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Common presentations of MCC
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Stage I and II

Microscopic  
nodal 

disease
+ SLNB 

(CK20 stain)

Stage III

Lung metastasis
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Overview
1. Describe the clinical presentation of Merkel cell carcinoma 

including locoregional clinical recurrence. 

2. Review multidisciplinary management of Merkel cell 

carcinoma including management of the primary site and 

staging work-up.

3. Review role of systemic therapy and clinical trials for Merkel 

cell carcinoma. 



Systemic therapy for stage IV MCC



Management of stage IV disease

Lung metastasis

Stage IV Chemotherapy WAS the standard of care

Iyer et al. 2016. Cancer Medicine. 

 62 patients with distant metastatic MCC, diagnosed between 
2002-2014

 Retrospective study – patients received either 1st line or 2nd

line chemotherapy 

 Median survival after start of treatment: 9.5 months

 1st line chemotherapy: median progression free survival 94 
days
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Management of stage IV disease

Lung metastasis

Stage IV Chemotherapy WAS the standard of care

Iyer et al. 2016. Cancer Medicine. 

1st line chemotherapy 2st line chemotherapy  2st line chemotherapy  

Median PFS: 
61 days

Median PFS: 
94 days

We welcome immunotherapy for 
advanced and stage IV MCC



Immune checkpoint inhibition 

anti-CTLA-4: 
Ipilimumab

anti-PD-1:    
Pembrolizumab
Nivolumab

anti-PD-L1:    
Avelumab
Atezolizumab



Immune checkpoint inhibition 

Samimi (2019) Am J Clinical Derm



Management of stage IV disease

Lung metastasis

Stage IV

Avelumab approved on March 

27, 2017

Pembrolizumab approved on 

December 19, 2018



Avelumab (anti-PDL1) for advanced MCC

JAVELIN Merkel 200 trial –
chemotherapy refractory 

metastatic MCC
 Overall response rate: 33%

 Complete response: 11%

 Partial response: 22%
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Avelumab (anti-PDL1) for advanced MCC
Results

 Objective response at weeks 7 and 
13 had significantly longer overall 
survival

 Conclusion: early objective 
response is important 

 Multicenter, phase 2, trial

 2st line avelumab (every 2 weeks)

 88 patients enrolled 

 Question: does objective response correlate 

with overall survival

Objective response

No Objective responseW
ee

k 
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Avelumab (anti-PDL1) for advanced MCC

JAVELIN Merkel 200 trial –
chemotherapy refractory 

metastatic MCC
 Overall response rate: 33%

 Complete response: 11%

 Partial response: 22%

D’Angelo et al (2019)Cancer Immunology, Immunotherapy 68(4):609-618

What about 1st

line 
Avelumab?



Avelumab (anti-PDL1) for advanced MCC

JAVELIN Merkel 200 trial –
chemotherapy refractory 

metastatic MCC
 Overall response rate: 33%

 Complete response: 11%

 Partial response: 22%

D’Angelo et al (2019)Cancer Immunology, Immunotherapy 68(4):609-618

D’Angelo et al (2018) JAMA Oncology



Avelumab (anti-PDL1) for advanced MCC
Results

 Objective response: 62.1%

 18 patients with response and 3 months of 
follow-up

 Ongoing response: 15/18 (arrow)
 Complete response: 4/18 (white triangle)

 Death (1), Progressive disease (2)

 JAVELIN Merkel part B

 1st line Avelumab (every 2 weeks)

 39 patients enrolled 

 Endpoint: durable response of at least 6 

months

 Median follow-up: 5.1 months 



Nghiem et al. NEJM 374;26 (2016)

Pembrolizumab (anti-PD1) for advanced MCC

Nghiem et al. JCO 2019



Pembrolizumab (anti-PD1) for advanced MCC
Results

 Overall response rate: 56%
 Complete response: 26%
 Partial response: 32%

 Median progression free survival: 
16.8 months

Nghiem et al. JCO 2019

 Multicenter, phase 2, non-controlled study

 1st line treatment with pembrolizumab, anti-

PD-1 every 3 weeks

 50 patients treated

 Median follow-up time: 14.9 months 

Median PFS: 16.8 months (compared 
to 2-3 months for chemotherapy)



Case for stage IV MCC
 Clinical: 60 YOM with “dime-sized” 

MCC on left shin

 Treatment: 

 WLE with 1.0 cm margins and SLNB

 Pathology: 

 Clear margins

 SLNB revealed 4 negative left 

inguinal lymph nodes

What is the next step in management? 

