muscles or planes. Plasma investi-
gation by qualitative PCR for polyomavirus was negative.

The patient was referred to oncological surgery and un-
derwent excision of the left inguinal lymph node, which was 
sent for intraoperative and subsequent histopathological frozen 
section, with a negative result. Then, excision of the skin lesions 
was performed with a safety margin (Figure 3).

Due to the extensive exposed area, with the impossibi-
lity of primary closure and difficulty to conduct flaps due to 
the skin condition, a dressing was made with silver sulfadiazine 
and Rayon bandage, opting for healing by secondary intention 
(Figure 4).

DISCUSSION 
MCC is a rare and aggressive condition that affects white 

men in the 7th and 8th decades of life, coinciding with the pro-
file of the presented patient.1 Classically, it involves photoexpo-
sed skin of the cervicofacial region in 29-53% of cases, according 
to current literature. Approximately 1/3 of cases (35-38%) affect 
the extremities, 21% upper limbs, and only 14-24% lower limbs.4

The case reported here was observed in a region of rare 
involvement. Regarding the clinical presentation, it varies wi-
dely; however, it’s typically characterized by a single, persistent, 
and asymptomatic erythematous-violaceous nodular lesion, of-
ten smaller than 2 cm, with rapid growth, reaching 20 cm in 
months.1,5,6 In almost 1/3 of the cases, there are other simulta-
neous skin neoplasms, such as basal cell carcinoma (BCC), whi-
ch agrees with our patient.3 The pathogenesis is uncertain, but 
the polyomavirus seems to have some role, as it is detected in 

Figure 1: 
Merkel cell 
carcinoma: 
multiple 
primary skin 
lesions on the 
lower limb



Surg Cosmet Dermatol. 2022;14:e20220082.

3

most cases (80%) and frequently among patients with acquired 
immunodeficiency syndrome and transplanted immunosuppres-
sed individuals. Also, it is integrated into the genome before the 
clonal expansion of tumor cells, suggesting that it is a factor that 
contributes to the development of the tumor.4,5 The patient in 
question did not have immunosuppression or positive serology 
for the virus.

Due to the usually nonspecific clinical picture, imaging 
investigation is necessary, helping to diagnose and differentiate 
MCC from metastases from other neuroendocrine carcinomas, 
such as small cell lung cancer. The diagnosis is based on a tho-
rough examination of the skin and lymph nodes, biopsy, and 
histological evaluation by an experienced dermatopathologist.6 
Histologically, it presents as small, uniform basophilic cells that 

fill the dermis with scant cytoplasm, “dusty” chromatin, and nu-
clear molding. The cells are organized in nests, spreading to the 
reticular and subcutaneous dermis, with eventual epidermal in-
volvement. The MMC has neuroendocrine and epithelial cha-
racteristics, expressing some markers, and CK204 is a very speci-
fic and sensitive marker when found in the paranuclear “dotted” 
pattern, which can be confirmed in the case presented.

It is a highly aggressive and metastatic tumor, with a di-
sease-specific 5-year survival rate of 64% and a 3-year mortality 
rate of 33% after diagnosis.1,4 It is known that 2/3 of patients 
with MCC present only local disease but nodal or metastatic 
condition at the time of diagnosis is not uncommon and local 
recurrence is around 25-33%.5 A sentinel lymph node biopsy, 
performed in this case, should be considered for all patients, as 

Figure 2: Histopathology of Merkel cell carcinoma. A - Atrophic epidermis; in the dermis, proliferation of small, 
hyperchromatic cells is observed, extending to the hypodermis (Hematoxylin & eosin, 40x). B - Detail of small cells ar-
ranged singly or in chordal arrangements or rosettes (Hematoxylin & eosin, 100x). C - Nuclei are oval-shaped, similar in 

size to a mature lymphocyte, with chromatin in a “salt-and-pepper” pattern, with nuclear molding, apoptotic bodies, and 
mitotic figures (Hematoxylin & eosin, 400x)

Figure 4: Multiple 
cutaneous Merkel 
cell carcinoma: 
15th postopera-
tive day

Figure 3: Multiple 
cutaneous Merkel cell 
carcinoma: surgical 
approach.
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1/3 of individuals with clinically localized disease at the time of 
presentation has occult lymph node involvement,6 and hemato-
genous and/or distant lymphatic metastases may occur involving 
mainly the liver, bones, brain, and skin.1

As for MCC treatment, there is no consensus. Surgical ex-
cision is the standard therapy for primary lesions smaller than 3 
cm and adjuvant radiation therapy for lesions larger than 2 cm. 
Some studies recommend 2 cm margins for tumors larger than 
2 cm and 1cm margins for tumors smaller than 2 cm. However, 
there are no controlled studies comparing different excision mar-
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gins, considering the rarity of the disease.1,4 Also, there is evidence 
for the use of radiotherapy exclusively for unresectable disease, but 
not for chemotherapy, reserved for cases of metastatic disease.1,4

CONCLUSION
Although rare, the incidence of MCC is increasing due 

to the aging of the population, increased sun exposure, and the 
high number of immunocompromised individuals.7 As it is an 
aggressive tumor, atypical presentations must be considered since 
early recognition makes it possible to improve quality of life and 
prognostic perspectives.4, 7, 8  l
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