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Merkel cell carcinoma

• Rare and highly aggressive 
neuroendocrine malignancy of 
the skin

• Sunexposed areas in elderly 
patients

• 50% located in the head and 
neck region and 35% on 
extremities

Gomez-Arias et al: NEJM dec 2019



Merkel cell carcinoma

• Highly aggressive tumor – mortality twice that of melanoma

• 37% present with regional metastastic disease

• 10% present with distant metastatic disease

• At Risk population
• Elderly people
• Immunosuppressed patients
• HIV infected patients

• Incidence rates vary across the world
• Europe: 0.13 per 100.000
• USA: 0.79 per 100.000
• Queensland, Australia: 1.6 per 100.000

Schadendorf et al: EJC 2017; 71:53-69



Merkel cell carcinoma – treatment strategy

• Surgery for localized disease
• Excision margin: 2-3 cm to ensure local control, or
• Narrower excision and adjuvant radiotherapy

• Definitive radiotherapy for pts not candidates for primary resection

• Stage III patients
• SLNB indicated in most patients
• Will CLND impact OS?
• Adjuvant medical treatment?

• Metastatic MCC
• 25% of all pts – corresponding to app 1.2 patient per 1.000.000 per year

Naseri et al: Cancers 2020; 12:554-



Metastatic Merkel cell carcinoma

• Cytotoxic chemotherapy
• Platinum based regimens

• 45% response – sensitive tumor

• CRR: 5%

• Median PFS: 4-6 mths – shortlived effect

• Median OS: 14.6 mths – long term survivors?

• Toxicity significant to elderly pts



Metastatic Merkel cell carcinoma
Efficacy data

Chemotherapy1,2,3 Avelumab (2nd L) Avelumab (1st L) Pembrolizumab

ORR 45%

CRR 5%

Median DoR 3-6 m

Median PFS 4-6 m

PFS-12m 50%

PFS-24m 31%

PFS-36

Median OS 14.6 m

OS-6m 77.5%

OS-12m 38%

OS-42m -

1Becker: Oncotarget 2017; 8: 79731, 2Iyer: Cancer Med 2016; 5:2294, 3Cowey: ESMO 2020; poster 1090, 



Merkel cell carcinoma – Polyoma virus

• Majority (>80%) of cases 
associated with Merkel cell
Polyoma virus

• Rest is triggered by UV-mediated
mutations

Schadendorf et al: EJC 2017; 71:53-69



Merkel cell carcinoma



Drugs approved

• FDA:
• Avelumab (anti PD-L1) – Mar 2017

• Pembrolizumab (anti-PD1) – Dec 2018

• EMA
• Avelumab (anti-PD-L1) – Jul 2017

• Pembrolizumab (anti-PD1) - ?

• Other candidates
• Nivolumab (anti-PD1)

• Retinfanlimab (anti-PD1)
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Metastatic Merkel cell Carcinoma:
2nd-line avelumab: JAVELIN Merkel 200, 
part A
• 88 patients with mMCC

• Median follow-up: > 44 mths

• ECOG PS: 0-1

• 78% PD-L1 positive

• 60% MCPyV positive



Response to Avelumab

12Paul Nghiem, MD, PhD

DCR, disease control rate; ORR, objective response rate; PR, partial response; SD, stable disease

* Patients not evaluable for a confirmed BOR had no baseline lesions identified by independent review (n=4), baseline but no postbaseline

assessments (n=10), all nonassessable postbaseline assessments (n=2), no postbaseline tumor assessment before the start of new anticancer

therapy (n=1), or SD of insufficient duration (n=1)

1. Kaufman HL, et al. J Immunother Cancer. 2018;6(1):7.

Response parameter N=88

ORR (95% CI), % 33.0 (23.3–43.8)

Confirmed BOR, n (%)

CR

PR

SD

PD

Not evaluable*

10 (11.4)

19 (21.6)

9 (10.2)

32 (36.4)

18 (20.5)

DCR, % 43.2



Progression-free survival with avelumab and 
retrospective chemotherapy data1-3,*

13Paul Nghiem, MD, PhD

* This figure is for illustrative purposes only and is not a direct head-to-head comparison; it incorporates multiple different data sets and is not

from a randomized clinical trial

1. Cowey CL, et al. Future Oncol. 2017;13(19):1699-1710. 2. Becker J, et al. Oncotarget. 2017;8(45):79731-41. 3. Iyer JG, et al. Cancer Med.

2016;5(9):2294-301.
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Overall survival with avelumab and 
retrospective chemotherapy data1,2,*

14Paul Nghiem, MD, PhD
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Javelin 200, part A, 2020

D’Angelo et al: j Immunother Cancer 2020; 8:1-



Metastatic Merkel cell carcinoma
Efficacy data

Chemotherapy1,2,3 Avelumab (2nd L)4 Avelumab (1st L) Pembrolizumab

ORR 45% 33%

CRR 5% 11.4%

Median DoR 3-6 m 40.5 m

Median PFS 4-6 m 2.7

PFS-12m 50% 29%

PFS-24m 31% 26%

PFS-36 21%

Median OS 14.6 m 12.6

OS-6m 77.5% 50%

OS-12m 38% 36%

OS-42m - 31%

1Becker: Oncotarget 2017; 8: 79731, 2Iyer: Cancer Med 2016; 5:2294, 3Cowey: ESMO 2020; poster 1090, 4D’Angelo: J Immunother Cancer 2020; 8: 1-, 



