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Safety and Patient-Reported Outcomes with Tepotinib @ RESULTS
in Patients with METex14 Skipping NSCLC: =3-years e o
FO"OW'UP of VISION Baseline characteristics

« VISION included 313 patients with METex14 skipping NSCLC in Cohorts A and C Any grade

Table 4. TRAEs leading to treatment interruptions in >2% of patients
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Velthuis!8, Chris Pescott!?, Andreas Johne2?, Rolf Bruns2!, Paul K. Paik22 : Peripheral edema 59 (18.8)
uis==, Lhris Fescott™, reas ' runs=s, Faul K. rFal 73.8% had an ECOG PS of 1, and 47.6% were previously treated
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- All patients were analyzed for safety; all-cause any grade adverse events occurred Pleural effusion 10 (3.2)
in 310 patients (99.0%; Grade =3: 68.4%), while any grade TRAEs occurred in .
CONCLUSIONS 287 patients (91.7%; Grade >3: 36.1%) (Table 1) S0t R e e I (545
* Any grade serious TRAEs were observed in 50 (16.0%) patients Localized edema 7 (2.2)
TRAESs led to dose reduction in 104 (33.2%) patients, treatment interruption in Nausea 7 (2.2)

In patients enrolled in the VISION study with =23-years follow-up, tepotinib 137 (43.8%) patients, and permanent discontinuation in 49 (15.7%) patients
continues to demonstrate a manageable safety profile with no new safety
signals, consistent with earlier findings

Table 1. Summary of all-cause AEs and TRAEs Table 5. TRAEs leading to treatment discontinuation in =1% of patients

Cohort A+C Any grade
Overall, HRQoL PRO scores remained stable with tepotinib, with no meaningful (N=313) n (%)
change in EORTC QLQ-C30 or EQ-5D-5L scores up to 228 weeks Patients with at least one, n (%) Peripheral edema 19 (6.1)

The favorable safety of tepotinib and maintained patient HRQoL benefits this Any AE S ) 257 (217 Generalized edema 3 (1.0)

often elderly population of patients with NSCLC Serious AE 171 (54.6) 50 (16.0) Edema 4 (1.3)