Stage IV MCC



Case for stage IV MCC

 Plan: 

 No adjuvant XRT to primary site 

given small size

 Clinical monitoring for recurrence 

Stage IV MCC



Case for stage IV MCC
Stage IV MCC  Follow up/Treatment: 

 Developed multiple in-transit 

metastases, treated by excision 

and radiation 

 Developed multiple lymph node 

metastases in inguinal and iliac 

lymph nodes, treated with 

radiation

xx

xxx



Case for stage IV MCC
Stage IV MCC  Developed bony metastasis to right 

humerus

 Chemotherapy with carboplatin. 4 cycles, 

complete response. But developed 

pancytopenia 

 Developed recurrence in colon

colon

X
X

bone

What is the next step in management? 

What is the next step in management? 

xx

xxx



Case for stage IV MCC
Stage IV MCC  Colon metastasis was treated with 

resection

 Started on second-line pembrolizumab

for 1 year

 Pembrolizumab stopped due to 

immune-mediated nephritis. 

 Had ongoing response after 

discontinuation of pembrolizumab, now 

with complete response.

colon

X
X

bone

xx

xxx

Now 7 years 
after diagnosis



Case for stage IV MCC
Stage IV MCC

 Significant progress in MCC 
therapies, especially with 
FDA approval of Avelumab
and pembrolizumab for stage 
IV disease

 What is next?  

xx

colon

X

x
xx

X
bone

Now 7 years 
after diagnosis



Next steps?
We have: 

 Management options for the primary site, nodal basin, and distant 

disease

We need: 

 Additional treatments for stage IV disease (some cannot receive 

immunotherapy, such as transplant patients)

 Treatment for immunotherapy-resistant stage IV MCC

 Adjuvant and neo-adjuvant systemic therapies



Clinical trials for MCC



Clinical trials for MCC at clinicaltrials.gov
4/29/19 – 31 studies recruiting



MCC Clinical Trials

 Checkpoint inhibition in metastatic setting: 

 PD1/PDL-1 inhibitors monotherapy for metastatic 

MCC

 PD1/PDL-1 alone or in combination with CTLA-4 

inhibitor and/or radiation for metastatic MCC

 PD-1/PDL-1 inhibitor combined with other 

therapies

 Notch inhibitor or anti-CD38 antibody 



MCC Clinical Trials

 Next-generation checkpoint inhibitors, alone 

or combined with PD-1/PDL1 inhibitors: 

 INCAGN02390 (anti-TIM3) for advanced disease*

 INCAGNN02385 (anti-LAG3) for metastatic MCC

 AB154 (anti-TIGIT) +/- AB122 (anti-PD1) for 

advanced disease*

 Relatlimab (anti-LAG3) + Nivo (CheckMate358)
* recruitingSamimi 2019



MCC Clinical Trials

 Checkpoint inhibition in adjuvant setting: 

 PD-1/PDL-1 inhibitors alone or in 

combination with CTLA-4 inhibitors and/or 

radiation 
 Pembro vs. observation in all resected MCC

 Avelumab vs placebo in resected stage IIIB 

 Nivo or ipi vs observation in resected stage III

Nivo /XRT vs. Nivo/IPI in resected stage III



MCC Clinical Trials

 Checkpoint inhibition in neoadjuvant setting: 

 Nivolumab (CheckMate 358) for resecable

stage IIA-IV



MCC Clinical Trials

 Other immune based-strategies for 

metastatic disease

 TLR agonists, alone or in combination with 

other immunotherapies

 T-VEK, T-VEK+/- XRT, T-VEK + nivo

* recruiting
Samimi 2019



MCC Clinical Trials

 Other immune based-strategies for 

metastatic disease

 Co-stimulatory checkpoint agonists, alone or 

combined with immunotherapy 

 anti-Ox40 agonistic antibody

 Anti-GITR agonistic antibody 

Samimi 2019



MCC Clinical Trials

 Other immune based-strategies for 

metastatic disease

 Reversal of other immune evasion 

mechanisms alone or in combination with 

immunotherapy 
 antagonist of adenosine receptor A2ar and A2bR + 

anti-PD1 antibody 

Samimi 2019



MCC Clinical Trials

 Other immune based-strategies for 

metastatic disease

 Adoptive T cell transfer combined with 

immunotherapy 

 Innate immune cell therapy  
 neukoplast infusions

Samimi 2019



Clinical Trials at Michigan

 Neoadjuvant immunotherapy

Checkmate 358 (NCT02488759)– neoadjuvant nivolumab

in virus-associated cancers 

 Adjuvant immunotherapy 

ADAM NCT03271372 (Adjuvant Avelumab in Merkel) 



Clinical trial using neo-adjuvant immunotherapy 
 HPI: 63 YO healthy male with a 6 month 

history of a skin colored growing mass on 

the left upper thigh.  

