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Tepotinib in Asian patients with MET exon 14 skipping non-small
cell lung cancer (NSCLC) in long-term follow-up from VISION
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Baseline characteristics Figure 3. (A) DOR, (B) PFS, and (C) OS in Asian patients according to line of therapy Figure 4. HRQoL scores* mean change from baseline in Asian patients by line of therapy (N=99;
= = t -
Myung-Ju Ahn?, Terufumi Kato?, James Chih-Hsin Yang3, Hiroshi Sakai4, Masahiro Morise®, Yuh-Min Chen®, Ji-Youn Han’, « 106 Asian patients were enrolled: 100 in Asia (38 in Japan, 20 in South Korea, 12 in Taiwan, A) 1.0 4 Line of Y PpTE—— ;;in‘g;;al’;:m Es;clo)regAf)oE?rzgmeelF\?-E;'SeG:n%’ |§iﬁ/iii?l/ctl*%:?eld_cplaiigﬁttjsgh, (C) dyspnea, and (D) chest
Jin-Ji Yang®, Jun Zhao®, Te-Chun Hsial9, Karin Berghoffl!, Rolf Bruns?, Helene Vioix!3, Simone Lang!4, Andreas Johnel4, 30 in China) and six outside Asia 0.9 - (95% él) !
Xiuning Le'>, Paul K. Paik?® - Asian patients were predominantly elderly, most had adenocarcinoma, and a majority had ECOG PS 1 g 1L (n=32) 34.4  20.7 (10.4, ne) A) 20 - EORTC QLQ-C30 GHS —e—1L —e—2L+
IDivision of Hematology Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; 2Department of Thoracic (Table 1) g 0.8 - 2L+ (n:28) 50.0 10.8 (5-6, 20-8) -
Oncology, Kanagawa Cancer Center, Yokohama, Japan; 3Department of Medical Oncology, National Taiwan University Hospital and National Taiwan University Cancer Center, Taipei, s B ()] 10 c
Taiwan; “Department of Thoracic Oncology, Saitama Cancer Center, Kitaadachi-gun, Japan; >Department of Respiratory Medicine, Nagoya University Graduate School of Medicine, Nagoya, - . i - - - (7)) 0.7 o v
Japan; éDepartment of Chest Medicine, Taipei Veterans General Hospital, and School of Medicine, National Yang-Ming University, Taipei, Taiwan; The Center for Lung Cancer, National Table 1. Baseline characteristics in Asian patlents v g — £
Cancer Center, Goyang, Republic of Korea; 8Department of Oncology, Guangdong Lung Cancer Institute, Guangdong General Hospital and Guangdong Academy of Medical Sciences, a—, 0.6 o W O ¢ - e N e T g
Guan_gzhou,_ China; 9D_epartment of Thor_acic Oncology, Peking University Cancer Hospital and Institute, Beijing, Chinaz 1ODe_pa_rtment of Internal Medicine, China Medical University Baseline characteristics Asian patients (N: 106) ‘D (8 g °
Hospital, Taichung, Taiwan; 11Global Patient Safety, Merck Healthcare KGaA, Darmstadt, Germany; 2Department of Biostatistics, Merck Healthcare KGaA, Darmstadt, Germany; 13Global s 0.5 g N 'n-_
Evid d Value D , Merck Healthcare KGaA, D dt, G ; “Global Clinical Devel , Merck Healthcare KGaA, D dt, G ; 15D f Thoraci : _ ! ! ! ! |
H\gacT r:;\edal\ll"eckaM:?jic:nggtggﬁgy, 'I'ehrecz Unﬁlae:sii?/rgf Te?(as MaIDm;?\tclaertsoneCr:?:cnez' Centgr,aHOl.llgégan, T?(\,leU%?AT?QI;epae:tcmen?caog I\ﬁzzei:cine? Thoiraa:::?cs tcz;]nzolozrym;:r»\l/ice, ;Z;rgﬂ:In;I%an-z;?:gging Median age’ years (range) 70.5 (52 89) é 0.4 - g E
Cancer Center, New York, NY, USA Male 64 (60 4) 8 1 -20 T T T T T T T T T T T 1
Sex. n (% ' & 0.3+ 0 6 12 18 24 30 36 48 60 72 84 96 108
, N (%)
Female 42 (39.6) X 0o 1L - Time on treatment (weeks)
Q CO N C LU SIO N S Smoking history, n (%) Yes 43 (43.4) 0.1 - — 2L+
Adenocarcinoma 84 (79.2) 0.0 | | | | | | | | | | | | | | | | | | | | | B) 20 - EORTC QLQ-LC13 cough symptom score ——1L ——2 +
VISION included the largest population of Asian patients with METex14 skipping NSCLC in a MET Histology, n (%) Squamous 7 (6.6) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 @ 10 B
TKI trial Sarcomatoid 5 (4.7) Patients at risk: Time (months) o 3