Grade =3 AE 214 (68.4) 113 (36.1) Pleural effusion 3 (1.0)
PLAIN LANGUAGE SUMMARY Grade =4 AE 59 (18.8) 12 (3.8) Interstitial lung disease 3 (1.0)
Tepotinib, an anticancer drug taken by mouth, is approved in many countries based on the results of a clinical AE leading to death 43 (13.7) 3(1.0) Pneumonitis 3 (1.0)
trial called VISION _ . _ _ AE leading to dose reduction 114 (36.4) 104 (33.2)
This trial investigated the effectiveness of tepotinib in patients with non-small cell lung cancer that has a i i i i HRQoL outcomes
PEIRUIEULEL UEION CeliSel ksl @l 1o Sphllig aitlzfrc::ng::)temporary discontinuation 172 (@) L7 (@) « At the end of treatment, in patients analyzed for HRQoL, the mean change (£SD)
This poster reports long-term safety and quality of life outcomes from patients in the VISION trial who have P trom baseline for EORTé QL% C30 GHS v»\//as 7.1 (26 Gé) (n=174) and f%r EQ-VAS
' AE leading to permanent discontinuation 84 (26.8 49 (15.7 ) e ' — )
Background been monitored for at least 3 years TP ( ) ( ) was —10 (23.7) (n=172), with positive values indicating an improvement
_ . _ « Approximately 90%o of patients experienced side effects  The most common TRAEs were peripheral edema in 212 patients (67.7%; (Figures 1-2)
313 patients participated in related to tepotinib treatment Grade >3: 11.8%), hypoalbuminemia in 79 patients (25.2%; Grade >3: 3.8%), - Mean change (£SD) from baseline in EORTC QLQ-LC13 symptom scores for cough,
the VISION t"'?';;V'th an - 16% experienced serious side effects and nausea in 73 patients (23.3%; Grade >3: 0.6%) (Table 2) dyspnea, and chest pain were —6.1 (28.16) (n=175), 7.1 (21.05) (n=175), and
dverage age o years « The most common side effects were swelling in the - o - —2.3 (28.13) (n=174), respectively, with negative values indicating improvement
Patients received tepotinib for extremities (such as hands and feet), low blood albumin Table 2. Summary of TRAEs in >10% of patients (Supplementary Figure S2)
charai;:rl}stics . outi:mves : ?dd_|5|on?cilcly,t15.7 Yo of patients had to stop treatment due n (%) n (%) for cough, 30.4 months for chest pain, and 5.5 months for dyspnea
o side effects
Peripheral edema 212 (67.7) 37 (11.8)
Throughout the VISION trial, patients completed questionnaires evaluating their quality of life before and _ _ Figure 1. Mean change from baseline in EORTC QLQ-C30 global health score*
while receiving tepotinib Hypoalbuminemia 79 (25.2) 12 (3.8)
Patient scores relating to their overall health and quality of life remained stable while receiving tepotinib Nausea 73 (23.3) 2 (0.6) 1207
Specific scores relating to symptoms experienced by patients with lung cancer were improved during so_
treatment with tepotinib for cough and chest pain, or remained stable for shortness of breath Diarrhea 71 (22.7) 1 (0.3) T T -
Quality of life O o T T T [ T 1 T [ y
outcomes Blood creatinine increased 69 (22.0) 4 (1.3) $ [] I [] [] l | [] H l l H [] l l H l ; E
0— = ] - || ||
Alanine aminotransferase increased 44 (14.1) 7 (2.2) g [l'l [l'l If [l'l T L T u S g
U - | | 1 |
s I NTRO DUCTIO N Decreased appetite 36 (11.5) 1 (0.3) e * 2‘
o =i
) ) W -80—
. Typically, 3-4% of patients with NSCLC harbor METex14 skipping; these patients are usually elderly and have a poor Aspartate aminotransferase increased 35 (11.2) 6(1.9)
prognosis, and therefore treatments with a manageable safety profile are especially relevant!- Amylase increased 33 (10.5) 6 (1.9) '“°‘€|i L S S SN A O R PR R Y SR R R SR B R
« Tepotinib is an oral, once-daily, and highly selective MET TKI, approved in many countries for the treatment of
advanced/metastatic NSCLC with METex14 skipping based on outcomes from the VISION trial>-® « Out of 313 patients, no dose reductions were observed in 196 (62.6%) patients, WS 208 226 213 168 139w %2 75 s 0 4 % M odosod@omonouMow o
. Safety outcomes and HRQoL PROs of tepotinib in VISION have previously been reported from earlier data cuts while 117 (37.4%) experienced at least one dose reduction during treatment Time on treatment (weeks)
(safety: data cut-off: November 20, 2022; HRQoL PROs: data cut-off: February 20, 2022)%7 * Peripheral edema was the most common TRAE that led to dose reduction in g O e e e R
- Here, we report long-term safety outcomes and HRQoL PROs from VISION in patients with >3-years follow-up 48 (15.3%) patients, treatment interruptions in 59 (18.8%) patients, and treatment Humber of paients who compIeted the questionnaire at esch v

(data cut-off: May 20, 2024) discontinuation in 19 (6.1%) patients (Tables 3-5) Figure 2. Mean change from baseline in EQ-VAS score*

