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Background Vibostolimab (MK-7684) is a humanized monoclo-
nal antibody (mAb) that binds to the T-cell immunoreceptor
with immunoglobulin and ITIM domains (TIGIT), blocking
the interaction between TIGIT and its ligands, CD112 and
CD155. Pembrolizumab, an anti-PD-1 mAb, significantly
improves OS versus chemotherapy in patients with PD-L1-
positive advanced non-small-cell lung cancer (NSCLC). In the
first-in-human  study (NCT02964013), the combination of
vibostolimab plus pembrolizumab had a manageable safety
profile and showed promising antitumor activity in patients
with advanced NSCLC naive to anti-PD-(L)1 therapy; ORR
was 31% and 25% in patients with PD-L1 tumor proportion
score (TPS) >1% and <1%, respectively. The current phase 3
study (NCT04738487) is comparing first-line treatment with
MK-7684A, a co-formulation of vibostolimab plus pembrolizu-
mab, versus pembrolizumab monotherapy in patients with PD-
L1-positive metastatic NSCLC.

Methods This randomized, multicenter, double-blind study is
enrolling adults with pathologically confirmed, previously
untreated, metastatic NSCLC with PD-L1 TPS >1% (centrally
confirmed). Patients must have measurable disease per RECIST
v1.1, an ECOG PS of 0-1, have no EGFR mutations or ALK
or ROS1 gene rearrangements, and have no active or
untreated CNS metastases. Patients are randomized 1:1 to
receive intravenous treatment with vibostolimab 200 mg plus
pembrolizumab 200 mg Q3W or pembrolizumab 200 mg
Q3W for up to 35 cycles (approximately 2 years) or until
PD, unacceptable AFEs, intercurrent illness, or investigator deci-
sion. Patients who stop treatment after a CR or after complet-
ing 35 cycles and subsequently have PD can receive up to 17
additional cycles (approximately 1 year) of their randomized
therapy. Randomization is stratified by ECOG PS (0 vs 1),
PD-L1 TPS (1%-49% vs >50%), and region of enrollment
(East Asia vs non-East Asia). The dual primary endpoints are
PFS, per RECIST v1.1 by blinded independent central review
(BICR), and OS. Secondary endpoints include ORR and DOR
per RECIST v1.1 by BICR, patient-reported outcomes, and
safety. Radiographic imaging occurs at baseline, Q9W from
randomization through week 54, and then Q12W until PD,
the start of new anticancer treatment, withdrawal of consent,
or death. Health-related quality of life is assessed using vali-
dated patient-reported outcome instruments including the
European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire-Core 30. AEs are graded accord-
ing to National Cancer Institute Common Terminology Crite-
ria for Adverse Events v5.0. Approximately 598 patients will
be randomized. Enrollment began in April of 2021, and is
ongoing at 42 sites in 11 countries.
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