' iL 32 30 22 18 14 13 9 5 4 3 3 3 3 2 2 1 1 1 1 0 O S O 'g
In long-term follow-up in the Asian subgroup, tepotinib had robust and durable activity with an ORR ECOG PS, n (%) 0 28 (26.4) 2L+ 28 26 1510 7 6 5 2 2 0 0 0O 0 O O O O O O 0 O gii_lo <
/] v
of 56.6%, mMDOR of 18.5 months, mPFS of 13.8 months, and mOS of 25.5 months 1 /8 (73.6) B) 10- - B z ,3
Efficacy was greatest in 1L, with an ORR of 64.0%, mDOR of 20.7 months, mPFS of 16.5 months, Line of therapy, n (%) - >0 (47.2) 0-97 —'50) 50.0 SO/C 49.7) 0 ° 12 18 24 30 36 48 60 72 84 26 108
2L+ 56 (52.8 - ' ' DA i
and mOS of 32.7 months = - E 3; g 08 2L+ (n=56) 536 12.1 (6.8, 19.9) Time on treatment (weeks)
. . ) . ) . METex14 skipping detection, Liquid biopsy 48 (45. € 0.7-
Efficacy in Asian patients was comparable to that seen in the overall population? n (%) PRIng Tese Biomsy 83 (78.3) A ) 20 - EORTC QLQ-LC13 dyspnea symptom score —e-1L —e—2L+
. a 6 -
Overall HRQoL and symptom scores in Asian patients remained stable during treatment & o5 10
.. ) _ _ ) _ Efficacy -é-, - . o 5
_ 5~
Tepotinib demonstrated manageable safety in Asian patients, with no new safety signals . In Asian patients overall, ORR was 56.6% (95% CI: 46.6, 66.2), mDOR was 18.5 months (95% CI: T 04 L = = SWw o ki
10.4, ne), mPFS was 13.8 months (95% CI: 10.8, 22.0), and mOS was 25.5 months (95% CI: 8 03 H T <
19.3, 36.4) (Table 2) S 02- 1L . g ) ?D
» Patients in 1L had an ORR of 64.0% (95% CI: 49.2, 77.1) with an mDOR of 20.7 months (95% CI: 0.1- — 2L+ -20 ; ; ; ; : : : : ; : . . B
INTRODUCTION 10.4, ne), mPFS of 16.5 months (95% CI: 9.6, 49.7), and mOS of 32.7 months (95% CI: 16.3, ne) 0.0 0 6 12 18 24 30 36 48 60 72 84 96 108
(Table 2, Figure 3) S ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ | | ‘ ‘ Time on treatment (weeks)
2 ! 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Iveo'ilodtwl';’e ?ngltccj?ndalslgvae?gl mglg'rz’ gfl'fncttr'l‘é;'\ﬂET TKI,* is approved for METex14 skipping NSCLC in many countries . Patients in 2L+ had an ORR of 50.0% (95% CI: 36.3, 63.7) with an mDOR of 10.8 months Dationte af rick: Time (months) o)
. J . . . . . . . (95% CI: 5.6, 20.8), mPFS of 12.1 months (95% CI: 6.8, 19.9), and mOS of 23.7 months 1L 50 42 36 25 20 17 13 10 6 5 4 4 4 3 3 2 2 1 1 1 0 EORTC QLQ-LC13 chest pain symptom score ——1L  —e-2L+
» Tepotinib has been incorporated into clinical practice guidelines,>® including the ATORG Expert Consensus,* which (95% CI: 17.1, 34.4) (Table 2, Figure 3) 2dL+ 56 44 30 19 15 9 8 5 4 3 0 O 0 O 0 O O O 0 o0 o© 20 1
recommends tepotinib 1_’or treatment—nalv.e .and previously treated patl-e|-1ts W'th_ METe-x14 skipping NSCLC - Overall in Asian patients, ORR was consistent irrespective of age, smoking history, and other R
- In the global VISION trial (N=313), tepotinib demonstrated durable clinical activity with an ORR of 51.4% and a baseline characteristics (Figure 2, S1) £ 5
median DOR of 18.0 months in long-term follow-up (median 32.6 months; data cut-off: November 20, 2022)! C) -5§ 0 E
- Here, we report long-term outcomes from VISION in the subgroup of Asian patients Table 2. Efficacy outcomes in Asian patients, overall, and by line of therapy L0 Mges‘!,'/i"z:’lm°"ths 8 ~-10 %
0.9 - 9
1L (n=50 44.0 32.7 (16.3, s 3
Efficacy outcomes Overall (N=106) 1L (n=50) 2L+ (n=56) o 08 ZLJEn(n=5)6) 57.1 23.7 E17_1, 22?4) -20 . ©
. METH 0 DS 5 0 6 12 18 24 30 36 48 60 72 84 96 108
) ) _ o _ _ _ ORR, n (%) 60 (56.6 32 (64.0 28 (50.0 E 074 Time on treatment (weeks)
« VISION (NCT02864992) is a single-arm, Phase II trial of tepotinib in patients with advanced NSCLC harboring [95% C%] 0 [46€§ 66 )2] [49 2( 77 )1] [36 3( 63 )7] o
