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ABSTRACT 
Background: Merkel cell carcinoma is a rare, aggressive, malignant primary cutaneous 
neuroendocrine tumor. The objective of this study was to evaluate the epidemiological 
profile of patients with Merkel cell carcinoma, the clinical characteristics of the tumor, 
time between manifestation of signs and symptoms and initiation of treatment, survival and 
causes of death. Methods: Thirty-two patients with Merkel cell carcinoma were evaluated 
retrospectively. Clinical history and staging were correlated with 1 and 2-year survival. Re-
sults: Most patients (69%) were female, mean age was 72 years and 93% were fair-skinned. 
The most commonly affected sites were the head/neck, trunk and limbs. Other malignancies 
were found in 6 patients. Mean time between the appearance of signs/symptoms and ini-
tiation of specialist treatment was 12.2 months, with regional lymph nodes being affected 
at that time in 13 (40%) cases and distant metastases being present in 4 (12%). Following 
specialist treatment, 1 and 2-year survival was 53% and 47%, respectively. Tumor size  
< 2 cm was indicative of more favorable prognosis. Conclusions: Late diagnosis contribu
ted to high lethality due to rapid local and distant progression of the disease.
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RESUMO
Introdução: O carcinoma de células de Merkel é uma rara neoplasia cutânea primária 
neuroendócrina agressiva. O objetivo deste estudo foi avaliar o perfil epidemiológico dos 
pacientes acometidos com carcinoma de células de Merkel, as características clínicas da 
neoplasia, o tempo até o início do tratamento, a sobrevida e as causas de morte. Método: 
Foram avaliados, retrospectivamente, 32 pacientes portadores de carcinoma de células de 
Merkel. A história clínica e o estadiamento dos pacientes foram correlacionados em 1 ano e 
2 anos de sobrevida. Resultados: A maioria dos pacientes (69%) era do sexo feminino, com 
média de idade de 72 anos e 93% de pele clara. A localização mais acometida era cabeça e 
pescoço, seguida de tronco e membros. Outras neoplasias foram encontradas em 6 pacientes. 
O tempo médio entre o surgimento dos sinais/sintomas e o tratamento especializado foi de 
12,2 meses, com acometimento de linfonodos regionais em 13 (40%) pacientes e metás-
tases à distância em 4 (12%). Após o tratamento especializado, observou-se sobrevida em 
1 ano de 53% e em 2 anos, de 47%. Tumor < 2 cm foi indicativo de melhor prognóstico. 
Conclusões: O diagnóstico tardio contribuiu para a alta taxa de letalidade da doença, em 
decorrência da rápida progressão local e à distância. 

Descritores: Carcinoma neuroendócrino. Carcinoma de célula de Merkel. Prognóstico.
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INTRODUCTION

Merkel cell carcinoma (MCC) is a rare, primary neuroen
docrine carcinoma of the skin1.

The cause of MCC is unknown; however, the disease 
predominantly affects areas exposed to solar radiation2. This 
carcinoma is characterized by a high incidence of local re
currence (12%-50%), involvement of the locoregional lymph 
nodes (17%-76%), distant metastases, and a high lethality 
rate (20%-55%)3-9.

Therefore, a combination of wide excision of the primary 
tumor, regional lymphadenectomy and adjuvant radiothera
py has been proposed as the optimal treatment for control of 
this disease10; however, 1, 2 and 3-year survival rates have 
been estimated at 88%, 72% and 55%, respectively11. 

The objective of this study was to evaluate the epidemio-
logical profile of patients with MCC, the clinical characte-
ristics of the tumor, time between manifestation of signs and 
symptoms and initiation of treatment, survival and causes 
of death.

METHODS

A retrospective study was performed of 32 patients with a 
diagnosis of MCC who had been receiving care at the Institu
to Nacional de Câncer José Alencar Gomes da Silva (INCA) 
between 2002 and 2012; IRB approval was not required due 
to the retrospective nature of this study.

The epidemiological profile of the patients was establi­
shed (gender, age and any associated skin neoplasms), 
staging, topographical distribution, the initial treatment im
plemented, the time between the appearance of the signs/
symptoms and the initiation of specialist treatment, types 
of postoperative complications, progression with respect to 
local and distant recurrence, and 1 and 2-year survival rates.

For the purposes of this study, specialist treatment was 
defined as the therapy implemented following confirmation 
of MCC. This was established after all the biopsy material 
was reevaluated by the pathology department at INCA using 
histopathology and immunohistochemistry. Clinical staging 
was based on the definitions proposed by Allen et al.6 of the 
Memorial Sloan-Kettering Cancer Center (Table 1).

The term locoregional metastases was defined as descri-
bing a situation in which the lymph node chain closest to 
the primary tumor was affected. All complications occurring 
during patient follow-up were evaluated and each complica-
tion was described.

RESULTS

Thirty-two patients were included in the analysis, 10 (31%) 
males and 22 (69%) females. Mean age was 72 years, ranging 

from 18 to 92 years, with a mean age of 67.6 years for the 
men and 74.2 years for the women. Regarding to skin color, 
only two patients were not Caucasian, both of these patients 
being brown-skinned.

