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Treatment (Tx) sequencing with tepotinib in previously treated
patients (pts) with MET exon 14 (METex14) skipping NSCLC in

@ RESULTS

the VISION trial Baseline characteristics Figure 2. Sankey plot for prior and subsequent therapies in previously treated
- - - : : .. : : : : : - Of 313 patients enrolled, 149 were previously treated (median age 70.8 years) patients who received tepotinib (N=149%*)
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All 2L+ (n=149) 2L (n=92) 3L+ (n=57) e (80 L ) s o
Median age, years (range) 70.8 (41-89) 70.4 (41-89) 71.9 (52-88) n=112 (75.2%)
CONCLUSIONS Sex, o
ex, % e oo
’ Female 52.3 50.0 56.1 G20
 Tepotinib demonstrated clinically meaningful efficacy in patients treated in 2L+, including 2L and 3L+ Race. o White 55.7 55.4 56.1
r /0 .
- . an - - - - - . Asian 37.6 39.1 35.1
— Earlier use of tepotinib in the treatment sequence may help maximize the number of patients receiving n=3 (2.0%)
- 1 0 242 250 228 Regimen -3 Regimen -2 Regimen -1 Regimen +1 Regimen +2 Regimen +3
METi therapy ECOG PS, % _ _ _ —
_ _ _ _ _ 1 758 750 77.2 None Other M Platinum-based CT without 10 10 monotherapy M 10 + platinum-based CT M MET inhibitor
« In VISION, patients treated in 2L+ had a median age of 70.8 years; approximately half (50.4%) received
Subsequent treatment ﬁrn:kir!rg o Yes 40.9 39.1 43.9 *Treatment with tepotinib was ongoing in 10 patients at the data cut-off (November 20, 2022).
Istory’, /o No 53.0 54.3 50.9
— ThiS pI‘OpOI‘tion was higher than the 20_300/0 reported fOI‘ 1L CT (o] p IO in the IPSOS tl‘ial in E|der|y patients *Race was missing/not collected at the study site for eight patients, two patients were Black/African American, and one patient was recorded as ‘other’. * Medlan Iong.eSt PFS Wlth SUbsequent platlnum_based CT WlthOUt IOI IO m.()r.]OtheraPYI
(median age 75 years)? *Smoking history was missing in nine patients. or IO + platinum-based CT was poorer than that attained with prior tepotinib (Table 3)
Efficacy outcomes with prior treatments and tepotinib
- After discontinuation of tepotinib, a proportion of 2L+ patients received METi including tepotinib again with y _ P . o P Table 3. Subsequent treatment outcomes with platinum-based CT without I0,
clinical benefit « Across all treatments prior to tepotinib, ORR was 28.9%, mDOR was 6.0 months I0 monotherapy, or IO + platinum-based CT

(IQR: 4.0, 12.0), and mPFS was 5.0 months (IQR: 2.0, 11.0) (Table 2) i
« Qutcomes were similar across prior regimens, including platinum-based CT without IO

