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The recommendations contained in this guideline are a consensus of the Alberta Cutaneous Tumour Team and are 
a synthesis of currently accepted approaches to management, derived from a review of relevant scientific literature. 
Clinicians applying these guidelines should, in consultation with the patient, use independent medical judgment in 

the context of individual clinical circumstances to direct care.  
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UIDELINE GOALS AND OBJECTIVES 

o improve the diagnoses, treatment and follow-up for all stages of Merkel Cell Carcinoma (MCC) 

UIDELINE QUESTIONS 

 What is the widely accepted staging classification for Merkel Cell Carcinoma? 

 What is the most appropriate treatment for MCC Stage I-IV? 

 What are the management strategies for recurrence of MCC? 

 How should a patient with MCC be followed? 

EVELOPMENT PANEL 

 
s Tumour Team and a Knowledge Management 

pecialist from the Guideline Utilization Resource Unit.  

EARCH STRATEGY 

lled trials, and clinical trials. Search terms included: Merkel cell and 
ancer or Merkel cell carcinoma. 

ECOMMENDATIONS 

BACKGROUND 
 
Merkel Cell Carcinoma is rare and accounts for less than 1% of cutaneous malignancies. The mean 
patient age at diagnosis is about 75 years; only 5% of cases occur before 50 years of age and overall, the 
two-year survival rate for MCC is 50-70%. The overall 5-year survival rates range from 30% to 
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This guideline was reviewed and endorsed by the Alberta Cutaneous Tumour Team. Members of the 
Alberta Cutaneous Tumour Team include medical oncologists, radiation oncologists, surgical oncologists, 
dermatologists, nurses, pathologists, and pharmacists. Evidence was selected and reviewed by a working
group comprised of members from the Alberta Cutaneou
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The MEDLINE (1966 through April 2009), CINAHL, Cochrane, ASCO Abstracts and proceedings, and 
CANCERLIT databases were searched. The search included practice guidelines, systematic reviews, 
meta-analyses, randomized contro
c
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Staging 
No widely accepted or standardized staging classification based upon prognosis is available. Memorial 
Sloan-Kettering Cancer Center’s (MSKCC) developed a four tier staging system based on clinical 
presentation for patients with MCC.  MSKCC’s staging system shown below is the most commonly used 
staging system consistent with the American Joint Committee on Cancer.7 
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STAGE  LOCALIZED DISEASE LYMPH NODE METASTASIS 

I Primary lesion < 2 cm + - - 

II Primary lesion > 2 cm + - - 

III Positive lymph node +/- + - 

IV Distant metastasis +/- +/- + 

History, physical examination, and relevant investigation should guide further treatment.   

Treatment 

Patients with MCC, a tumor that is amenable to surgery and is considered both radiosensitive and 
chemosensitive, benefit from management in a multidisciplinary manner. 

Stage I and II 

SLN biopsy Sentinel lymph node biopsy to precede excision if possible 

Surgery • Wide local excision has been recommended whenever possible  

• Mohs micrographic surgery could be considered as a tissue-sparing 
technique when the tumor is in a sensitive area such as head and 
neck 

Radiation • Adjuvant radiation therapy to the primary site should be considered. 
Adjuvant radiation therapy to the regional lymph node basin is 
recommended if a sentinel node biopsy cannot be performed. 

• 50 Gy to the surgical bed and the draining regional lymphatics, 
delivered in 2 Gy fractions 

• For patients with unresected tumors or tumors with microscopic 
evidence of spread beyond resected margins, higher doses of 56 Gy 
to 65 Gy have been recommended 

Follow-up Year 1: Every 1 to 3 months 
• Physical exam including complete skin and regional lymph node exam 
• Chest x-ray (optional) 
Year 2: Every 3 to 6 months 
• Physical exam including complete skin and regional lymph node exam 
• Chest x-ray (optional) 
Years 3+: Annual 
• Physical exam including complete skin and regional lymph node exam 
• Chest x-ray (optional) 

 



 
CLINICAL PRACTICE GUIDELINE CU-004 

 
 
 
 

Stage III 

Surgery • Wide local excision has been recommended whenever possible  

• Mohs micrographic surgery could be recommended as a tissue-
sparing technique when the tumor is in a sensitive area such as 
head and neck  

• Completion lymph node dissection or radiation therapy or both should 
be given to the nodal basin if the SN is positive 

Radiation • Adjuvant radiation therapy to the primary site and to the regional 
lymph node basin if there is macroscopic, clinically positive disease . 

