abstracts

NSCLC, early stage

Overall survival in the KEYNOTE-671 study of perioperative
pembrolizumab for early-stage non-small-cell lung cancer
(NSCLC)

1.D. Spicer', S. Gao”, M. Liberman’, T. Kato®, M. Tsuboi’, S-H. Lee®, K-N. Chen’,
C. Dooms®, M. Majemg, E. Eigendorfflo, G. Martinengoll, 0. Bylickilz,

M.C. Garassino™®, D. Rodriguez Abreu®, J. Chaft'®, S. Novello®®, J. Yang®/,
S.M. Keller'®, A. Samkari*®, H. Wakelee™®

IHealth Centre, Division of General Surgery, McGill University, Montreal, QC, Canada;
2Department of Thoracic Surgery, National Cancer Center/National Clinical Research
Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking
Union Medical College, Beijng, China; *Division of Thoracic Surgery, Centre Hospitalier
de Universite to Montréal (CHUM), Montreal, QC, Canada; *Department of Thoracic
Oncology, Kanagawa Cancer Center, Yokohama, Japan; “Department of Thoracic
Surgery, National Cancer Center Hospital East, Kashiwa, Japan; °Division of Hema-
tology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan
University School of Medicine, and Department of Health Sciences and Technology,
Samsung Advanced Institute for Health Sciences and Technology, Sungkyunkwan
University, Seoul, Republic of Korea; “Department of Thoracic Surgery, Peking Uni-
versity Cancer Hospital and Institute, Beijing, China; ®Department of Respiratory
Diseases, UZ Leuven - University Hospitals Leuven - Campus Gasthuisberg, Leuven,
Belgium; °Medical Oncology, Hospital de la Santa Creu i Sant Pau, Barcelona, Spain;
“OMedical Oncology, Zentralklinik Bad Berka GmbH, Bad Berka, Germany; **Oncology
Clinic, Sanatorio Parque, Rosario, Buenos Aires, Argentina; *2Pneumology, Hépital
d’Instruction des Armées Sainte Anne Toulon, Toulon, France; 13Department of Med-
icine, Section of Hematology/Oncology, Knapp Center for Biomedical Discovery, The
University of Chicago, Chicago, IL, USA; **Medical Oncology Department, Hospital
Universitario Insular de Gran Canaria - Complejo Hospitalario Materno-Insular, Las
Palmas De Gran Canaria, Canary Islands, Spain; **Medical Oncology, Memorial Sloan
Kettering Cancer Center, Weill Cornell Medical College, New York, NY, USA; IGOnco/ogy,
University of Turin, A.O.U. San Luigi Gonzaga di Orbassano, Orbassano, Italy; 17BARDS,
Merck & Co., Inc. - Rahway, Rahway, NJ, USA; 8Clinical Research, Merck & Co., Inc.,
Rahway, NJ, USA; **Medical Oncology, Stanford University School of Medicine, Stan-
ford Cancer Institute, Stanford, CA, USA

Background: At the protocol-specified first interim analysis of the phase 3 KEYNOTE-
671 study of resectable early-stage NSCLC (NCT03425643), neoadjuvant pem-
brolizumab (pembro) + chemotherapy (chemo) followed by resection and adjuvant
pembro significantly improved EFS, mPR, and pCR with an expected safety profile vs
neoadjuvant chemo and resection alone. We present results of the protocol-specified
second interim analysis of KEYNOTE-671.

Methods: Patients (pts) with resectable stage I, IlIA, or 11IB (N2) NSCLC per AJCC v8
were randomized 1:1 to pembro 200 mg (n = 397) or placebo (n = 400) Q3W. Pts
were to receive 4 cycles of neoadjuvant pembro or placebo plus cisplatin-based
chemo and <13 cycles of adjuvant pembro or placebo. Dual primary endpoints are
EFS (time from randomization to local progression precluding planned surgery,
unresectable tumor, progression or recurrence per RECIST v1.1 by investigator
assessment, or death from any cause) and OS.

Results: Median time from randomization to the 10 July 2023 data cutoff was 36.6
mo (range, 18.8-62.0). With 254 (31.9%) deaths, OS was significantly improved in the
pembro arm (HR 0.72 [95% Cl 0.56-0.93]; P = 0.00517). Median OS was not reached
(NR) (95% CI NR-NR) in the pembro arm vs 52.4 mo (95% CI 45.7-NR) in the placebo
arm; 36-mo OS rates were 71.3% vs 64.0%. EFS continued to be improved in the
pembro arm (HR 0.59 [95% CI 0.48-0.72]; median [95% Cl] 47.2 mo [32.9-NR] vs 18.3
mo [14.8-22.1]; 36-mo rate, 54.3% vs 35.4%). Treatment-related AEs were grade >3 in
45.2% of pts in the pembro arm vs 37.8% in the placebo arm, led to discontinuation
of all treatment in 20.2% vs 9.3%, and led to death in 1.0% vs 0.8% (no new treat-
ment-related deaths since the first interim analysis).

