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Background Primary analysis of KEYNOTE-042
(NCT02220894), a global, randomized, phase 3 trial, showed
that pembrolizumab significantly improved OS versus plati-
num-based chemotherapy in patients with locally advanced or
metastatic non-small-cell lung cancer (NSCLC) without sensi-
tizing EGFR/ALK alterations and with PD-L1 tumor propor-
tion score (TPS) >50%, >20%, and >1% with fewer
treatment-related AEs than chemotherapy. We report an
updated analysis with ~5 years of follow-up.

Methods Eligible adults were randomized 1:1 to receive pem-
brolizumab 200 mg Q3W for 35 cycles or investigator’s
choice of chemotherapy (carboplatin + paclitaxel or peme-
trexed) Q3W for 4-6 cycles with optional maintenance peme-
trexed (nonsquamous only). Primary endpoints were OS in
patients with PD-L1 TPS >50%, >20%, and >1%; secondary
endpoints included PFS and ORR per RECIST v1.1 by central
review, and safety (secondary). Eligible patients randomized to
pembrolizumab who completed 35 cycles with SD or better or
stopped treatment after confirmed CR could begin a second
course of pembrolizumab at the time of progression.

Results 1274 patients were randomized to pembrolizumab or
chemotherapy (n = 637 each). Median (range) time from ran-
domization to data cutoff (Apr 28, 2021) was 61.1 (50.0-
76.3) months. OS outcomes favored the pembrolizumab group
(vs chemotherapy alone) regardless of PD-L1 TPS (HR [95%
CI] for TPS >50%, 0.68 [0.57-0.81]; TPS >20%, 0.75
[0.64-0.87]; TPS >1%, 0.79 [0.70-0.89]), with estimated 3-
year OS rates (95% CI) of 21.9% (17.3%-26.9%), 19.4%
(15.69%-23.4%) and 16.6% (13.7%-19.6%), respectively, in
the pembrolizumab group (table 1). Median duration of
response (DOR) was 28.1 vs 10.8 months in PD-L1 TPS
>50% group, 27.7 vs 10.8 months in PD-L1 TPS >20%
group and, 26.5 vs 8.4 months in PD-L1 TPS >1% for pem-
brolizumab group vs chemotherapy. Treatment-related grade 3—
5 AEs occurred in 120 patients (18.9%) in the pembrolizumab
group and 257 (41.8%) in the chemotherapy group. Among
102 patients who completed 35 cycles of pembrolizumab:

ORR was 84.3%; estimated 4-year OS rate after completion
of 35 cycles of pembrolizumab (ie, approximately 6 years after
randomization) was 61.8%. Among 33 patients who received
second-course pembrolizumab, ORR was 15.2%.
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ITT population

Key efficacy outcomes in the KEYNOTE-042

TTT Population PD-L1TPS 250% PD-L1 TPS 220% PD-LT TPS 21%

Pembrolizumab | Chemo | Pembrolizumab Chemo | Pembrolizumab Chemo
=299 n =300 n=413 n =405 n=637 n=637

OS, median 200 122 180 3.0 6.4 121

(95% CI), mo (15.9-242) | (104-146) |  (155-21.5) (11.6-15.3) (14.0-19.6) (11.3-13.3)

OS, HR (95% 068 0.7 079

[ (0.57-0.81) (064-087) (0.70-0.89)

0S, 5 yrate 219 938 194 101 16.6 85

(95% CI), % (17.3-269) | (66-137) | (156-23.4) (7.2-13.5) (13.7-19.6) (6.4-11.0)

PFS, median 65 65 62 69 56 68

(95% CI), mo (5.9-8.6) (6.2-7.6) (5.4-7.8) 6.3-8.2) (43-6.2) (6.4-7.9)

PFS, AR (95% 0.86 0.94 103

) (0.72-1.02) (0.81-1.09) (0.91-1.16)

PFS, 5 y rate 92 24 78 76 69 12

(95% Ci), % (5.9-13.4) 0.7-5.0) (5.2-11.1) (05-3.9) (4.9-9.4) 05-2.7)

PFS22, median 5.0 101 129 102 113 94

(95% CI), mo (116-19.2) | (89-112) | (10.9-155) ©1-113) (10.1-12.9) (8.8-10.3)

PFS2°, HR 064 06 074

(95% CI) (0.54-0.76) (0.58-0.78) (0.65-0.83)

ORR (95% CI), 391 323 332 291 273 267

% (33.6-44.9) | (27.1-37.9) |  (28.6-37.9) (24.8-33.8) (23.9-31.0) (23.3-30.3)

DOR, median z 108 277 1038 265 84

(range), mo (214107004 | (18+t0 | (21+1070.0%) |(1.8+1063.5+) | (21+1070.04) | (1.8+1063.5%)

63.5+)

Chemo, chemotherapy; DOR, duration of response.

+, indicates no PD by the time of last assessment.

2PFS2: time from randomization to second/subsequent PD on next-line treatment or death.

Conclusions With 5 years of follow-up, first-line pembrolizu-
mab monotherapy continued to show substantial clinical bene-
fit with higher S-year OS rates, and durable response over
chemotherapy in patients with PD-Ll-positive, locally
advanced/metastatic NSCLC without EGFR/ALK alterations.
First-line pembrolizumab remains a standard of care in
patients with PD-L1 TPS >19%, as underscored by these long-
term results.
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