Table 3. TRAEs leading to dose reductions in =21% of patients
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« VISION (NCT02864992) is a single-arm, Phase II trial of tepotinib in patients with advanced NSCLC harboring Peripheral edema 48 (15.3) 1 T I I [ w
METex14 skipping (Supplementary Figure S1) " OJI 10§ I I 3
i £
— Secondary endpoints included safety and HRQoL PROs Generalized edema 10 (3.2) ‘>f I i I J I i %
« PROs were assessed using the following: Edema 7 (2.2) o 40§ L ° . 9 : . B L 'g'.
- EORTC QLQ-C30 global health status and 5 functional scales; EQ-5D-5L questionnaire and EQ-VAS; EORTC QLQ-LC13: Pleural effusion 5 (1.6) 8 o : y 5 =
cough, dyspnea, and chest pain were predefined items of interest g0 ® o
— Results were scored from 0 to 100 where a change of =10 points from baseline was considered to be the minimal Blood creatinine increased 8 (2.6) o
clinically important difference; higher scores indicate improvement on EORTC QLQ-C30 global health status Hypoalbuminemia 4 (1.3) -120]
and EQ-VAS scores, and lower scores indicate reduced symptoms on EORTC QLQ-LC13 ¢ 12 18 24 30 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216 238 EoT
- PROs were collected at Day 1, every 6 weeks for 9 months, and then every 12 weeks during treatment Fatigue 3 (1.0) a'= 243 225 208 167 139 122 93 74 54 S0 42 37 34 31 31 31 25 15 14 18 15 12 190
— TTD was defined as time from baseline to first 10-point deterioration using Kaplan—Meier estimates; Asthenia 3 (1.0) Time on treatment (weeks)
the proportlon Of patlents WIthOUt deterloratlon Was eStImated every 3 months - *Visits with <10 patients are not presented, with the exception of the EoT/30-day safety follow-up. Dashed lines show minimal clinically important difference of £10 points. In each box plot,
- An MMRM analysis was used to evaluate longitudinal changes from baseline in EORTC QLQ-LC13 symptom scores e S (A0 INUmber of patients who completed fhe questionnaire at ach Vit | e renges (exduding qutiers), and creies indicste ouiers

Abbreviations: AE, adverse event; ECOG PS; Eastern Cooperative Oncology Group performance status; EORTC, European Organisation for Research and Treatment of Cancer; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30; EORTC QLQ-LC13, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Lung Cancer 13; EoT, end-of-treatment; EQ-5D-5L, European Quality of Life 5-dimension 5-level scale; EQ-VAS, European Quality Visual Analog Scale; GHS, global health status; HRQoL, health-related quality of life;

MET, mesenchymal-epithelial transition factor; METex14, MET exon 14; MMRM, Mixed Model Repeated Measures; NSCLC, non-small cell lung cancer; PROs, patient-reported outcomes; SD, standard deviation; TKI, tyrosine kinase inhibitor; TTD, time-to-deterioration; TRAE, treatment-related adverse event.

References: 1. Reungwetwattana T, et al. Lung Cancer. 2017;103:27-37; 2. Rosell R, Karachaliou N. Lancet. 2016;387(10026):1354-1356; 3. Salgia R, et al. Cancer Treat Rev. 2020;87:102022; 4. Veillon R, et al. Clin Lung Cancer 2022; 23(4):320-332; 5. Paik PK, et al. N Engl J Med. 2020;383(10):931-943; 6. Mazieres J, et al. JAMA Oncol. 2023;9:1260-1266; 7. Paik P, et al. J Clin Oncol. 2023;14(Suppl. 16):Poster 9060.

