Profiling patients with MET exon 14 (METex14) skipping NSCLC

with a sustained clinical benefit to tepotinib in VISION

@ RESULTS

Baseline characteristics Prior treatments

Paul K. Paik!, Egbert F. Smit?, Helene Senellart?, Remi Veillon4, Juergen Alt>, Ingel Demedts®, Hovav Nechustan?, Jianhua Shi8, Christopher Stroh?, . Of the nine patients who received anticancer treatment prior to tepotinib. four patients received
Dilafruz Juraeval?, Marie-Noelle Solbes!!, Rolf Bruns!2, Andreas Johne!3, Terufumi Kato!# « In VISION, 313 patients with NSCLC harboring METex14 skipping were included immunotherF; alone. and eiaht patients received chempothera Svithoué immLI:l)nothera
1Thoracic Oncology Service, Memorial Sloan-Kettering Cancer Center, New York, NY, USA; 2Department of Pulmonary Diseases, Leiden University Medical Centre, Leiden, The Netherlands; 3Department of Medical Oncology, Comprehensive Cancer Center, ° Twent 'SiX atl e ntS ha d a DO R Of > 3 6 mo nthS (ra nge: 3 6 6 — 78 9 . Ta ble 1 ) - py ! g p py py
Institut de Cancérologie de I'Ouest, Saint-Herblain, France; 4CHU Bordeaux, service des maladies respiratoires, Bordeaux, France; SUniversity Medical Center of the Johannes Gutenberg-University Mainz, Mainz, Germany; 6AZ Delta Hospital, Department of Pulmonary y p g . . - (Flg ure 2)
Diseases, Roeselare, Belgium; “Hadassah University Hospital - Ein Kerem, Jerusalem, Israel; 8Department of Medical Oncology, Linyi Cancer Hospital, Linyi, China; °Clinical Measurement Sciences, the healthcare business of Merck KGaA, Darmstadt, Germany; . . .
10Clinical Measurement Sciences, the healthcare business of Merck KGaA, Darmstadt, Germany; 'Oncology Medical Unit, Merck Serono S.A.S., Lyon, France, an affiliate of Merck KGaA, Darmstadt, Germany; 12Department of Biostatistics, the healthcare business - M ed Ian ag e Of these patl entS was 67 . 7 yea rs (ra ng e: 5 2 - 84) 7 5 3 . 80/0 were ma Ie, 50 . 00/0 were Wh |te
of Merck KGaA, Darmstadt, Germany; 3Global Clinical Development, the healthcare business of Merck KGaA, Darmstadt, Germany; “Department of Thoracic Oncology, Kanagawa Cancer Center, Yokohama, Japan 0 . 0 . o . . o
and 34.6% were Asian, 92.3% had adenocarcinoma, 53.8% had a history of smoking, and 53.8%

were L+ and 65.4% were T+ Figure 2. Sankey plot for previously treated patients with long-term treatment response

- Median duration of treatment was 50.7 months (range: 15.9-83.1)
- Seventeen patients received tepotinib as first line and nine as second-or-later line of therapy (Table 1) n=1(11.1%)

n=2 (22.2%)

Table 1. Baseline characteristics in the overall population and in patients with a long-term nes (33308

() concLusions
treatment response

« Patients who achieved long-term responses to tepotinib in VISION had similar clinical characteristics 5 ” — : . ,
verall population ong-term responders
and safety outcomes to the overall population of patients from VISION? |
n=1(11.1%)

