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Efficacy and Safety of Pembrolizumab in Advanced Gastric Adenocar-
cinoma and Adenocarcinoma at the Gastroesophageal Junction: Inter-

pretation of Negative Results in Keynote-061/062 Study

LI Meng-ya', ZHOU Jia-wei*, ZHONG Zi-hang®, LI Wei'

The CSCO Statistical Expert Committee Keynote Group

(1. Department of Medical Statistics , Fuwai Hospital, Chinese Academy of Medical Sciences & Peking Union
Medical College/National Center for Cardiovascular Diseases, Beijing 102308, China; 2. School of Public
Hedalth, Nanjing Medical University, Nanjing 211166, China)

Abstract: Two global multicentral, randomized controlled, phase Il studies (Keynote 061 and Keynote 062)
exploring the clinical efficacy and safety of pembrolizumab in PD-L1 positive advanced gastric/gastroe-
sophageal junction adenocarcinoma patients ended in failure, leading the US Food and Drug Administration to
withdraw Keytruda for this indication. The sample sizes of the two studies were 592 and 763 subjects, respec-
tively, and the primary endpoint was overall survival(OS). The results showed that the median overall survival
was 9.1 months and 8.3 months, respectively for pembrolizumab alone versus paclitaxel as second-line therapy
(HR=0.82, 95%CI: 0.66~1.03; P=0.042 1) and median progression-free survival was 1.5 months for pem-
brolizumab and 4.1 months for paclitaxel (HR=1.27, 95%CI: 1.03~1.57) in CPS1 patients; the OS of pem-
brolizumab was non-inferior to chemotherapy as first-line treatment (CPS1), with HR=0.91 (99.2%CI: 0.69~
1.18), whereas, for PFS the HR was 1.66 (95% CI:. 1.37 ~2.01). Pembrolizumab in combination with
chemotherapy had no significant improvement over chemotherapy (0OS: HR=0.85, 95%CI: 0.70~1.03; PFS:
HR=0.84, 95%Cl: 0.70~1.02). But pembrolizumab showed better safety than chemotherapy. Although the re-
search results of advanced gastric/gastroesophageal junction carcinoma is negative, its research strategy, pro-
tocol design, statistical analysis and subsequent layout are worthy of further discussion and consideration.
Subject words: pembrolizumab; gastric adenocarcinoma; gastroesophageal junction adenocarcinoma; clini-
cal trials; negative result
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Figure 1 Multiplicity strategy of Keynote-061
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T-AEL 175 61 (88%) , W4l 43 OS 43514 9.1 ™~ H
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Pembrolizumab vs Chemotherapy

Pembrolizumab and Chemotherapy vs Chemotherapy
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Figure 2 Multiplicity strategy of Keynote-062
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100 — Pembrolizumab
— Paclitaxel

Overall survival(%)

10 HR=0.69(95%CI:0.49~0.97)

0 6 12 18 24 30

Number at risk Time(month)
(censored)

Pembrolizumab  88(0) 63(0) 46(0) 24(5) 7(18) 0(25)
Paclitaxel ~ 92(0) 72(0) 28(0) 13(6) 3(12) 0(15)

A:PD-L1 CPS=1

1007
" HR=0.91(99.2%C1.:0.69~1.18);
3 Noninferiority margin=1.2
801
S
,TE 60
B
Z
= 404
v
S Pembrolizumab
20 Na
T
Chemotherapy e T R
T T T T T T 1
0 6 12 18 24 30 36 42

Time (month )

No. at risk(No. censored)
Pembrolizumab  256(0)  162(0) 120(0)  94(0)  59(0) 23(25) 4(44) 0(55)
Chemotherapy 250(0) 192(0) 1140) 750) 380) 15(18) 2(29) 0(32)

C:PD-L1 CPS=1
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Figure 3 Kaplan-Meier analysis of overall survival (A) and progression-free survival (B) in Keynote-061"
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Figure 4 Kaplan-Meier analysis of overall survival according to PD-L1 CPS
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