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Background

In the global, phase 3 KEYNOTE-671 study (NCT03425643), perioperative pembrolizumab (pembro) significantly improved event-free
survival (EFS; HR, 0.58;95% Cl, 0.46-0.72; P < 0.001) and 0S (1A2; HR, 0.72; 95% Cl, 0.56-0.93; P = 0.0052) vs neoadjuvant chemotherapy
(chemo) in early-stage NSCLC. We report results after 5 years of follow-up from KEYNOTE-671.

Methods

Eligible participants (pts) aged >18 years with previously untreated, resectable stage Il, [11A, or [1IB (N2) NSCLC per AJCC version 8 were
randomized 1:1 to 4 cycles of pembro 200 mg or placebo Q3W plus chemo, followed by surgery then adjuvant pembro 200 mg or placebo
Q3W for up to 13 cycles (~9 months) or until PD or unacceptable toxicity. Dual primary endpoints were EFS per RECIST version 1.1 by
investigator assessment and 0S.

Results

797 pts were randomized to pembro (n = 397) or placebo (n = 400). Median time from randomization to data cutoff (July 3, 2025) was 60.4
(range, 42.6—-85.8) months. The 5-year EFS rate was 49.9% (95% Cl, 44.6%—-55.0%) in the pembro arm and 26.5% (95% Cl, 21.7%—-31.5%)
in the placebo arm; EFS HR was 0.58 (95% Cl, 0.48-0.69). 5-year OS rates were 64.6% (95% Cl, 59.5%—-69.2%) and 53.6% (95% Cl, 48.3%—
58.6%), respectively; 0S HR was 0.74 (95% Cl, 0.59-0.92). HRs for EFS and OS favored pembro regardless of baseline disease stage and
PD-L1 status (Table). Grade >3 treatment-related AEs occurred in 179 of 396 treated pts (45.2%) in the pembro arm and 151 of 399 treated
pts (37.8%) in the placebo arm. Grade >3 immune-mediated AEs and infusion reactions occurred in 25 pts (6.3%) and 7 pts (1.8%),
respectively.Table: LBA67

Pembro arm (n = 397) Placebo arm (n = 400)

EFS?

Median (95% Cl), mo57.1 (38.0-NR) 18.4 (14.8-22.1)
5-y rate (95% Cl)  49.9 (44.6-55.0) 26.5 (21.7-31.5)
HR (95% Cl) 0.58 (0.48-0.69)

0S



Pembro arm (n = 397) Placebo arm (n = 400)

Median (95% Cl), moNR (NR-NR) 70.7 (53.7-NR)
5-y rate (95% Cl)  64.6 (59.5-69.2) 53.6 (48.3-58.6)
HR (95% Cl) 10.74 (0.59-0.92)

EFS?HR (95% Cl)  OSHR (95% CI)
StageP
Il (n = 239) 0.52 (0.35-0.76) 0.67 (0.43-1.05)
[l (n = 558) 0.58 (0.47-0.72) 0.75 (0.58-0.96)
PD-L1 TPSP

>50% (n=266)  0.44(0.31-0.64)  0.65 (0.42—1.00)
1%-49% (n = 242) 0.54 (0.39-0.75)  0.67 (0.45-0.99)
<1% (n = 289) 0.74 (0.55-0.98)  0.87 (0.62—1.21)

NR, not reached; TPS, tumor proportion score. 2Per investigator assessment. YAt baseline.
Conclusions

After 5 years of follow-up, perioperative pembro plus neoadjuvant chemo continued to prolong EFS and OS vs neoadjuvant chemo. Fifty
percent of pts in the pembro arm, almost twice as many as in the placebo arm, were alive and event-free at 5 years. These long-term
findings support use of perioperative pembro plus neoadjuvant chemo as a standard of care for patients with resectable early-stage NSCLC.

Clinical trial identification
NCT03425643; EU CT,2017-001832-21.
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