Acknowledgments: The authors would like to thank patients, all investigators and co-investigators, and the teams at all participating centers. The VISION trial was sponsored by Merck (CrossRef Funder ID: 10.13039/100009945). Medical writing assistance was provided by Bhartendu K Srivastava, PhD, on behalf of Syneos Health, UK, and funded by Merck. P t PDF S I t t = I
Disclosures: EP reports advisory/consultancy from Pfizer, Roche, Boehringer Ingelheim, AstraZeneca, BMS, Guardant Health, Novartis, Takeda, AbbVie, Blue Print Medicines, Lilly, Merck, MSD, Janssen, Samsung; speaker’s bureau/expert testimony from Pfizer, Roche, AstraZeneca, BMS, Novartis, Takeda, Lilly, MSD, Medscape, prIME Oncology, Touchtime; Research grant/funding (self) from Fundacion Merck Salud, a private non-profit institution founded by Merck, S.L.U., Madrid, Spain, an affiliate of Merck KGaA, Grant for Oncology Innovation (GOI); Officer/Board of Directors: Grifols (Independent Member); oster upp emen ary materiails
RF reports advisory board fees from MSD and BeiGene; RV reports research funding from Merck; personal consulting fees from Janssen; personal speaker fees from BMS, Takeda; personal speaker bureau fees from Amgen, Sanofi, Roche, AstraZeneca; and travel fees from Pfizer and Janssen; XL reports consulting/advisory role for AstraZeneca, Eli Lilly, EMD Serono Research & Development Institute, Inc., Billerica, MA, USA, an affiliate of Merck KGaA, Novartis, Daiichi Sankyo, Hengrui Therapeutics; research funding from Eli Lilly, Boehringer Ingelheim; EFS reports advisory/consultancy (institution) from Lilly, Copies of this poster obtained through Materials obtained through this Quick
AstraZeneca, Boehringer Ingelheim, Roche/Genentech, BMS, MSD Oncology, Takeda, Bayer, Regeneron, Novartis, Daiichi Sankyo, Seattle Genetics; research funding (institution) from Boehringer Ingelheim, Bayer, Roche/Genentech, AstraZeneca, BMS; JM reports advisory board fees from Roche, BMS, MSD, AstraZeneca, Pfizer, Novartis, Merck, Amgen, Takeda, Daiichi Sankyo; research funding (institution) from Roche/Genentech, AstraZeneca, Bristol Myers Squibb; ABC reports research funding from Novartis, Merck; honoraria from AstraZeneca, BMS, Novartis, MSD, Pfizer, Roche, Takeda; consulting or advisory role this Quick Response (QR) Code are for Response (QR) Code are for personal use
from AstraZeneca, BMS, Novartis, Pfizer, Roche, Takeda; travel expenses from AstraZeneca, MSD, Novartis, Pfizer, Roche, Takeda; JR reports consulting or advisory role from Merck, Lilly, AstraZeneca, Pfizer, BMS, Roche; MT reports honoraria — scientific meetings (self) from AbbVie, BMS, MSD, AstraZeneca, Novartis, Roche, Takeda, Lilly, Chugai, Celgene, Boehringer Ingelheim, Pfizer, Janssen, GSK, Merck, Sanofi, Amgen; travelling support (self) from AbbVie, BMS, MSD, AstraZeneca, Novartis, Roche, Takeda, Lilly, Chugai Pharma, Celgene, Boehringer Ingelheim, Pfizer; advisory board honoraria (self) from AbbVie, | | d tb = ‘!' - | d tb d d without
BMS, MSD, AstraZeneca, Novartis, Roche, Takeda, Lilly, Chugai Pharma, Celgene, Boehringer Ingelheim, Pfizer, Janssen, Daiichi Sankyo, GSK, Merck, Sanofi, Amgen; research funding (institution) from BMS, AstraZeneca, Roche, Takeda; NR reports honoraria - scientific meetings (self) and travelling support (self) from BMS, MSD, AstraZeneca, Roche, Takeda, Boehringer Ingelheim, Pfizer; advisory board honoraria (self) from BMS, MSD, AstraZeneca, Roche, Takeda, Boehringer Ingelheim, Pfizer; honoraria for advisory and speaker activities from Amgen, AstraZeneca, Bristol Myers Squibb, Boehringer Ingelheim, personal use only and may not be 1 iy only and may not be reproduced withou

Hoffmann-La Roche, MSD, Merck, Pfizer, Sanofi and Takeda. JCHY reports advisory or consultancy services from Amgen, Bayer, Boehringer Ingelheim, BMS, Daiichi Sankyo, MSD, Novartis, Roche/Genentech, Takeda Oncology, Yuhan Pharmaceuticals, Ono Pharmaceuticals, Pfizer; MJA reports advisory or consultancy services from AstraZeneca, Lilly, Amgen, Merck, MSD, Takeda, ONO, Pfizer, YUHAN, Alpha-pharmaceuticals, Daiichi Sankyo, Roche; JZ reports research funding from Pfizer; honoraria from AstraZeneca, BMS, Novartis, MSD, Pfizer, Roche, Takeda; consulting or advisory role from AstraZeneca, Novartis, reproduced without p?rm'ss'on from the written perml_ssmn from the author of
Pfizer, BeiGene; FG reports consulting/advisory role from AstraZeneca, Roche/Genentech, Pfizer, Boehringer Ingelheim, MSD, Bristol Myers Squibb, Celgene, Takeda, AbbVie, Novartis, Bayer, Merck; honoraria from Roche/Genentech, Boehringer Ingelheim, Pfizer, AbbVie, MSD, Bristol Myers Squibb, Ipsen, Novartis, AstraZeneca, Merck; research institute expenses from AstraZeneca, Boehringer Ingelheim, Bristol Myers Squibb, MSD, Celgene, Lilly, Novartis, Pfizer, Roche, Takeda; SV reports consulting or advisory role from AbbVie, BMS, Roche, Takeda, AstraZeneca, MSD; speaker’s bureau fees from BMS, MSD, Roche, the author of this poster. H | - this poster.

