congress
MADRID

LBA59
C-POST phase 3 trial of adjuvant (adj) cemiplimab (cemi) vs placebo (pbo) for high-risk cutaneous squamous cell
carcinoma (CSCC): Updated overall survival (0S) and outcomes from circulating tumour DNA (ctDNA) analyses

D. Rischin', S.V. Porceddu?, F. Day3, D.P. Brungs*, H.R. Christie®, J.E. Jackson®, B.N. Stein’, Y.B. Su8, G. Adams?, S.E. Bowyer!0, Z.A. Otty'!, N.
Yamazaki'2, P. Bossi'3, A. Challapalli'4, R. Ladwa'®, A. Hauschild'®, F. Seebach'’, S-Y. Yoo'®, P. Goncalves'®, M.G. Fury1®

1 Department of Medical Oncology, Peter MacCallum Cancer Centre and University of Melbourne, Melbourne, Australia, 2 Department of
Radiation Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia, ® Department of Medical Oncology, Calvary Mater Newcastle,
Waratah, Australia, 4 lllawarra Cancer Care Centre, Wollongong Hospital, Wollongong, Australia, ® Cancer Care Services, Cancer Care Centre
Hervey Bay, Urraween, Australia, ® Department of Clinical Oncology, ICON Cancer Centre Gold Coast, Southport, Australia, 7 Medical Oncology
Department, Adelaide Cancer Centre, Adelaide, Australia, 8 Head and Neck Medical Oncology, Nebraska Cancer Specialists, Omaha, United
States of America, ® Radiation Oncology, Genesis Cancer Care, Bundaberg, Australia, 0 Department of Medical Oncology, Sir Charles
Gairdner Hospital, Perth, Australia, " Townsville Cancer Centre, Townsuville University Hospital, Townsville, Australia, 12 Department of
Dermatologic Oncology, National Cancer Center Hospital, Tokyo, Japan, ' Medical Oncology Department, IRCCS Humanitas Research
Hospital, Milan, Italy, 14 Department of Oncology, Bristol Cancer Institute, University Hospitals Bristol & Weston NHS Foundation Trust,
Bristol, United Kingdom, > Medical Oncology Department, Princess Alexandra Hospital, Woolloongabba, Australia, '® Department of
Dermatology, University Hospital (UKSH), Kiel, Germany, 17 Global Clinical Development, Regeneron Pharmaceuticals, Inc., Tarrytown, United
States of America, '8 Department of Biostatistics, Regeneron Pharmaceuticals, Inc., Tarrytown, United States of America'® Clinical Sciences
Oncology, Regeneron Pharmaceuticals, Inc., Tarrytown, United States of America

Background

The phase 3 C-POST trial (NCT03969004) established adj cemi as a new standard of care for patients (pts) with high-risk CSCC,
demonstrating increased disease-free survival (DFS) for adj cemi vs pbo (HR, 0.32; P<0.001) with median 24 mo of follow-up (f/u). At
primary analysis, OS data were immature and favoured cemi vs pbo (HR, 0.86); an update 6 mo later showed an OS HR of 0.78 (median f/u,
30 mo). We present updated OS and DFS data, and results from an exploratory analysis evaluating the association between baseline (BL)
ctDNA and DFS.

Methods

Pts with high-risk CSCC (per nodal and/or non-nodal criteria; N=415) after surgery and postoperative radiotherapy were randomised 1:1 to
cemi (n=209) or pbo (n=206). Key endpoints were DFS (primary), 0S, and safety. After the DFS primary endpoint was reached, the study
continued in a blinded manner to obtain unbiased long-term outcomes. During enrolment, a protocol amendment implemented collection of
peripheral blood samples at BL for ctDNA-based minimal residual disease (MRD) analysis using a tumour-informed, ultrasensitive next-
generation sequencing assay. Data cutoff: May 29, 2026.

Results

At a median f/u of 43.8 mo, 0OS HR was 0.63 (95% Cl, 0.36-1.11) with adj cemi vs pbo, with 51 death events (cemi, 21; pbo, 30). The DFS HR
was 0.46 (95% Cl, 0.31-0.67). Median OS and DFS are not presented because f/u time is not long enough. Grade >3 treatment-emergent
adverse events occurred in 25.4% and 17.2% of pts in the cemi and pbo arms, respectively. Among pts with ctDNA data (cemi, 93; pbo, 98),
BL MRD positivity was balanced across arms and observed in 17 vs 19 pts in cemi vs pbo arms. Adj cemi showed a DFS benefit across all
pts regardless of BL ctDNA MRD status (MRD positive: HR, 0.24; MRD negative: HR, 0.45).

Conclusions

Extended f/u (median, 43.8 mo) of this phase 3 study showed further improvement in the OS benefit of adj cemi vs pbo (HR, 0.63), along
with a continued DFS benefit, in pts with high-risk CSCC. Data from this large prospective ctDNA-based analyses in high-risk CSCC pts
showed that adj cemi led to a DFS benefit regardless of BL ctDNA MRD status.

Clinical trial identification
NCT03969004.
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