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Background: Savolitinib (Savo) is a potent and highly selective oral MET
inhibitor. We previously reported robust and durable activity of savo
from a phase IIIb confirmatory study (data cut: Oct 20, 2023; Shun L,
et al. ELCC 2024), with ORR of 62.1% and 39.2%, median PFS (mPFS) of
13.7 mo and 11.0 mo, median OS (mOS) of not mature, in treatment-
naïve and previously treated patients (pts), respectively. Here we report
the final OS and long-term safety outcomes of this 3b study (data cut:
Nov 30, 2024).
Methods: Treatment-naïve (1 L) or previously treated (≥2 L) pts with
advanced or metastatic METex14 NSCLC were enrolled. Eligible pts
received savo QD at 600 mg (body weight ≥50 kg) or 400 mg (<50 kg).
OS analysis was conducted via Kaplan-Meier method.
Results: Among the 166 pts who received savo, the median follow-ups
for 87 treatment-naïve pts and 79 previously treated pts were 34.5 and
25.1 mo, respectively. 48.8% of pts (48.3% of treatment-naïve and
49.4% of previously treated) received subsequent anti-tumor therapies,
with chemotherapy (27.7%) and targeted therapy (23.5%) being most
frequent. In 87 treatment-naïve pts, mOS (95%CI) was 28.3 mo (17.5,
NE), and 36-mo OS rate was 44.7% (33.7%, 55.0%). In 79 previously
treated pts, mOSwas 25.3mo (20.5, 30.5), and 24-mo OS ratewas 51.7%
(39.1%, 62.9%). Post-hoc OS subgroup suggested that pts with baseline
brainmetastasis (BM)might also gain survival benefit; mOSwas 15.3mo
and 25.3 mo in treatment-naïve pts with BM (10/87 pts) and previously
treated pts with BM (21/79 pts), respectively. Treatment-related Grade
≥3 treatment-emergent adverse events occurred in 103 out of 166 pts
(62.0%), and the common events were hepatic function abnormal
(17.5%), alanine aminotransferase increased (15.1%), and aspartate
aminotransferase increased (12.0%).
Conclusions: The final OS results of this 3b study further demonstrate
survival benefits of savo in advanced or metastatic METex14 NSCLC,
particularly in treatment-naïve pts. No new safety signal was observed.
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Università Vita-Salute San Raffaele Milano, Milan, Italy; 5Department of
Oncology, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain;
6Department of Medicine, Section of Hematology/Oncology, Knapp Center
for Biomedical Discovery, The University of Chicago, Chicago, United
States of America; 7Department of Thoracic Head and Neck Medical
Oncology, The University of Texas MD Anderson Cancer Center, Houston,
United States of America; 8Department of Thoracic Oncology,
Thoraxklinik, Heidelberg University Hospital and National Center for
Tumor Diseases (NCT), NCT Heidelberg, a partnership between DKFZ and
Heidelberg University Hospital, Heidelberg, Germany; Translational Lung
Research Center Heidelberg (TLRC-H), Member of the German Center for
Lung Research (DZL), Heidelberg, Germany; 9Department of Thoracic
Oncology, Ageo Central General Hospital, Ageo, Japan; 10Department of
Pulmonary Diseases, Leiden University Medical Centre, Leiden,
Netherlands; 11Department of Pulmonology and Thoracic Oncology,
Antwerp University Hospital (UZA), Edegem, Belgium; 12Instituto
Oncológico Dr Rosell, Hospital Universitario Dexeus, Grupo Quiron Salud,
Barcelona, Spain; 13Department of Medical Oncology, National Taiwan
University Cancer Center, Taipei, Taiwan; 14Section of Hematology-
Oncology, Department of Medicine, Samsung Medical Center
Sungkyunkwan University School of Medicine, Seoul, Republic of Korea;
15Guangdong Lung Cancer Institute, Guangdong Provincial People’s
Hospital & Guangdong Academy of Medical Sciences, Guangzhou, China;
16Key Laboratory of Carcinogenesis and Translational Research (Ministry
of Education/Beijing), Department of Thoracic Oncology, Peking
University Cancer Hospital and Institute, Beijing, China; 17Ares Trading
SA, Eysins, Switzerland, an affiliate of Merck KGaA, Darmstadt, Germany;
18Department of Biostatistics, Merck Healthcare KGaA, Darmstadt,
Germany; 19Global Clinical Development, Merck Healthcare KGaA,
Darmstadt, Germany; 20Thoracic Oncology Service, Memorial Sloan-
Kettering Cancer Center, New York, United States of America

