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Abstract: Objective To investigate the clinical features, treatment, and outcome characteristics of patients
with Merkel cell carcinoma. Methods The clinical manifestations, laboratory tests, diagnosis and treatment,
and follow-up data of six patients with Merkel cell carcinoma were retrospectively analyzed. Results Among
the six patients with Merkel cell carcinoma, four were males and two were females, with a median age of
66 years old (57-76 years old). All six patients presented with skin swelling, and the clinical stages were as
follows: stage I in three patients, stage Ill in one patient, and stage IV in two patients. Two patients were
treated with surgery alone, three patients with surgery combined with radiotherapy and/or chemotherapy, and
one patient with immunotherapy combined with chemotherapy. Until the follow-up time, four patients had no
disease progression, one patient died because of disease progression, and one patient remained under treatment.
Conclusion Limited-stage Merkel cell carcinoma is primarily treated with surgery and radiotherapy,
meanwhile, metastatic Merkel cell carcinoma needs systemic therapy, and first-line immune checkpoint
inhibitors targeting PD-1/ PD-L1 pathway can achieve better therapeutic results.
Key words: Merkel cell carcinoma; Cutaneous neuroendocrine carcinoma; Surgery; Radiotherapy;
Chemotherapy; Immune checkpoint inhibitors
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Table 1 Basic information of six patients with MCC
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Patient Age  Clinical

Response PFS

No. Coindsr (years) stage ARG evaluation  (months) Omizics

1 Male 59 I Surgery+chemotherapy CR NR Survival at 53 months of follow-up

2 Male 68 I  Surgerytradiotherapy CR NR Survival at 54 months of follow-up

3 Female 57 I  Surgery+radiotherapy+ CR NR Survival at 58 months of follow-up
chemotherapy

4 Male 76 IV Surgery PD 2.6 Death with overall survival of 15 months

5 Female 74 I Surgery CR NR Survival at 36 months of follow-up

6 Male 64 IV Immunotherapy PR NR Continuing treatment

+ chemotherapy

Notes: the response evaluation criteria were implemented based on the RECIST guideline (version 1.1). NR: not reported; MCC: Merkel cell carcinoma.
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A: pre-treatment PET-CT (CT image); B: pre-treatment PET-CT (PET image); C: CT after two cycles of treatment; D: CT after four cycles of

treatment
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Figure 1 Imaging examinations of patient No. 6
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A: HE (x40); B: HE (x100); C: AEI/AE3 (x100); D: CD56 (x100); E: Syn (x100); F: CgA (x100); G: Ki-67 (x100); H: PD-L1 (x100)
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Figure 2 HE staining and immunohistochemical staining of patient No. 6
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Table 2 Previous clinical studies on chemotherapy for metastatic MCC

Studies Voog, et al. (1999)" Tyer, et al. (2014)"" Cowey, et al. (2017)"

Regimens CAV; EP; doxorubicin + EP; topotecan; others EP; CAV; topotecan; gemcitabine;
cisplatin irinotecan; paclitaxel

Line 1%, 2", and 3* 1, 2" 1%, 2™, and more

Patient(n) 72 62 67

ORR(1* line/2™ line) 61%/45% 55%/23% 31.3%/22%

mPFS(months) (1* line/2™ line) -/- 3.12 4.6/2.1

mOS (months) (1* line/2™ line) 9/- 9.5/5.7 10.2/4.4

Follow-up (months) 41(24-120) 25.8(6.7-51.8) -

Notes: CAV: Cyclophosphamide + doxorubicin (or epirubicin)+vincristine; EP: etoposidetplatinum; —: not reported
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Table 3 Summary of phase [l anti-PD-1/PD-L1 clinical trials for the treatment of MCC

Trial Keynote 017" Checkmate 358" JAVELIN Merkel 200 (Part A)"™ JAVELIN Merkel 200 (Part B)"”
Drug Pembrolizumab Nivolumab Avelumab Avelumab

Line i 1%, 2™ and 3 i >om

Patient(n) 50 25 116 38

ORR 56%(24% CR, 32% PR) 68%(14% CR, 54% PR) 39.7%(16.4% CR, 23.3% PR)  33.0%(11.4% CR, 21.6% PR)
mPFS(months) 16.8(4.6-NR) NR 4.1(1.4-6.1) 2.7(1.4-6.9)

mOS(months) NR(26-NR) NR 20(12.4-NR) 12.6(7.5-17.1)

Grade 3-4 treatment 28% 20% 20.5% 73.9%

related AEs

Treatment 14%(including one 12% 15.4% 9.1%

discontinuation  treatment-related death)

Follow-up(months) 14.9(0.4-36.4) 6.5(1.3-8.8) 21.2(14.9-36.6) 21.2 (14.9-36.6)
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