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1) Virtaniemi J, Hirvikoski P, Pukkila M, Kumpulainen E, Johansson R, Kosma VM. Merkel cell carcinoma of the auricle. Eur
Arch Otorhinolaryngol 2000;257(10):558-60

2) Lemos B.D. et al. (2010) Pathologic nodal evaluation improves prognostic accuracy in Merkel cell carcinoma: Analysis of
5,823 cases as the basis of the first consensus staging system for this cancer. J Am Acad Dermatol. 2010 November ;
63(5): 751-761

3) Lemos B.D. et al. (2010) Pathologic nodal evaluation improves prognostic accuracy in Merkel cell carcinoma: Analysis of
5,823 cases as the basis of the first consensus staging system for this cancer. J Am Acad Dermatol. 2010 November ;
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8) Batinica M, Akgul B, Silling S, et al. Correlation of Merkel cell polyomavirus positivity with PDGFRalpha mutations and
survivin expression in Merkel cell carcinoma. J Dermatol Sci 2015;79:43-49
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Table 2. AJCC Prognostic Groups

Clinical (cTNM)

T N ]
Stage 0 Tis NO MO
Stage | ™ NO MO
StagellA T2-T3 NO MO
Stage lIB T4 NO MO
Stagelll TO-T4 Ni1-3 MO
Stage IV TOD-T4 AnyN M1
Pathological (pTNM)

T N M
Stage 0 Tis NO MO
Stage | T NO MO
Stage lIA  T2-T3 NO MO
Stage 1IB T4 NO MO
Stage lllIA T1-T4 Nila(snjorNila MO

TO N1b MO
Stage llIB T1-T4 N1b-3 MO
Stage IV TO-T4 Any N M1

x 22 MEetel TNM 87| £5

American Joint Committee on Cancer {F\JCC}
TNM Stag'mg Classification for Merkel Cell Carcinoma
(8th ed., 2017)

Table 1. Definitions for T, N, M

F Primary Tumor

TX Primary tumor cannot be assessed (e.g., curetied)

T0 No evidence of primary tumor

Tis [n situ primary tumor

T1  Maximum clinical tumor diameter =2 cm

T2 Maximum clinical tumor diameter =2 but =5 cm

T3 Maximum clinical tumor diameter =5 cm

T4 Primary tumor invades fascia, muscle, cartilage, or hone

Clinical (N)

N Regional Lymph Nodes

NX Regional lymph nodes cannot be clinically assessed (e.g.,
previously removed for another reason, or because of body
habitus)

NO  No regional lymph node metastasis detected on clinical and/or
radiologic examination

N1  Metastasis in regional lymph node(s)

N2 In-transit metastasis (discontinuous from primary tumor; located
between primary tumer and draining regienal nodal basin, or
distal to the primary tumor) without lymph node metastasis

N3  In-transit metastasis (discontinuous from primary tumor; located

between primary tumor and draining regional nodal basin, or
distal to the primary tumor) with lymph node metastasis

10)

Pathological (pN)

pN Regional Lymph Nodes
pNX Regional lymph nodes cannot be assessed (e.g., previously removed for
another reason or not removed for pathological evaluation)
pNO Mo regional lymph node metastasis detected on pathological evaluation
pN1 Metastasis in regional lymph node(s}
pN1ta(sn) Clinically occult regional lymph node metastasis identified only by sentinel
Ilymph node bhiopsy
pN1ia Clinically occult regional lymph node metastasis following lymph node
dissaction
pNib Clinically andfor radiologically detected regional lymph node metastasis
microscopically confirmed
pN2 In-transit metastasis (discontinuous from primary tumor, located between
primary tumor and draining regional nodal basin, or distal fo the primary tumor)
without lymph node metastasis
pN3 In-transit metastasis (discontinuous from primary tumor; located between
primary tumor and draining regional nodal basin, or distal to the primary tumor)
with lymph node metastasis
Clinical (M)
M Distant Metastasis
Mo Mo distant metasiasis detected on clinical and/or radiologic examination
M1 Distant metastasis detected on clinical and/or radiclogic examination
M1a Metastasis to distant skin, distant subcutaneous tissue, or distant lymph node(s)
M1b Metastasis to lung
M1c Metastasis to all other visceral sites
Pathological (M)
M Distant Metastasis
Mo No distant metastasis detected on clinical and/for radiologic examination
pM1 Distant metastasis microscopically confirmed
pM1a Metastasis to distant skin, distant subcutaneous tissue, or distant lymph
node(s), microscopically confirmed
pM1b Metasiasis to lung, microscopically confirmed
pMic Metastasis to all other distant sites, microscopically confirmed

9) American Joint Committee on Cancer (AJCC) Cancer Staging Manual, 8th edition, 2017

10) American Joint Committee on Cancer (AJCC) Cancer Staging Manual, 8th edition, 2017
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O NCCN guidelines version 1. 2020, Merkel Cell Carcinoma

- Mol =22 MEzEAS XZE=ZE AMAYE, MAQEH HIAMMX|Z, £=FZ,
2tsteHol H1E

- MAeHoZ  AAAHE T MddskebA|(avelumab, pembrolizumab,
nivolumab)Z} category IAZ H11E .