AstraZeneca; travel expenses from Roche, OSE Pharma, BMS, MSD, Merck, Puma Biotechnology, Janssen Cilag; EV is an employee of Merck B.V., Schiphol-Rijk, Netherlands, an affiliate of Merck KGaA; CP, AJ, and RB are employees of Merck; AJ and RB also hold stocks in Merck. PKP reports grants or contracts (institutional research) from EMD Serono Research & Development Institute, Inc., Billerica, MA, USA, an affiliate of Merck KGaA, Summit Pharmaceuticals; consulting fees from Novartis, Janssen, Bicara, EMD Serono Research & Development Institute, Inc., Billerica, MA, USA, an affiliate of Merck KGaA; Correspondence: T Correspondence:

advisory board fees from AstraZeneca and Janssen. . . . )
*n.reinmuth@asklepios.com n.reinmuth@asklepios.com n.reinmuth@asklepios.com

Poster P3.12.40 | Presented at the World Conference on Lung Cancer (WCLC) | 6-9 September, 2025 | Barcelona, Spain


mailto:*enriqueta.felip@vallhebron.cat

Safety and Patient-Reported Outcomes with
Tepotinib in Patients with METex14 Skipping NSCLC:
=3-years Follow-Up of VISION

Enriqueta Felip!, Roberto Ferrara23, Remi Veillon4, Xiuning Le>, Egbert F. Smit®, Julien Mazieres?,
Alexis B. Cortot8, Jo Raskin®, Michael Thomasi?11, Niels Reinmuth!?, James Chih-Hsin Yang!3,
Myung-Ju Ahn14, Jun Zhao!®, Frank Griesinger'®, Santiago Viteril7, Erica Velthuis®, Chris Pescott!®,
Andreas Johne2?, Rolf Bruns2!, Paul K. Paik22

1Department of Oncology, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; 2Fondazione IRCCS Istituto Nazionale dei Nt I, G, 3Universita Vita-Salute San Raffaele Milano, Milan, Italy; “CHU Bordeaux, service des
maladies respiratoires, Bordeaux, France; 5Department of Thoracic Head and Neck Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX, USA; SDepartment of Pulmonary Diseases, Leiden University Medical Centre,
Leiden, Netheriands: “CHU de Toulouse, Univerdté paul Sabatier, Toulouse, France: ouniv. Lile, CHU Lile, CNRS Ihserm, sttt basteur de L, UMR9020 - UMR-S. 1277 - Cantner, F-59000 Lite, France; sbepartmentof Pulmonology and
Thoracic Oncology, Antwerp University Hospital (UZA), Edegem, Belgium; ©%Department of Thoracic Oncology, ThoraxKiinik, Heidelberg University Hospital and National Center for Tumor Diseases (NCT), NCT Heidelberg, a partnership between
DKF2 and Heidelberg Universiy Hospia, Heldelberg, Germany T ansiational Lung Research Center Heldelberg (TLRC-H), Member o the German Center for Lung Research (DZL), Heilberg, Geimany; 12Askispios Ciice Mrich- ety
Department of Thoracic Oncology, Gauting, Germany; 1*Department of Medical Oncology, National Taiwan University Cancer Center, Talpzl s 14Section of Hematology-Oncology, Department of Medicine, Samsung Medical