(n=99), TO monotherapy (n=59), and 10 + platinum-based CT (n=22) overan
I NTRO DUCTIO N « Compared with prior regimens, outcomes with tepotinib were greatly improved, with an Platinum-based CT without IO 35 2.0 (2.0, 2.0)
ORR of 45.0% (95% CI: 36.8, 53.3), mDOR of 12.6 months (95% CI: 9.5, 18.5), and I0 monotherapy 48 3.0 (2.0, 7.0)
- METex14 skipping is reported in 3-4% of patients with NSCLC and sensitizes the tumor to MET inhibition3-6 mPFS of 11.0 months (95% CI: 8.2, 13.7) in 2L+° 10 + platinum-based CT 17 5.5 (3.5, 7.5)
- Tepotinib, a METi, is approved for treatment of advanced/metastatic METex14 skipping NSCLC, after immunotherapy and/or — Tepotinib outcomes were similar between patients treated in 2L and 3L+ 2L+
platinum-based chemotherapy in the EU, and regardless of prior treatment in other countries including the UK and Table 2. Outcomes with all prior treatments and tepotinib Platinum-based CT without IO 16 2.0 (2.0, 2.0)
Switzerland’-°
h ial inib sh dd bl . dl £ o 9 Efficacy ORR, % mDOR?', months mPFS?', months 10 monotherapy 22 3.5 (2.0, 8.0)
- In the VISION trial, tepotinib showed durable activity regardless of prior treatment T P (95% CI)* (IQR or 95% CI)* | (IQR or 95% CI)* 10 + platinum-based CT 4 3.0 (3.0, 3.0)
- In 1L, ORR was 57.3% (95% CI: 49.4, 65.0), mDOR was 46.4 months (95% CI: 13.8, ne), and mPFS was 12.6 months ; — - ; _
(95% CI: 9.7, 17.7) All treatments prior to tepotinib by investigator assessment BB ibasad CTWROUET0 s 2.0 (2.0, 7.0)
- In 2L+, ORR was 45.0% (95% CI: 36.8, 53.3), mDOR was 12.6 months (95% CI: 9.5, 18.5), and mPFS was 11.0 months
iy W o ( 0 ) ( 0 ) All prior regimens 149 8.9 6.0 5.0 IO monotherapy 19 5.0 (2.0, 8.0)
(95% CI: 8.2, 13.7) (4.0, 12.0) (2.0, 11.0) I0 + platinum-based CT 3 3.0 (3.0, 3.0)
- We report long-term efficacy in previously treated patients according to number of prior treatment lines olat based CT c 0 40 3L+
H : - H - . atinum-bpase - -
(2L/3L+), and outcomes with prior and post-tepotinib treatment (data cut-off: November 20, 2022) st 99 29.3 (3.0, 12.0) (2.0 11.0) Platinum-based CT without IO 4 2.0 (0, 2.0)
IO monotherapy 3 1.0 (1.0, 1.0)
6.0 4.0 IO + platinum-based CT 1
M ETHODS IO monotherapy 59 22.0 (5.0, 9.0) (2.0, 8.0) S P ” inu _ . | | | ne (ne, ne)
m as well as corresponding IQRs were based on a descriptive analysis and not on a survival analysis.
IO + platinum- 5.0 5.0 .
- VISION (NCT02864992) is a single-arm, Phase II trial of tepotinib in patients with advanced NSCLC harboring METex14 based CT 22 22 (1.0, 8.0) (2.0, 7.0) METi rechallenge
skipping (Figure 1) -
- Predefined subgroup analyses evaluated patients treated with tepotinib in 2L, 2L+, and 3L+ * 34 patients received subsequent METi (12 crizotinib, 13 capmatinib, 3 tepotinib,

: . : . , . . . 3 cabozantinib, 2 amivantamab, 2 SYM 015, and 1 elzovantinib) after tepotinib in 2L+
 Prior or post tepotinib treatment was investigator’s choice and the outcomes were reported as per investigator 2L+9 149 45.0 12:0 11.0 : : | af e .
 Regimens evaluated: Platinum-based CT without 10, I0 monotherapy, IO + platinum-based CT, and METi (subsequent (o8, 5.5 {52y 18e) (8.2,13.7) - 22 patlgqts received subsequent METI a t.er 2L (6.3 Cr'ZOt'mp’ 12 capmatlnlb,