— Aot & Al2SHX| Zst=  2HXO|A| cisplatink £ etoposide,
carboplatin + etoposide, topotecan, CAV HEH
(cyclophosphamide, doxorubicin, vincristine)0| & 11%=! .

National ~ NCCN Guidelines Version 1.2020 NG s
gomprehensive \erkel Cell Carcinoma s

Jo[o{osll Cancer : :
Network® NCCN Evidence Blocks™ Ry

TREATMENT OF CLINICAL M1 DISEASE

Clinical trial preferred if available

or

Consider any of the following

therapies or combinations of:
Multidisciplinary » Systemic therapy®

consultation " RTI

» SurgeryP

or

Best supportive care

(See NCCN Guidelines for Palliative Care)

Clinical M1 ——» —— > See Follow-up (MCC-5

National NCCN Guidelines Version 1.2020 T
Gomprehensive R ;mdehn?s Index
Merkel Cell Carcinoma Table of Contents

Iy [o{eivl Cancer _ i
Network® NCCN Evidence Blocks™ Hani

PRINCIPLES OF SYSTEMIC THERAPY'!

Local Disease:
+ Adjuvant chemotherapy is not recommended.
+ Recurrent locally advanced
» Consider pembrohzumab if curative surgery and curative RT are not feasible.?

Regional Disease:
+ Clinical trial (preferred)
+ For recurrent regional disease, consider |:||em|:bro||zun1al:r2 if curative surgery and curative RT are not feasible.
+ Adjuvant chemotherapy is not routinely recommended for regional disease as survival benefit has not been demonstrated in available
retrospective studies, but could be used on a case-by-case basis if clinical judgment dictates.
Options useful in certain circumstances:
» Cisplatin  etoposide
» Carboplatin * etoposide

Disseminated Disease:
+ Clinical trial (preferred)
+ Preferred interventions:
» Avelumab
» Pembrolizumab?
+ Nivolumab?
+ Useful in certain circumstances as clinical judgment dictates for patients with contraindications to checkpoint immunotherapy:
» Cisplatin  etoposide
» Carboplatin * etoposide
» Topotecan
» Cyclophosphamide, doxorubicin (or epirubicin), and vincristine (CAV)
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11) Boyerinas B, Jochems C, Fantini M, et al. Antibody-dependent cellular cytotoxicity activity of a novel anti-PD-L1 antibody
avelumab (MSB0010718C) on human tumor cells. Cancer Immunol Res. 20153(10):1148—1157

12) Khanna S, Thomas A, Abate-Daga D, et al. Malignant mesothelioma effusions are infiltrated by CD3+ T cells highly
expressing PD-L1 and the PD-L1+ tumor cells within these effusions are susceptible to ADCC by the anti-PD-L1 antibody
avelumab. J Thorac Oncol. 201611(11):1993--2005

13) Donahue RN, Lepone LM, Grenga I, et al. Analyses of the peripheral immunome following multiple administrations of
avelumab, a human IgG1l anti-PD-L1 monoclonal antibody. J Immunother Cancer. 20175

14) Harrison's Principles of Internal Medicine, 20e. 2018, Chapter 72: Cancer of the Skin

15) Goodman & Gilman's: The Pharmacological Basis of Therapeutics, 13e
16) NCCN Guidelines Version 1. 2020, Merkel Cell Carcinoma
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17) Kaufman et al, Avelumab in patients with chemotherapy-refractory metastatic Merkel cell carcinoma: a multicentre,
single-group, open-label, phase 2 trial, Lancet Oncol 2016; 17: 1374-85

18) median follow up: 10.4 months(IQR 8.6-13.1)

19) complete response or partial response

20) SNk e FEukso] vEE ARNE 2 Y e F50 o279 73t

21) Kaufman et al, Updated efficacy of avelumab in patients with previously treated metastatic Merkel cell carcinoma after >1
year of follow—up: JAVELIN Merkel 200, a phase 2 clinical trial, Journal for ImmunoTherapy of Cancer (2018) 6:7

22) median follow up: 16.4 months(range, 12.1-25.4)
23) digkerats( )
24) tigkalet e HAT3( )
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