NGS baseline profiles of these patients did not reveal any other targetable oncogenic mutations Sex, n (%) ra'e | i: (;‘3'2) 1‘2‘ (jz'i)
Continued disease control in many patients at data cut-off, including selected patients after treatment o 1os §62:3; i3 ESO:O; T I T
discontinuation, supports the potential for prolonged clinical benefit with tepotinib Race, n (%)* Asian 106 (33.9) 9 (34.6) n=7 (77.8%)
— This is consistent with observations reported from other MET TKIs in METex14 skipping NSCLC23 ERELYITERR AEEIEER 3.(1.0) v
Age, years Median (range) 72.0 (41-94) 67.7 (52-84) (R
Adenocarcinoma 252 (80.5) 24 (92.3)
Histology, n (%) Squamous 28 (8.9) 1(3.8)
PLAIN LANGUAGE SUMMARY Sarcomatoid 10 (3.2) 0
Tep0t|n|b’ an antlcancer drug taken by mOUth’ IS approved in many Countries for patlents Wlth non_sma” Ce” Smoking history, n (°/o)* No 154 (49.2) 11(42.3) reamen Tepotini:eglm::n;zl Other Rlegér:::wo_tt\erapy without concurrent immtengcl::\:a;; ImmE:StI::'Zp:Zas monotiZ?zlar;:n "
lung cancer (NSCLC) that has spread through the body and carries a particular genetic alteration called Yes 149 (47.6) 14 (53.8)
MET exon 14 (METex14) skipping 0 81 (25.9) 9 (34.6)
Previous reports have shared results about the effectiveness, safety, and quality of life from the VISION study ECOG PS, n (%)° 1 231 (73.8) 17 (65.4) . ]
that studied tepotinib in patients who have NSCLC with METex14 skipping _ " SPy— ey Biomarker analysis | | | _
Background On this poster, we show results from an analysis focused on the group of patients whose tumors responded to Line of treatment, n (%) S 149 (47.6) 9 (34.6) - Baseline DNA NGS profiles were available for 22/26 (84.6%) patients with long-term response (Figure 3)
tepotinib treatment for more than 3 years. The aim was to better describe these patients and learn more _ - _ e _ _ o - TP53 mutations were common and observed in 12/22 (54.5%) patients
) *Nine patients in the overall population had race reported as “other” or missing; among patients with a long-term response, race was reported as “other” or not collected at the
about IOng-term benefit site for four patients. *In the overall population, 21 patients had other histologies and two had missing data; among those with a long-term response, one patient had - No Oncogenic ALK, ROS, or RET fusions were detected
‘adenocarcinoma, sarcomatoid’ histology. *Smoking history was missing for 10 patients in the overall population and one patient in those with a long-term response. . . . . ]
Of 313 patients with METex14 skipping NSCLC who participated in the VISION trial, 26 patients (8.3%) One patient had an FCOGFS of 2 n the overall popuiation. - No concomitant point mutations or indels in KRAS, NRAS, BRAF, PIK3CA, PTEN, EGFR, or RB1 were found
experienced a treatment response that lasted longer than 36 months Efficacy data - High-level METamp was observed in 3/22 (13.6%) patients
Average age of the patients was 67.7 years; 53.8% were male; 53.8% had a history of smoking - Twenty-four patients experienced a >50% decrease in the sum of longest diameters from baseline, « At Week 6, complete molecular response, defined as clearance of METex14 skipping in ctDNA, was observed
e 14 patients were still receiving tepotinib at the date of data cut-off (May 20, 2024) while six patients had a >80% decrease in 9/15 patients, while 6/15 patients remained persistently undetectable in ctDNA from baseline through
characteristics 17 patients received tepotinib as their first treatment, and nine patients received tepotinib after one or more - Eighteen patients’ cancer had not progressed at the data cut-off of May 20, 2024, and 14 patients were still Week 6
earlier treatments receiving treatment (Figure 1) - A similar pattern was observed at Week 12, with 9/15 clearance and 6/15 undetectable from baseline
Patients with METex14 skipping NSCLC had an average treatment duration of 50.7 months Figure 1. Duration of treatment in patients with long-term treatment response through Week 12
24 patients had a tumor size reduction of more than 50%
In some patients who stopped tepotinib early because of side effects, the treatment benefit continued for up to . Figure 3. Clinical outcomes according to baseline ctDNA profile
52 months after stopping tepotinib
Efficacy Among the 22 patients who had DNA genetic testing results available, about 55% had changes in the TP53 gene, 80
outcomes and about 14% had high-level MET amplification To 60
K
This analysis shows that a small group of patients with advanced METex14 skipping NSCLC had very long-lasting 42 °§3 22
benefit from tepotinib, with treatment responses lasting more than 3 years 9 0 0
~25% patients had large tumor shrinkage, and some patients continued to experience treatment benefit even ‘g L 20 B
after stopping treatment because of side effects = ® 20 aﬁ;
Safety These fir\dings are cops_istent with _previous results in the o_veraII patient populat_ion of t_he VISION stud_y, _ 2 L 60 E%
TS suggesting that tepotinib can provide durable, long-term disease control for patients with METex14 skipping NSCLC S e repotin Reduced Best overall 0 3
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Tepotinib, an oral, once-daily, and highly selective MET TKI, has been approved for the treatment of advanced/metastatic NE1
METex14 skipping NSCLC in many countries*> . ; ; : :
0 10 30 50 70 90
« The VISION study has demonstrated robust and durable efficacy and safety of tepotinib in patients with METex14 skipping NSCLC Time (months) FREB2 )
with >3 years’ follow-up (data cut-off: May 20, 2024)! Safety GNAS
« Tepotinib has been included as a recommended targeted treatment option for patients with advanced NSCLC harboring EGFR : - -
METex14 skipping in both the ESMO living guideline for oncogene-addicted metastatic NSCLC (v1.3, February 2026)¢ and in the « In 12 patients who discontinued treatment, reasons for discontinuation were: adverse events (n=5), BRAF . .
US National Comprehensive Cancer Network® (NCCN®) Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for NSCLC disease progression per investigator (n=3), non-compliance with study protocol requirements (n=1),
(Version 5.2026; March 13, 2026)’ consent withdrawal (n=1), and other reasons (n=2) CDK6 . .
- Here, we provide a subset analysis of patients from VISION who experienced long-term responses to tepotinib to identify clinical - Among the five patients who discontinued treatment due to adverse events, these included edema PIK3CA .
characteristics associated with durable benefit (data cut-off: May 20, 2024) (n=1), peripheral edema (n=2), diarrhea (n=1), and dyspnea (n=2) SNV/Indel