Conclusions: Neoadjuvant pembro + chemo followed by resection and adjuvant
pembro provided a statistically significant and clinically important improvement in OS
compared with neoadjuvant chemo and resection alone in pts with resectable stage II,
II1A, or 11IB (N2) NSCLC. The OS gains seen in KEYNOTE-671 with the absence of new
safety signals establish the perioperative pembro regimen as a new standard of care
for resectable early-stage NSCLC.

Clinical trial identification: NCT03425643, first posted February 7, 2018.
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Background: In CheckMate 816, neoadjuvant N + C vs C significantly improved the
primary endpoints of event-free survival (EFS) and pathological complete response
(pCR) in patients with resectable NSCLC; 3-y EFS benefit with N + C vs C was also
demonstrated. Here, we report clinical outcomes by baseline tumor PD-L1 expression.

Methods: Adults with stage IB (> 4 cm)—IIIA (AJCC v7) resectable NSCLC were ran-
domized 1:1 to receive N 360 mg + C Q3W or C Q3W for 3 cycles. Exploratory analyses
included EFS, overall survival (OS), pCR, major pathological response (MPR), surgical
outcomes, and safety in patients with tumor PD-L1 > 1% or < 1%.

Results: In patients with tumor PD-L1 > 1% (N + C, 89; C, 89) and PD-L1 < 1% (78;
77), baseline characteristics were generally similar between PD-L1 subgroups and
treatment arms. A higher proportion of patients with tumor PD-L1 < 1% had ECOG PS
1 (both arms). At database lock (14 Oct 2022; median follow-up, 41.4 mo), N + C
showed improvement vs C across all efficacy endpoints in patients with tumor PD-L1
> 1% (Table); 3-y EFS and OS rates were 72% vs 47% and 85% vs 66%, respectively.
Similar efficacy benefit was seen in patients with tumor PD-L1 > 1% and stage II—IIIA
NSCLC (data to be presented). In patients with tumor PD-L1 < 1%, EFS, OS, pCR, and
MPR also favored N + C vs C (Table); 3-y EFS and OS rates were 42% vs 39% and 71%
vs 60%, respectively. Definitive surgery rates with N + C vs C were 84% vs 74% in
patients with tumor PD-L1 > 1% and 81% vs 77% in patients with tumor PD-L1 < 1%;
RO resection rates were 91% vs 82% and 79% vs 76%, respectively. Grade 3—4
treatment-related AE rates with N + C vs C were 34% vs 44% in patients with tumor
PD-L1 > 1% and 36% vs 34% in patients with tumor PD-L1 < 1%.

Conclusions: These exploratory analyses from CheckMate 816 reinforce the clinical
benefit and manageable safety profile of neoadjuvant N + C in patients with
resectable NSCLC regardless of tumor PD-L1 expression.

Clinical trial identification: NCT02998528.

Editorial acknowledgement: Editorial assistance in the writing of the abstract was
provided by Mallika Kanwar, MD, PhD, Adel Chowdhury, PharmD, and Michele
Salernitano of Ashfield MedComms, an Inizio company.

Table: LBA57 Efficacy outcomes by tumor PD-L1 expression

Tumor PD-L1 = 1%

Tumor PD-L1 < 1%

N+C(n = 89)

C(n = 89)

N+C(n = 78) C(h=177)

EFS
Median, mo (95% Cl)
HR (95% Cl)

NR (44.4—NR)
0.46 (0.28—0.77)

26.7 (13.4—NR)

os
Median, mo (95% Cl) NR (NR—NR) NR (45.1—NR) NR (48.6—NR) NR (31.2—NR)
HR (95% Cl) 0.37 (0.20—0.71) 0.81 (0.48—1.36)

pCR rate, % 32.6 (23.0—43.3) 2.2 (0.3-7.9) 16.7 (9.2—26.8) 2.6 (0.3—9.1)
(95% 1)

MPR rate, % 44.9 (34.4—55.9) 5.6 (1.8—12.6) 29.5 (19.7—40.9) 14.3 (7.4—24.1)
(95% C1)

26.4 (14.8—NR)
0.87 (0.57—1.35)

20.8 (13.9-42.1)

NR, not reached.
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