Regarding the site of the lesion, in 18 (56%) cases, the 
MCC was situated on the head or neck: on the face in 12 
cases, on the scalp in 3 and on the neck in the remaining 3. 
In 6 (19%) cases, the lesion was on the upper limbs, while in 
7 (22%) cases it was situated on the trunk and in only 1 (3%) 
case on a lower limb. In one other case (3%), the lesion was 
situated on the patient’s penis (Figure 1).

In 8 (25%) patients, the tumor was < 2 cm in size (T1), 
while in 24 (75%) cases it was ≥ 2 cm (T2). Mean size was 
2.6 cm, ranging from 0.8 to 4 cm.

In addition to the MCC, other malignant tumors were 
found concomitantly in 6 (18.7%) patients. One patient had 
a basal cell carcinoma (BCC) and a sebaceous carcinoma on 
the same forearm. Another had a squamous cell carcinoma 
(SCC) of the larynx. One patient had a SCC in situ (Bowen’s 
disease) on her left forearm and a BCC on her right forearm. 
One patient had a SCC on his leg and a BCC on his hand. 
One had a SCC on his scalp and another had a multifocal 
BCC on his face (Table 2).

The initial forms of treatment implemented were inci-
sional biopsy for the purpose of diagnosis or curative resec-
tion. According to histopathology, the margins were affected 
in 8 of these cases, with the patient dying within less than two 
years in 6 cases due to progression of the disease. Two patients 
are still being followed-up on an outpatient basis after 1 and 3 
years, respectively, apparently free of the disease. 

The reasons for the referral of the 32 patients to INCA 
were: a histopathological diagnosis of neuroendocrine car
cinoma; cases in which the disease was refractory to the 
initial treatment used and/or cases of advanced disease. The 
mean time between the appearance of the signs/symptoms 
and the initiation of specialist treatment was 12.2 months. At 
this time, the regional lymph nodes were found to be affected 
(N1) in 13 (37.5%) patients, with distant metastases present 
(M1) in 4 (12.5%) patients (Table 3).

In 9 cases, the first histopathology report was inconclu-
sive or discordant with the definitive diagnosis (defined 
by immunohistochemistry). Rather than MCC, the initial 
diagnosis was: undifferentiated carcinoma in 5 cases, cuta
neous lymphoma in 3 cases and basal cell carcinoma (BCC) 
in one case.

Following surgical resection, the incidence of local re
currence was 37% (12 cases). Involvement of the lymph 
node chain closest to the primary tumor in the postoperative 
period was also found in 12 (37%) cases. Distant metasta
ses were found in 8 (25%) cases. Of these 8 patients, 3 had 
diffused subcutaneous dissemination, 2 had intracranial 
disease, there was pleural involvement in one case, and one 
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Table 1 – TNM clinical staging for Merkel cell carcinoma.  
T N M
T1 – primary tumor < 2 cm N0 – lymph node negative M0 – metastasis ausence
T2 – primary tumor > 2 cm N1 – lymph node positive M1 – metastasis presence
Staging Criteria
I T1, N0, M0
II T2, N0, M0
III Any T, N1, M0
IV Any T, any N, M1

Figure 1 – Topographical distribution of Merkel cell carcinoma: 
primary tumor.

Table 2 – Presence of other concomitant malignant tumors  
to Merkel cell carcinoma

Malignant tumors No. of 
patients

No. of 
tumors

Basal cell carcinoma 4 6
Squamous cell carcinoma of skin 2 2
Squamous cell carcinoma in situ 
(Bowen) 1 1

Carcinoma of larynx 1 1
Sebaceous carcinoma 1 1
Total 6 11

Table 3 – Clinical staging at the time of  
initial consultation at INCA.

Staging No. of patients (%)
I (T1 N0 M0) 6 (18.8%)
II (T2 N0 M0) 10 (31.2%)
III (any T N1 M0) 12 (37.5%)
IV (any T any N M1) 4 (12.5%)
Total 32 (100%)

patient had a lesion in the lung and one in the liver. All the 
patients were referred for evaluation with a view to possible 
adjuvant chemotherapy (CT) and/or radiotherapy (RXT); 
however, only 9 patients concluded treatment. Six patients 
died within 1 year.

The postoperative complications consisted of: one case 
of deep vein thrombosis (DVT), one case of DVT associated 
with pulmonary thromboembolism (PTE), one patient with 
pleural effusion followed by respiratory failure, 2 patients 
with neural invasion (paralysis of the facial nerve and mar
ginal mandibular branch) and 2 patients with profuse blee-
ding at the site of recurrence.

One-year survival was 53% (17 patients) and 2-year 
survival was 47% (15 patients). Of these, 6 patients continue 
to be followed up as outpatients after periods of more than 
5 years.

 DISCUSSION

In many aspects, the findings of the present study are 
similar to reports published in the literature. The epidemio
logical profile of the patient affected by MCC was of an 
elderly (mean age 72 years), fair-skinned individual. Never-
theless, a finding that differed from the data found in the 
literature concerned gender, with a predominance of female 
patients in this present sample12. 