detected at baseline

« Among four patients with long-term responses who stopped treatment early due to adverse events

M ETHODS (prior to disease progression), continued responses were observed for up to 52 months after tepotinib - | | | B | | | = B | | B | | |

y discontinuation without any further subsequent anticancer treatment (Table 2) METex14 variant effect - -
« VISION (NCT02864992) is a single-arm, Phase II trial of tepotinib in patients with advanced NSCLC harboring ] . . _
METex14 skipping? Table 2. DOR, PFS, and BOR in patients with long-term response who stopped treatment due to AE METex14 variant type
— Patients with advanced/metastatic METex14 skipping NSCLC, detected by tissue and/or liquid biopsy, received tepotinib m Treatment duration (months)
500 mg (450 mg active moiety) once daily 1 59.4 259 7.3 - DOR (months) LinFe_ otfl_treatment ﬁ‘nzlggn\glalld:al:eel:::ted MES'l'el?(14 vari?nt effect
. . . Irst line plice acceptor
- Primary endpoint was objective response (RECIST v1.1) by IRC Best overall response i Second-or-later line Yes Splice donor
) _ 2 16.3 68.7%* 70.1 PR Complete response ) Not evaluable B rolypyrimidine tract
- Secondary endPOIntS Included DOR and Safety 3 15.9 48.1 49.4 PR rerielresponse Tyﬁ/li;ftig:ne alteration present METex14 detected in LBx METex14 variant type
« Exploratory analyses of baseline and on-treatment liquid biopsy biomarkers were carried out for potential prognostic, predictive, : : : * Amplification o Mlves SNV
4 35.7 40.1 41.4 PR ! Both mutation and amplification No Indel

or pharmacodynamic relevance
« For this subset analysis, patients with a long-term response were defined as those with a DOR to tepotinib of >36 months

*Response was ongoing as of February 26, 2026 without any further anticancer treatment.

Abbreviations: 1L, first line; 2L, second-or-later line; BOR, best overall response; CR, complete response; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ESMO, European Society for Medical Oncology; IRC, independent review committee; L+, patients with positive liquid biopsy results for METex14 skipping; LBX, liquid biopsy; METamp, MET amplification, METex14, MET exon 14; NCCN, National Comprehensive Cancer Network; NGS, next-generation sequencing; NSCLC, non-small cell lung cancer; PR, partial response; PFS, progression-free survival; RECIST v1.1,

Response Evaluation Criteria; SNV, single nucleotide variant.

in Solid Tumors version 1.1; SOLD, sum of longest diameters; T+, patients with positive tissue biopsy results for METex14 skipping; TKI, tyrosine kinase inhibitor. Poster PDF
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