
Where does Merkel cell carcionoma metastasize and how does the site and timing of 
initial distant metastasis impact survival?

Merkel cell carcinoma (MCC)
What is MCC?
• Rare neuroendocrine skin cancer and approx. 1600 US 

cases/year with associated mortality of >40%. 
• About one-third of patients diagnosis with MCC will 

develop distant metastases.
• Risk Factors Include: UV, Caucasian, age >60, 

immune dysfunction, and Merkel cell polyomavirus 
(MCPyV).

• Poor prognosis with distant metastases at diagnosis 
(stage IV): 5-year survival is 13.5% (Harms, 2016)

Discussion

Confirmation of MCC-specific survival differences with 
a multivariate competing-risks regression 

MCC-specific survival by site(s) of initial distant 
metastasis

Inclusion criteria
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Inclusion criteria for the 292 patients 
with 420 initial distant metastatic 
sites. Patients with multiple initial 
metastatic sites had a median of 2 
lesions and ranged from 2– 5. 

* A subset of patients did not meet 
inclusion criteria for the following 
reasons: unstageable MCC (1 patient); 
unknown date of first distant metastasis 
(1 patient); unknown site of first distant 
metastasis (63 patients).
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• Does MCC preferentially metastasize 
to certain organs? 

• Is the site of the patient’s primary 
lesion associated with their initial 
metastatic site(s)?

• Are some clinical characteristics 
associated with better outcomes for 
patients with distant metastases?

These findings may 
facilitate more 
accurate prognosis 
estimates based on 
WHERE a patient 
develops their first 
distant metastasis

These findings may 
facilitate more accurate 
prognosis estimates 
based on WHEN a patient 
develops their first 
distant metastasis

Pattern of initial metastasis in MCC and melanoma

Site of primary MCC is associated with 
a particular pattern of initial distant 
metastasis

• MCC has a different metastatic pattern when compared to 
melanoma, particularly more common in the pancreas and 
less common in the brain and lungs.

• Survival varies for patients with metastatic MCC and 
stratification by site(s) of initial distant metastasis may 
facilitate more accurate risk assessment and counseling. 

• Most patients who developed a distant metastasis did so 
within 2 years of their original diagnosis, so newly 
diagnosed patients may benefit from intensive surveillance 
during this period with lengthened imaging intervals after 3 
years.

• With the advent of immune checkpoint inhibitors for MCC, 
detecting distant metastases earlier could allow earlier 
initiation of treatment and improved outcomes.

MCC-specific survival by timing of initial distant 
metastasis

AJCC 8th edition staging 
for metastatic MCC 
(Harms, 2016)

NCCN 2016 guidelines 
for follow-up

MCC-specific survival by 
the time to first distant 
metastasis (n=292 
patients). Overall, the site 
of first distant metastasis 
was significantly 
associated with 
MCC-specific survival in a 
univariate competing-risk 
regression (p=0.02).

MCC-specific survival 
comparison by site of 
first distant metastasis 
(n=292 patients). 
Patients were censored 
if they were lost to 
follow-up or died of any 
cause other than MCC. 

Distribution of initial distant metastases. Melanoma 
data primarily adopted from Tas et al. 2012. 

MCC has a different pattern of metastasis when 
compared to melanoma

The relationship 
between 
MCC-specific 
survival and clinical 
characteristics (n = 
292 patients, 200 
MCC-specific 
deaths). Survival 
analysis completed 
using a 
competing-risks 
regression (a 
non-MCC cause of 
death was a 
competing event). 
The multivariate 
analyses included the 
following variables: 
site(s) of first distant 
metastasis, years 
from diagnosis to first 
distant metastasis, 
primary lesion site, 
sex, immune 
suppression status, 
age at first 
metastasis, and stage 
at diagnosis.

Patients with only liver metastases or patients with metastases in multiple sites were over 
twice as likely to die of MCC than patients with only skin / body wall metastases. Additionally, 
patients with initial distant disease found >3 years after primary diagnosis were twice as likely 
to survive MCC than patients with metastases found within two years of diagnosis.