k. . F. 1 =g D ey D =~ . (0] 0.6 *EORTC QLQ-C30 GHS patient functioning_scales - higher scores indicate greater function (scale 0-100). EORTC QLQ LC13 symptom score - lower scores indicate milder
METeX14 S Ipplng ( Igure ) . - symptoms (scale 0-100). "Overall, 100 Asian patients across treatment completed the EORTC QLQ LC13 symptom score, EORTC QLQ-C30 GHS, and EQ-5D-5L VAS;
. Subgroup analyses Of patients Of Asian race was preplanned DOR Medlan/ months 18.5 20.7 10.8 g 0.5 - however, there were no baseline PRO score observations for one patient. Dashed lines show minimal clinically important difference of +/- 10 points.
(95% CI) (10.4, ne) (10.4, ne) (5.6, 20.8) s “ ' —H = b
Figure 1. Study design, eligibility criteria, and endpoints of VISION oFe Median, months 13.8 16.5 12.1 lg 0.4 - 1‘_‘ Safety
Endpoints (data cut-off: Nov 20, 2022) (95% CI) (10.8, 22.0) (9.6, 49.7) (6.8, 19.9) s 03- H———— - The majority of patients had treatment-related AEs of Grade 1/2 (Table 3)
" , 1 - - - - -
Patients with Cohort A Tepotinib 0S Median, months 25.5 32.7 23.7 X 024 1L — Grade =3 treatment-related AEs occurred in 39.6% of patients; 13.2% of patients discontinued
advanced or (primary) 500 mg Primary e Objective response by IRC (95% CI) (19.3, 36.4) (16.3, ne) (17.1, 34.4) 01  —2L+ treatment due to treatment-related AEs
tastatic NSCLC endpoint RECIST v1.1 ' . i
mviifhsl\?ll.ifrex14 (15Cfc)ivn;9 P EZFR — O\; ROuL* (FORTC QLO-C30 Figure 2. ORR in subgroups according to age and smoking history 00 - PeaneraII egllema was thedmos6t2cgg/1m?n treatme(gt—rglagedﬁ;/e)un(y_/rgll;alldestll*§atment—related
c i : . / » OS5, 0 -C50, R | ‘ ‘ ‘ ‘ ‘ | | : ‘ | ‘ ‘ ‘ ‘ ‘ | | | | eripheral edema occurred in 62.3% of patients (Grade 3: 7.5% able
skipping by LBx e (2 moiety) Key EQ-5D-5L. and EORTC QLQ-LC13 symptom TE———— I R 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 perip P
and/or TBx (confirmator Oral QD secondary scores) - - Time (months) Table 3. Tepotinib safety profile in Asian patients (N=106)
12 endpoints <75 vears 70 — e 54.3 (41.9, 66.3) Patients at risk: Ime o S . P YP P
» Safety (per NCI-CTCAE v4.03) Age Y . St e 1L 50 48 44 42 39 32 27 19 15 12 11 7 7 4 4 4 3 3 3 3 0 AE, n (%) All cause AEs Treatment-related AEs
> C ° i
Q Key inclusion criteria 6 Key exclusion criteria ;75 years j: 2:; E:;.i, ;S.Sla; 2L+ 56 52 49 42 39 33 29 23 20 17 11 9 6 3 2 1 0O O O O O Any AE 105 (99.1) 101 (95.3)
- >18 f . : ; _ _ es = . = : .0, 69.
. Histo}lc?gai;;l)y 3?ecytologically confirmed NSCLC . qun]lior]rgsh:frgﬁigrr\%hicr?;gymutat|ons or ALK rearrangements Smoking History* N 58 . . . 60.3 (46.6. 73.0 HRQolL Sgac:e iB Alis q ducti gg (2;'3) :; (gg'g)
with METex14 skipping detected by LBx and/or TBXx » Prior use of MET inhibitors © , , - , . , -3 (46.6,73.0) Overall, HRQoL data were available from 99 Asian patients (1L, n=48; 2L+, n=51) with baseline > 'eading to dose reduction EEE) )
: E/Ice:gzugasblg/cljisease 0 20 40 60 80 100 and at least one post-baseline observation AEs leading to treatment interruption 58 (54.7) 51 (48.1)
+ Prior immunotherapy allowed FSmoking history was missing i two patiente. ORR, % (95% CI) - EORTC QLQ-C30 GHS and EQ-5D-5L VAS remained stable during treatment (Figure 4, S2) AEs leading to permanent discontinuation 21 (19.8) 14 (13.2)
*Treatment continues until disease progression, intolerable toxicity, or withdrawal of consent. TLinear mixed model regression was performed to obtain the mean change from baseline for each of the PROs. ¢ EORTC QLQ_LC]'B Symptom scores aISO Showed Stablllty in COUgh, dyspneal and CheSt pain (Figure 4) AES leadlng o death 10 (94) 1 (09)