treatment only) 2 tepotinib, and 2 SYM 015, 1 cabozantinib), while 12 patients received subsequent
Y 219 92 (35 ‘;5'56 2) (8 ;2'1% 5) 8 210'193 8) METi after 3L+ (6 crizotinib, 2 amivantamab, 2 cabozantinib, 1 capmatinib,
Figure 1. Study design, endpoints, and eligibility criteria of VISION R R R 1 tepotinib, and 1 elzovantinib)
43.9 10.8 11.0 — 23 patients received METi as next subsequent treatment after tepotinib
Sl = (30.7, 57.6) (8.3, 33.6) (5.7, 14.7) . . . -
_ _ cohort A - e 27 21 23 g - In 34 patients who received subsequent METi after 2L+ tepotinib, best response was
Patlegir:-sm\,\g:laﬂlsigt\?gnced (primary analysis) nggtrlnnglb R ——— *959% confidence intervals for ORR calculated only for tepotinib. For treatment prior to tepotinib, mDOR and mPFS as well as corresponding IQRs were PR in two and SD in 10 patients, and the median (IQR) |OngeSt PFS was 6.0 months
i i ¢ ased on a descriptive analysis and not on a survival analysis. *95% confidence intervals for efficacy outcomes with tepotinib and for other
METex14 skipping (450 mg active Primary endpoint oo RECIST V1.1 eatmente, ey enane e t reeme b e e (2.0, 11.0) (Table S1)
NSCLC moiety) — Of the two patients with PRs, both discontinued tepotinib due to PD; subsequent
Cohort C « e DOR, PF . ) i . ) ! o
(by LBx and/or TBx) (confirmatory analysis) Sl Keénsderf;’i?ﬁiry .Sa?et'y (pse’r(,)\,SCI_CTCAE v4.03) Subsequent treatments_ | | . METi were given as the first subsequent therapy in one patient, and after initiation
Q « Overall, 139 (93.3%) 2L+ patients had discontinued tepotinib, of whom 70/139 (50.4%) of subsequent chemotherapy in the other
Key inclusion criteria ° Key exclusion criteria had started subsequent treatment (Figure 2) - In 22 patients who received subsequent METi after 2L tepotinib, best response was PR
* 218 years of age _ _ _ - * Tumors harboring EGFR mutations or ALK rearrangements — Considering the older age and poor prognosis of patients with METex14 skipping in two and SD in seven patients, while in 12 patients who received subsequent METi
shliswioiealiRopcyelogicalEconinucdii=ClemII BT B RSN RilG > 222 IS of ST nerersy NSCLC, and receipt of treatment prior to tepotinib, the percentage of patients after 3L+ tepotinib, best response was SD in three patients
detected by LBx and/or TBx * Prior use of MET inhibitors .. b tt t £ high _ _ _ _
- Measurable disease receiving subsequent treatment was nhig — The median (IQR) longest PFS was 10 months (5.5, 11.0) in patients who received
» ECOG PS 0/1 - 16 patients received platinum-based CT without 10, 22 received I0 monotherapy, subsequent METi after 2L tepotinib, while it was 4.0 months (2.0, 6.0) in patients
» Prior immunotherapy allowed and four received I0 + platinum-based CT who received subsequent METi after 3L+ tepotinib (Table S1)

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

Table S1. Subsequent treatment outcomes with MET inhibitors

Efficacy mPFS*, months

outcomes L (IQR)

2L+ 34 35.3 6.0 (2.0, 11.0)

2L 22 40.9 10.0 (5.5, 11.0)

3L+ 12 25.0 4.0 (2.0, 6.0)

*DCR was calculated based upon the no. of patients who had CR, PR, and SD. TmPFS, and the corresponding IQRs were
based on a descriptive analysis and not on a survival analysis.

Abbreviations: 2L, second line; 2L+, second or later line; 3L+, third or later line; CR, complete response; DCR, disease control rate; IQR, inter quartile
range; m, median; ne, not estimable; PFS, progression-free survival; PR, partial response; SD, stable disease.

Poster 1380P | Presented at the European Society for Medical Oncology (ESMO) Congress 2023 |
October 20-24, 2023 | Madrid, Spain




	Viteri_ESMO 2023_VISION_tepotinib treatment sequencing_poster_approved 20 Oct 2023
	Slide Number 1

	ESMO_VISION_Tx Seq Supplement_submitted
	Slide Number 1

	Blank Page