Metastatic Merkel cell Carcinoma:
1st-line avelumab: JAVELIN Merkel 200, 
part B
• 116 patients with mMCC, no prior therapy

• Median follow-up: 21.2 mths

• ECOG PS: 0-1

• 75% PD-L1 negative

• 60% MCPyV positive



Metastatic Merkel cell carcinoma
Efficacy data

Chemotherapy1,2,3 Avelumab (2nd L)4 Avelumab (1st L)5 Pembrolizumab6

ORR 45% 33% 35%

CRR 5% 11.4% 16.4%

Median DoR 3-6 m 40.5 m 18.2 m

Median PFS 4-6 m 2.7 4.1 m

PFS-12m 50% 29% 31%

PFS-24m 31% 26% -

PFS-36 21% -

Median OS 14.6 m 12.6 20.3

OS-6m 77.5% 50% -

OS-12m 38% 36% 60%

OS-42m - 31% -

1Becker: Oncotarget 2017; 8: 79731, 2Iyer: Cancer Med 2016; 5:2294, 3Cowey: ESMO 2020; poster 1090, 4D’Angelo: J Immunother Cancer 2020; 8: 1-, 
5D’Angelo: Abst SITC 2019, P362, 6Nghiem: JCO 2019; 37:693-



Metastatic Merkel cell carcinoma
OS – 1st line therapy



Metastatic Merkel cell carcinoma
ORR subgroup analyses – 1st line therapy



Metastatic Merkel cell carcinoma
ORR subgroup analyses – 1st line therapy



Metastatic Merkel cell carcinoma
ORR subgroup analyses – 1st line therapy



Metastatic Merkel cell Carcinoma:
1st-line pembrolizumab, phase II
• 50 patients with mMCC, no prior therapy

• Median follow-up: 14.9 mths

• ECOG PS: 0-1

• 51% PD-L1 negative

• 64% MCPyV positive

Nghiem: JCO 2019; 37:693-



Metastatic Merkel cell Carcinoma:
1st-line pembrolizumab, phase II

Nghiem: JCO 2019; 37:693-



Metastatic Merkel cell carcinoma
Efficacy data

Chemotherapy1,2,3 Avelumab (2nd L)4 Avelumab (1st L)5 Pembrolizumab6

ORR 45% 33% 35% 56%

CRR 5% 11.4% 16.4% 24%

Median DoR 3-6 m 40.5 m 18.2 m nr

Median PFS 4-6 m 2.7 4.1 m 16.8 m

PFS-12m 50% 29% 31% -

PFS-24m 31% 26% - 48.3%

PFS-36 21% - -

Median OS 14.6 m 12.6 20.3 nr

OS-6m 77.5% 50% - -

OS-12m 38% 36% 60% -

OS-42m - 31% - 24 m: 68.7%

1Becker: Oncotarget 2017; 8: 79731, 2Iyer: Cancer Med 2016; 5:2294, 3Cowey: ESMO 2020; poster 1090, 4D’Angelo: J Immunother Cancer 2020; 8: 1-, 
5D’Angelo: Abst SITC 2019, P362, 6Nghiem: JCO 2019; 37:693-



Responses are durable

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



CheckMate 358

Resectable Merkel cell carcinoma
Neoadjuvant nivolumab – Checkmate 358

27

Treatment Follow-upScreening 

• ≥12 weeks

• Optional SOC 

adjuvant Rx

• Resume NIVO if 

PD within 1 year

• PFS

• OS

Assessments

• Resectable 

Rx-naive MCC

• AJCC stage IIA–IV

• Age ≥18 years

• ECOG PS 0–1

• Archival or fresh 

tumor biopsy

• NIVO 240 mg 

Q2W × 2 

doses (D1 & 

D15)

• Surgery (D29)

• Radiographic 

pre/post NIVO

• Pathologic 

• Tumor MCPyV

(IHC)

• Tumor PD-L1 

(IHC)

Topalian SL: ASCO 2018



Resectable Merkel cell carcinoma
Neoadjuvant nivolumab – Checkmate 358
• 39 patients with stage IIA-IV resectable MCC

• Nivolumab 240 mg iv on d 1 and 15, with planned surgery d 30

• No unexpected toxicities

• 1 pt progressed and had no surgery

• 17 (47.2%) obtained a pCR



Ongoing adjuvant trials

• NCT021196961 (Germany)

• Adjuvant Therapy of Completely Resected Merkel Cell Carcinoma
With Immune Checkpoint Blocking Antibodies vs Observation 
(ADMEC-O) – Nivolumab

• NCT04291885 (Australia)

• Immunotherapy Adjuvant Trial in Patients With Stage I-III Merkel 
Cell Carcinoma (I-MAT) - Avelumab



Conclusions

• mMCCs are sensitive to chemotherapy, but responses are shortlived

• Immunotherapy with CPIs to mMCC is very effective and promising, 
with a chance of obtaining long-term survival.

• PD1 and PD-L1 targetting CPIs appears to be equally effective

• Toxicity profile comparable to what is known from other diseases

• CPIs are better tolerated is older patients with comorbidities
compared with chemotherapy

• Neoadjuvant and Adjuvant trials are ongoing
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