 Work-up: Referred to surgery for excision of 

lipoma.  Lesion became red, and I&D was 

recommended.  During I&D, mass was 

identified and a biopsy was performed.  

 Pathology: MCC (March 2018)



Clinical trial using neo-adjuvant immunotherapy 

 Physical exam: 2 cm mass in left 

groin

 Fine needle biopsy: metastatic MCC

 Staging imaging: revealed 2.5 cm 

enlarged lymph node in left groin, no 

distant disease 
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Clinical trial using neo-adjuvant immunotherapy 
 Tumor board consultation:

 LND and XRT 

 neo-adjuvant clinical trial

 Clinical Trial:

 neoadjuvant nivolumab (CheckMate 358, 

NCT02488759)

 2 doses every 2 weeks followed by 

standard of care 

 tumor response (2.8 x 1.9  2.3 x 1.4 cm)



Clinical trial using neo-adjuvant immunotherapy 

 WLE with 1.0 cm margins in left ILND

 Primary site pathology: residual MCC 

to within 0.5mm of the inferior 

peripheral margin 

 CLND: 1/11 positive nodes, no 

extranodal extension 

 Adjuvant XRT to primary site

 Close monitoring for recurrence on trial 



Clinical trial using adjuvant Avelumab
(vs. placebo) for resected stage IIIB MCC

 Multi-center, randomized, double-

blinded, placebo-controlled, phase 3 

trial for adjuvant Avelumab versus 

placebo in stage IIIB MCC

 Inclusion criteria: stage IIIB disease, 

treated with surgery +/- radiation 

 Dosing: induction and maintenance 

phase for 2 years

 Primary outcome: relapse free survival 

 Secondary outcome: MCC-specific 

survival, distant metastasis-free survival, 

adverse events, overall survival 



Clinical pearls: primary tumor

 Clinically start small and grow 

quickly over 3 months 

 Often delay in presentation as 

lesion is non-descript and 

asymptomatic 

 Often initially treated as an inflamed 

cyst with I&D and antibiotics before 

diagnosis is made

MCC with cyst-like presentation



Clinical pearls: positive SLNB

 Even smallest MCC tumors have a 

risk of at least 15-20% nodal 

metastasis

 Recommend SLNB in all patients 

with clinically node-negative 

disease

(2)

H&E: Pos SLN CK20: Pos SLN 



Clinical pearls: monitor for recurrence

 In transit metastases can initially be 

subtle; have a low threshold for 

biopsy for early detection 

 Patients may develop few or 

multiple in-transit metastases; in-

transit disease may be distal to 

primary tumor

(2)

Primary site
In transit met

(2)



Clinical pearls: MCC specific survival

 At centers for multidisciplinary 

management of Merkel cell 

carcinoma, MCC-specific survival is 

much improved compared to overall 

survival using national cancer 

databases

4-year MCC-specific survival 
I: 94.4%

IIIA: 78.1%

Frohm et al. (2016) JAMA Derm Sept;152(9)1001-1007



Clinical pearls: MCC specific survival

 At centers for multidisciplinary 

management of Merkel cell 

carcinoma, MCC-specific survival is 

much improved compared to overall 

survival using national cancer 

databases

4-year MCC-specific survival 
I: 94.4%

IIIA: 78.1%

Frohm et al. (2016) JAMA Derm Sept;152(9)1001-1007

I: 62.8%

IIIA: 40.3%

5-year overall survival 
(National cancer data base)

Harms, K et al. (2016) Ann Surg Oncol Oct;23(11)3564-3571



Stage IIIA
Unknown 
primary

Stage IIIB

nodal 
metastasis

CK20+ 
SLN

In transit 
disease

Small 
primary 
MCC

Stage I and II

Large primary 
MCC

Lung metastasis

Stage IV

There are many presentations of Merkel cell carcinoma.  
Multidisciplinary management is critical.



Questions
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