LUNG CANCER—NON-SMALL CELL METASTATIC
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A global phase 2/3, randomized, open-label trial of BNT327/PM8002 in combi-
nation with chemotherapy (chemo) in first-line (1L) non-small cell lung cancer
(NSCLC).
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Background: The introduction of immune checkpoint inhibition for the treatment of 1L, NSCLC
has improved survival, however long-term outcomes remain suboptimal, highlighting the
need for more efficacious treatments. BNT327 is an investigational bispecific antibody, target-
ing both PD-L1 and VEGF-A in the tumor and tumor microenvironment (TME). By binding to
PD-L1on tumor cells it is designed to restore effector T-cell function and by binding to VEGF-A
within the TME it also reverses the negative impact of VEGF signaling on immune cell in-
filtration and activation. In addition, via VEGF-A neutralization, it normalizes tumor vascu-
lature. This dual targeting of PD-L1 and VEGF-A aims to deliver better efficacy and safety. Data
published on BNT327 has indicated a tolerable safety profile and encouraging anti-tumor
activity in patients (pts) with NSCLC (ASCO 2023, ASCO and ESMO 2024). This global Phase 2/3
trial will further assess safety and efficacy of BNT327 plus chemo (Phase 2) and BNT327 plus
chemo versus pembrolizumab plus chemo (Phase 3) in pts with advanced NSCLC. Methods: This
Phase 2/3, multisite, randomized, open-label trial will enroll ~982 pts with stage IIIB/C and
stage IVnon-squamous cell (NSQ) NSCLC (Substudy A) and squamous (SQ) NSCLC (Substudy B)
without actionable EGFR mutations or ALK rearrangements. Each substudy consists of a Phase 2
and a Phase 3 part. During the Phase 2 part, pts will be randomized 1:1 to receive BNT327 at
either 1400 mg (Arm 1) or 2000 mg (Arm 2) plus chemo (carboplatin + pemetrexed for Substudy
A, carboplatin + paclitaxel for Substudy B) Q3W IV for four cycles, followed by Q3W IV
maintenance BNT327 at previously administered doses (with maintenance pemetrexed for
Substudy A). In the Phase 3 part, pts will be randomized 1:1 to receive BNT327 at the selected
dose (based on the Phase 2 part) plus chemo (carboplatin + pemetrexed for Substudy A,
carboplatin + paclitaxel for Substudy B) or pembrolizumab 200 mg plus chemo Q3W IV,
followed by Q3W IV maintenance BNT327 or pembrolizumab (both with maintenance peme-
trexed for Substudy A). Chemo will be administered at approved doses. Primary endpoints
include occurrence of adverse events (AE) and serious AEs, rates of dose interruption, reduction
and discontinuation due to treatment-emergent (TE) AEs, objective response rate (ORR) and
best percentage change from baseline in tumor size (Phase 2), and both progression free
survival (PFS) per blinded independent central review and overall survival (OS) (Phase 3).
Secondary endpoints include duration of response, disease control rate (Phase 2), PFS per
investigator, ORR, landmark PFS and OS, patient reported outcomes and occurrence of AEs, and
rates of dose interruption, reduction and discontinuation due to TEAEs (Phase 3); with efficacy
endpoints per RECIST 1.1; safety per CTCAE v5.0. The trial is enrolling. Clinical trial information:
NCT06712316. Research Sponsor: BioNTech SE.
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