Abbreviations: 1L, first line; 2L+, second or later line; AE, adverse event; ALK, anaplastic lymphoma kinase; ATORG, Asian Thoracic Oncology Research Group; CI, confidence interval; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; EORTC, European Organisation for the Research and Treatment of Cancer; EQ-5D-5L, European Quality of Life five-dimension five-level; GHS, global health score; HRQoL, health-related quality of life; IRC, independent review committee; LBx, liquid biopsy; m, median; POSTER PDF

MET, mesenchymal-epithelial transition factor; METex14, MET exon 14; NCI-CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events; ne, not estimable; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PRO, patient-reported outcome; QD, once daily; QLQ-C30, Quality of Life Questionnaire Core 30; QLQ-LC13, Quality of Life Questionnaire Lung Cancer 13; RECIST, Response Evaluation Criteria in Solid Tumors; SE, standard error; TBx, tissue biopsy; TKI, tyrosine kinase inhibitor; VAS, visual analogue scale. E- E Supplementary materials

References: 1. Mazieres ], et al. JAMA Oncol. 2023. doi:10.1001/jamaoncol.2023.1962; 2. Bladt F, et al. Clin Cancer Res. 2013;19(11):2941-2951; 3. Paik PK, et al. N Engl/ J Med. 2020;383(10):931-943; 4. Ahn MJ, et al. Clin Lung Cancer. 2022;S1525-7304(22)00165-6; 5. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung Cancer V.3.2023. © National Comprehensive Cancer Network, Inc. 2023. All rights reserved. Accessed June 14, 2023. To view the most recent and complete version of the guideline, Copies of this poster obtained through this

go online to NCCN.org. NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way; 6. Hendriks LE, et al. Annals of Oncol. 2023;34(4):339-357. Quick Response (QR) Code are for personal use Materials obtained through this Quick

only and may not be reproduced without =1 Response (QR) Code are for personal use

Acknowledgments: The authors would like to thank patients, all investigators and co-investigators, and the study teams at all participating centers and at Merck. The trial was sponsored by Merck (CrossRef Funder ID: 10.13039/100009945). Medical writing and editorial assistance was provided by Bhartendu K Srivastava, PhD, of Syneos Health, UK, and funded by Merck. permission from WCLC or the corresponding 1 only and may not be reproduced without the
Disclosures: Myung-Ju Ahn- Honoraria: AstraZeneca, Bristol Myers Squibb, MSD, Lilly, Ono Pharmaceutical, Roche, Takeda, YUHAN, Amgen, Merck; Consultancy/advisory fees: AstraZeneca, Bristol Myers Squibb, Takeda, Lilly, MSD, Ono Pharmaceutical, Amgen, Novartis, Roche, YUHAN, Arcus, Pfizer, Daiichi Sankyo, Alpha Pharmaceuticals, Merck, Merck Biopharma Co., Ltd., Tokyo, Japan, an affiliate of Merck KGaA, Regeneron, AbbVie, Amgen, AstraZeneca, Bristol Myers Squibb, Chugai, Eli Lilly, MSD, Novartis, Ono, Pfizer, Taiho, Boehringer Ingelheim, Daiichi Sankyo, Nippon Kayaku, Takeda. author of this poster. E written permission from the author of this
rqlu_ poster.

Correspondence: Myung-Ju Ahn

Poster P2.11-02 | Presented at the World Conference on Lung Cancer (WCLC) | September 9-12, 2023 | Singapore e




	Slide 1
	Blank Page