Sungkyunkwan University School of Medicine, Seoul, South Korea; 15Key Laboratory of Carcinogenesis and Translational Research cation/Befing), Departmentof Thoradic oncology, peking Unieraty Cancer Hospital and Institute,
Beiing, Cina; 16pis:Fotpital, Universty Medicine Okdenburg, Departmentof Hematology and Oncology, Univer sty DepartrentIternl Hedicine-Oncology, Otenburg, Germany: 1 nsttuto Oncalégico br (Bl g WD iy B
Grupo Quiron Salud, Barcelona, Spain; '*Global Program Safety Lead, Merck B.V., Schiphol-Rijk, Netherlands, an affiliate of Merck KGaA; *“Global Value Demonstration, Merck Healthcare KGaA, Darmstadt, Germany; 20Global Clinical Development,
Merck Healthcare KGaA, Darmstadt, Germany; 'Department of Biostatistics, Merck Healthcare KGaA, Darmstadt, Germany; 2Thoracic Oncology Service, Memorial Sloan-Kettering Cancer Center, New York, NY, USA.

@ SUPPLEMENTARY RESULTS

Supplementary Figure S1. Study design, endpoints, and eligibility criteria of VISION

Endpoints (data cut-off: May 20, 2024
Cohort A U « el )

Patients with (primary

advanced or analysis) Tepotinib Primary e Objective response by IRC
metastatic 500 mg endpoint per RECIST v1.1

NSCLC with (450 mg

METex14 active

skipping moiety) * DOR, PFS, OS
(by LBx and/or Cohort C Oral QD" Key « Safety (per NCI-CTCAE v4.03)
TBX) (confirmatory secondary « PROs (EORTC QLQ-C30,
analysis) endpoints EQ-5D-5L, EORTC QLQ-LC13
symptom scores)

Key inclusion criteria

« 218 years of age

« Histologically or cytologically confirmed NSCLC with METex14
skipping detected by LBx and/or TBx

+ Measurable disease

» ECOGPS 0/1

*  Prior immunotherapy allowed

Key exclusion criteria

Tumors harboring EGFR mutations or
ALK rearrangements

>2 lines of prior therapy

Prior use of MET or HGF inhibitors

*Treatment continues until disease progression, intolerable toxicity, or withdrawal of consent.

Supplementary Table S1. Baseline characteristics

Cohort A+C

Parameter (N=313)

Male 154 (49.2)
Sex, n (%)

Female 159 (50.8)

White 195 (62.3)
Race*, n (%) Asian 106 (33.9)

Black/African American 3(1.0)
Age, years Median (range) 72.0 (41-94)

Adenocarcinoma 252 (80.5)
Histology', n (%) Squamous 28 (8.9)

Sarcomatoid 10 (3.2)

No 154 (49.2)
Smoking history*, n (%)

Yes 149 (47.6)

0 81 (25.9)
ECOG PSS, n (%)

1 231 (73.8)

1L 164 (52.4)
Line of treatment, n (%)

2L+ 149 (47.6)
*Nine patients had race reported as ‘other’ or 21 ents had other histologies and two were missing. ¥Smoking history was missing for

10 patients. 50ne patient had ECOG PS 2.
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mall cell lung c
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Supplementary Figure S2. LS mean change from baseline in EORTC QLQ LC-13 symptom
scales* A. Cough, B. Dyspnea, C. Chest pain
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*Visits with <10 patients are not presented. Dashed lines show minimal clinically important difference of £10 points.
who completed the questionnaire at each visit.

Number of patients

Abbreviations: EORTC QLQ-LC13, European Organisation for Research and Treatment of Cancer Qualtty of Life Questionnaire-Lung Cancer 13; LS, least square; SEM, standard error of t

Poster P3.12.40 | Presented at the World Congress on Lung Cancer (WCLC) | 6-9 September, 2025 | Barcelona, Spain




	Felip_WCLC 2025_VISION_Safety and PRO_poster_approved 09 Sep 2025.pdf
	Slide 1
	Blank Page

	Felip_WCLC 2025_VISION Safety and PRO poster supplement_approved 09 Sep 2025
	Slide 1
	Slide 2
	Blank Page