• 50 Gy to the surgical bed and the draining regional lymphatics, 
delivered in 2 Gy fractions 

• For patients with unresected tumors or tumors with microscopic 
evidence of spread beyond resected margins, higher doses of 56-65 
Gy have been recommended 

Chemotherapy If sentinel lymph node positive consider adjuvant chemotherapy: 
• Cisplatin, or Carboplatin 
• Etoposide 
• Topotecan (in older patients) 

Follow-up Year 1: Every 1 to 3 months 
• Physical exam including complete skin and regional lymph node 

exam 
• Chest x-ray (optional) 
Year 2: Every 3 to 6 months 
• Physical exam including complete skin and regional lymph node 

exam 
• Chest x-ray (optional) 
Years 3+: Annual 
• Physical exam including complete skin and regional lymph node 

exam 
• Chest x-ray (optional) 

Stage IV 

Chemotherapy Systemic chemotherapy is the treatment most often used for patients with 
stage IV  
Because of morphologic and immunohistochemical similarities, the 
regimens employed are similar to those used for patients with small cell 
lung cancer: 
• Cisplatin, or Carboplatin 
• Etoposide 
• Topotecan (in older patients) 
• Doxorubicin  
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Radiation As indicated 

Surgery  As indicated 

Follow-up Year 1: Every 1 to 3 months 
• Physical exam including complete skin and regional lymph node 

exam 
• Chest x-ray (optional) 
Year 2: Every 3 to 6 months 
• Physical exam including complete skin and regional lymph node 

exam 
• Chest x-ray (optional) 
Years 3+: Annual 
• Physical exam including complete skin and regional lymph node 

exam 
• Chest x-ray (optional) 

Recurrence 

• Local or regional recurrences individualize treatment 

• Disseminated recurrence, treat as Stage IV  

Prognosis and Follow-up Evaluation  

• Patients should be monitored closely for recurrence of locoregional or distant disease. Lymph node 
or distant metastatic disease has a uniformly grave prognosis; however, there may be a role for 
chemotherapy in prolonging survival.  

Given the complex issues in dealing with this aggressive tumor, patients are best served by being cared 
for in a tertiary care setting with a multidisciplinary approach. 
 
DISCUSSION 
 
Merkel cell carcinoma is an aggressive tumour and stage of the disease has been identified as the 
strongest predictor of survival in 1 large series (stage I, 81% 5-year survival rate; stage II, 67% 5-year 
survival rate; stage III, 52% 5-year survival rate; stage IV, 11% 2-year survival rate).8  Although disease-
specific survival rates based on stage are reported infrequently in other studies, 5-year survival rates have 
been reported as 44% to 68% for localized disease (stages I and II) and 23% to 42% for regional or distant 
metastatic disease (stages III and IV0.9,10 The reported overall recurrence rate ranged from 40% to 45% in 
several large series but reportedly was as high as 77% on the head and neck.11,12,13 Higher recurrence 
rates in smaller series may be influenced by unintentional retrospective and tertiary center bias. The 
median time to recurrence consistently is reported as approximately eight months, with the majority of 
recurrences (90%) occurring within 2 years of diagnosis.14,15,16 
Ultraviolet (UV) radiation may be an etiological  factor in MCC17 as most tumours are located on sun-
exposed areas of the skin.18,19 Geographic locations have revealed a correlation between solar UV-B 
indexes and regional differences in MCC incidence.  Lunder and Stern report a 100-fold increase in MCC 
incidence in patients with psoriasis who were treated with systemic UV-A and methoxsalen.20 
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Indirect evidence of an association between MCC and immunosuppression is plentiful. In 1 large series, 
14.5% of patients with MCC were receiving or had received immunosuppressive therapy.21 Penn and first 
reported 41 patients with MCC after the transplant, among a total of 4,560 patients with skin cancers.22 In 
contrast to MCC in the general population, 49% of transplantation patients with MCC were frequently 
younger than or equal to 50 years. The ratio of post transplantation melanoma to MCC is 6:1 compared 
with 65:1 in the general population.23 Several other cases of MCC associated with iatrogenic 
immunosuppression have been reported.24,25 
In patients with human immunodeficiency virus or acquired immunodeficiency syndrome, the relative risk 
of MCC is 13.4 compared with the general population.26 An increased rate of other malignancies in 
patients with MCC further supports an impaired immune status in the pathogenesis of some cases of 
MCC. An increased risk of MCC as a second primary malignancy has been identified among patients with 
multiple myeloma, chronic lymphocytic leukemia, non-Hodgkin lymphoma, and melanoma.27 Several 
cases of MCC have been linked to chronic arsenic exposure, implicating this carcinogen in the 
pathogenesis of MCC in those patients.28 
 