Background: Tepotinib, a highly selective MET inhibitor has demon-
strated robust and durable efficacy and safety in pts with METex14
skipping NSCLC in Cohorts A+C (data cut-off: Nov 20, 2022; follow-up:
Cohort A >35 months, Cohort C >18 months) and in pts with high-level
MET amplification (METamp) NSCLC in Cohort B of the Phase II VISION
study (NCT02864992). We report long-term efficacy and safety
outcomes from VISION in pts with ≥3-years follow-up (data cut-off:
May 20, 2024).
Methods: Pts with advanced NSCLC and METex14 skipping or METamp
received tepotinib 500 mg (450 mg active moiety) once daily. Primary
endpoint was objective response by independent review using RECIST
v1.1. Secondary endpoints included duration of response (DOR),
progression-free survival (PFS), overall survival (OS), and safety.
Results: Of 313 pts enrolled in Cohorts A+C (male: 49.2%; median age
[range]: 72 years [41–94]; ECOG PS 1: 73.8%; smoking history: 47.6%),
the median duration of treatment was 7.5 months (range: 0.03–83.12)
and treatment was ongoing in 18 pts (first-line [1L]: 12/164; second-or-
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later line [2L+]: 6/149). Overall, objective response rate (ORR) was
51.8% (95%CI: 46.1, 57.4) andmedian (m) DORwas 18.0months (12.6,
31.8). In 1L pts, ORRwas 57.9% (50.0, 65.6) andmDORwas 31.7months
(13.8, 46.4), while in 2L+ pts, ORR was 45.0% (36.8, 53.3) and mDOR
was 12.6 months (9.5, 18.5) (Table). No new safety concerns were
observed. Grade ≥3 treatment-related adverse events (TRAEs) occurred
in 36.1% of pts, while 15.7% of pts discontinued treatment due to
TRAEs. Long-term outcomes from Cohort B will also be presented.

Table: 81P

Efficacy
Overall
N = 313

1L
n = 164

2L+
n = 149

ORR, %
(95% CI)

51.8
(46.1, 57.4)

57.9
(50.0, 65.6)

45.0
(36.8, 53.3)

DOR Median
(95% CI), months

18.0
(12.6, 31.8)

31.7
(13.8, 46.4)

12.6
(9.5, 18.5)

Events,
n (%)

77 (47.5) 40 (42.1) 37 (55.2)

PFS Median
(95% CI), months

11.2
(9.5, 13.8)

12.6
(9.7, 17.7)

11.0
(8.2, 13.7)

Events,
n (%)

172 (55.0) 88 (53.7) 84 (56.4)

OS Median
(95% CI), months

19.7
(16.2, 22.3)

21.1
(14.2, 24.5)

19.3
(15.6, 21.0)

Events,
n (%)

234 (74.8) 119 (72.6) 115 (77.2)

1L, first-line; 2L+, second-or-later line; CI, confidence interval; DOR, duration of
response; m, median; ORR, objective response rate; OS, overall survival; PFS,
progression-free survival.

Conclusions: In VISION pts with ≥3-years follow-up, tepotinib
continued to demonstrate robust and durable activity across treatment
lines. Importantly, outcomes in pts with METex14 skipping were
consistent with previous results, reinforcing tepotinib as a meaningful
treatment option in this setting.
Clinical trial identification: NCT02864992.
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Background: In non-small cell lung cancer (NSCLC) resistance to
immunotherapy and targeted therapy remain an unmet need.
Methylthioadenosine phosphorylase (MTAP) deletion emerged as a
promising therapeutic vulnerability present in 15% of solid tumors
including NSCLC. This study characterizes demographic, clinical, and
molecular features, treatmentmodalities, and real-world overall survival
(rwOS) in advanced NSCLC patients, stratified by MTAP deletion status.
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