With respect to the site of the lesions, the appearance of 
MCC has long been correlated with exposure to ultraviolet 
rays13-15. The findings of this study are in agreement with 
previously published data on this subject, since MCC was 
located in exposed areas of the body (head, neck and upper 
limbs) in 24 patients, 75% of all cases. The lesions on the 
upper limbs of all six patients were limited to the forearm, 
the anatomical site most exposed to the sun.

There was concomitance with other skin malignancies in 
6 patients, with a total of 11 lesions: BCC, SCC and sebaceous 
carcinoma, all also located on areas exposed to sunlight with 
the exception of the SCC of the larynx. No cases of melanoma 
or synchronous MCC were found, although such cases have 
already been described16. 
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Another aggravating factor that contributes to unfavora
ble disease progression was inadequate initial treatment. 
Eight patients were submitted to noncurative resection of 
the tumor, a fact confirmed in the histopathology report sho­
wing that the surgical margins in the excision specimen were 
affected. Consequently, with the progression of the disease, 6 
patients (75% of this subgroup) died in less than two years.

In addition to these cases, histology reports were inaccu-
rate or inconclusive in nine cases. In three, the patients were 
referred for chemotherapy and radiotherapy with a diagno
sis of cutaneous lymphoma. In another case, the patient was 
wrongly considered to have been treated, since the initial 
report was compatible with a BCC. The correct diagnosis 
was obtained only later when immunohistochemistry was 
performed. Of these 9 patients, 6 received only palliative 
treatment, and all died within a short time.

With respect to recurrence, data in the literature on the 
local aggressiveness of the tumor are in agreement with the 
findings of the present study in which there was involvement 
of the lymph node chain closest to the tumor in 12 (37%) 
patients and local recurrence in 12 (37%) cases (Figure 2). 
It is important to emphasize that, of the 12 patients with 
local recurrence, the margins were affected in 8 cases and 4 
patients were initially treated as having a skin lesion other 
than MCC. Surgery was repeated with success in only one 
patient, who still remains disease-free after the width of the 
margins was increased. 

Distant aggressiveness was also a factor indicative of 
poorer prognosis.  Distant metastases occurred during or fol
lowing treatment in 32% of cases.  Of these 8 patients, 3 had 
diffused cutaneous dissemination, even at sites distant from 
the site of the primary tumor. This diffuse recurrence in the 
skin and in the subcutaneous cell tissue has been described 
as being more common in immunocompromised patients16, 
a fact that was found in one of these cases in which the 
MCC occurred in a patient with acquired immunodeficiency. 
The disease progressed rapidly and the patient died from 

hemorrhagic shock caused by bleeding from a tumor in the 
gluteal region in addition to his general debilitated state.

Other factors that contributed to a lethal outcome were: 
deep vein thrombosis (DVT) and pulmonary thromboem-
bolism (PTE) in two patients.  Both had been submitted to 
inguinal lymphadenectomy. In one case, the primary tumor 
was on the penis and in the other case the lesion was on the 
lower part of the trunk.

It is therefore important to note that the time between the 
initial appearance of signs and/or symptoms and the begin-
ning of specialist treatment is a factor that is crucial to the 
prognosis of the disease.  Some authors have associated unfa-
vorable clinical progression of the disease with the size of 
the lesion, showing better results in the treatment in patients 
with tumors < 2 cm in size (T1)17,18. Indeed, according to the 
present findings in which there was a mean delay of one year 
prior to initiating specialist treatment, the presence of lymph 
node involvement and distant metastases were also found to 
be factors indicative of poor prognosis in addition to tumor 
size ≥ 2 cm (T2) (Figure 3). 

Compared to survival data published in the literature3-11, 
the present results revealed a worse scenario. Of the 32 
patients evaluated, only 53% remained alive after one year 
and only 47% were still undergoing outpatient follow-up at 
two years. This discrepancy is associated with the factors 
discussed previously including inadequate initial mana-
gement, a delay in initiating specialist treatment and the 
aggressiveness of the disease.

CONCLUSIONS

According to this study, MCC is more common in 
females, in fair-skinned individuals and in those of around 
72 years of age. It affects areas exposed to sunlight such as 
the upper limbs, head and neck. It may be associated with 
other malignant tumors, particularly with skin cancer. The 
factor most significantly associated with favorable prognosis 
is tumor size < 2 cm with no lymph node involvement or 

Figure 2 – Female patient, 86 years old, underwent to resection 
of a skin lesion in right malar region and reconstruction with 
autograft skin. The diagnosis of Merkel cell carcinoma was 
obtained only after the initial treatment. Experienced local 

recurrence and submandibular lymph node on the right,  
1 year after the procedure.

Figure 3 – Relationship of survival in years, according to  
staging at the beginning of specialized treatment. 
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metastases to other tissues or organs. However, delayed diag
nosis and a consequent delay in initiating definitive treat
ment contributes to the high lethality rate associated with 
this disease, since Merkel cell carcinoma is an aggressively 
malignant tumor with rapid local and distant progression. 
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