Prognosis and Follow-up Evaluation 

MCC has been compared with malignant melanoma because of its similar aggressive 
behavior.29,30,31,32,33 The local recurrence rate is 26% to 44% after primary treatment. As many as 30% 
of patients have regional lymph node involvement at the time of diagnosis with a 55% rate of regiona
lymph node relapse after treatment and a 34% to 49% rate of distant metastasis.

l 
 34,35,36,37,38 Survival

rates reportedly are 68% for women and 36% for men at 3 years.39,40 Given the relative rarity of the 
tumor, no large multicenter randomized trials have been conducted to assess stage, treatment modality, 
recurrence rate, and overall survival. There have been reports of patients with spontaneous resolution 
of MCC.41,42,43 44  Almost all patients with metastatic disease eventually die of the disease.

Presentation 
 
MCC is rarely suspected at the time of initial presentation. It generally presents as cutaneous disease 
only, however, some patients present with evidence of regional or distant metastasis. 
The most common location of metastasis is the draining lymph node basin (27-60%), distant skin (9 – 
30%), lung (10 – 23%), central nervous system (18%), bone (10 – 15%), and liver (30%)45,46 Other 
reported areas of distant metastasis include testis, pancreas, heart, bone marrow, pleura, parotid, 
gastrointestinal tract, prostate and bladder. 
 
Differential Diagnosis 
 
• Basal Cell Carcinoma • Malignant Melanoma 

• Squamous Cell Carcinoma  • Lymphoma cutis 

• Cyst • Lipoma 

• Pyogenic granuloma 
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Work-up 
 
Physical Examination 

• The primary skin lesion is generally asymptomatic.  
• Patients with disseminated disease may have constitutional symptoms (eg, fatigue), localizing 

signs (eg, hemoptysis, neurologic defect, adenopathy secondary to metastasis), or both.  
• MCC most commonly presents as a blue or red solitary, dome-shaped nodule or firm plaque  
• Lesions are most often smaller than 2 cm in greatest dimension, but may exceed 15 cm in 

diameter.47 
• Lesions on the head and neck typically are smaller than lesions in other locations.48  
• The most common locations for MCC include the head and neck region and the extremities, 

however, any mucosal or cutaneous site may be affected 
• The surface is often shiny with telangiectasias.  
• Ulceration is uncommon. 

 
Biopsy 

• H & E 
• Immun-histochemistry (to include CK-20, CK-7, and/or thyroid transcription factor-1) 

 
Tests 

• Chest x-ray is indicated to exclude cutaneous metastases from small cell lung cancer 
• Sentinel lymph node biopsy to determine the presence or absence of lymph node disease 
• Additional studies as clinically indicated (consider CT scan of chest/abdomen) 

 
IMPLEMENTATION STRATEGY 
 
• Present the guideline in the tumour team meetings and weekly rounds.  
• Post the guideline on the Alberta Health Services website. 
 
EVALUATION STRATEGY 
 
A formal review will be conducted in 2010, however if new evidence is brought forward before that time, 
the guideline will be changed accordingly.  
 
DECLARATION OF CONFLICT OF INTEREST 
 
None of the authors of this guideline had any conflict of interest related to evidence or recommendations in 
this guideline.  
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