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Liquid biopsies (LBx) and tissue biopsies (TBx) for
identifying MET exon 14 skipping (METex14) in advanced

@ RESULTS

Patient disposition Figure 3. Disease burden at baseline in T+ and L+ patients

NSCLC: Analyses from the Phase 1II VISION Study of tep0tinib - During prescreening/screening, METex14 skipping was assessed in 7,937
- : _ patients, including 2,287 with TBx and 7,051 with LBx samples (Figure 1) 551.5)
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- Baseline disease burden was higher in patients enrolled based on METex14 skipping Positive EETEN @Ry g Positive Negative | MNot evaluable |~ Not analyzed ieston sites Liver*(RLy
detection in LBx (L+) versus TBx (T+) el i G on el Sl GE G e
Tepotinib had robust, durable activity in 1L and +2L, with a more favorable treatment Enrolled Enrolled Lung (R)* 43.3= 125
outcome when METex14 skipping was undetectable in blood (L-) S bl Y
TBx and LBx are both suitable and complementary for detecting METex14 skipping,! but * A total of 186 patients (59.4%) had matched TBx and LBx results; 106 were Patients (%)

T+/L— (33.90/0), 74 were T+/L+ (23.60/0), and six were T—/L+ (1.90/0) (Figure 2) *Target and non-target lesions by IRC. ™Liver (LL)" and ‘liver (RL)’ categories were not included for target lesions. *Lung lesion

site was categorized as ‘lung’, ‘lung (L), or ‘lung (R)’ for target and non-target lesions, but no target lesions were reported in
the overall ‘lung’ category. 8No non-target lesions were reported for 10.1% of T+ patients and 7.3% of L+ patients.

LBx may select patients with a worse prognosis, potentially due to greater disease burden

Differences in populations identified by TBx and LBx should be considered when Figure 2. Detection of METex14 skipping in TBx and LBx in the enrolled

interpreting trial data

VISION population

Efficacy in T+ patients with matched LBx samples (n=180)

« Meaningful durable efficacy was seen in T+ patients treated in 1L and +2L,
irrespective of LBx status (Table 3)

| | |
(n=313) I (R =-5%) . (31.3%) - ORRs were slightly higher in T+/L+ patients, but T+/L- patients had longer
e INTRODUCTION n=6 (1.9%) DOR, PFS, and OS (Table 3, Figures S3-5)
b ah . . | . oien R I bl 3. Outcomes in T+ patients with matched LBx samples
- Tepotinib, a highly selective MET TKI,2 is approved for treatment of advanced/metastatic METex14 skipping NSCLC | oY
- The VISION study of tepotinib is one of the first trials in NSCLC to enroll patients based on detection of an oL . e - e — s
oncogenic driver alteration (METex14 skipping) in TBx and/or LBx2- ot [ - | >
* |
- LBx are complementary to TBx for detecting alterations,! can facilitate genetic monitoring during treatment, n=3 (2.0%)
*0One patient (0.3%) was enrolled based on local testing (without central confirmation) in a protocol violation. ORR, % 57.7 64.3 44 .4 53.1

and enable assessment of ctDNA burden as a potential surrogate for tumor burden>

. T : . - - o . - . (95% CI) (43.2, 71.3) (48.0, 78.4) (30.9, 58.6) (34.7, 70.9)
- VISION showed robust, durable efficacy of tepotinib in patients treated in 1L and +2L2 Baseline characteristics in T+ and L+ patients (N=313) mDOOR p— e o - 815

- Efficacy was meaningful in patients with METex14 skipping detected in TBx (T+) or LBx (L+), with trends for - Baseline demographics were broadly comparable between T+ and L+ patients, (95% é:I) (10.4, ne) (7.6,Ine) (5.1, .20.8) (4.4, '15.4)
better time-dependent endpoints in the T+ subgroup? overall (Table 2) and in the 1L and +2L subgroups (Table S1) pa———— 2 1 191 138 g >

— To understand differences in patients identified by TBx and LBx, we further evaluated patient characteristics - However, T+ patients were less likely than L+ patients to be female or White, (95%'(:1) (14.8, ne) (7.8, 49.7) (8.2, 24.9) (5.5, 13.7)
and outcomes in VISION according to T+ and/or L+ status, and ctDNA burden (data cut-off: Nov 20, 2022) to be enrolled in North America or Europe, or to have ECOG PS 1 MOS. months 327 78 5 0.8 19.8

T+ patients had a lower disease burden than L+ patients with lower median (95% CI) (15.3, ne) (14.2, ne) (15.6, 32.5) (10.0, 26.5)

METHODS non-target lesions (Figure 3, Figure S2) Analyses according to baseline ctDNA burden (n=165)
. A li T+ i h HROoL than L+ patients with higher EORTC « Among 165 patients with baseline Guardant360® LBx data, ctDNA (based on
- VISION (NCT02864992) is a Phase II trial of once-daily, oral tepotinib 500 mg (450 mg active moiety) in 1L t baseline, T+ patients had better HRQoL than L+ patients with higher

LO-C30 GHS and EO-5D-5L VAS scores. and milder couah and dvspnea detection of variants in any gene) was undetectable in 25 patients (15.2%)
(()r +2L pgtggt“s with advanced NSCLC with METex14 skipping, as detected by NGS in TBx and/or LBx Syncwzptoms on the EO%TC QLQ-LC13 (1r'ablle S2) aer coug ysp and detectable in 140 patients (84.8%)
Figure -

. e - . - More patients in the detectable than the undetectable ctDNA group had
- Archival or fresh TBx were analyzed using the Oncomine Focus Assay (Thermo Fisher Scientific, Inc., Table 2. Baseline characteristics in T+ and L+ patients >3 target lesions (25.7% vs 4.0%) or >3 non-target lesions (45.0% vs 16.0%)
Waltham, MA, USA) or Archer®MET assay (ArcherDX Inc., Boulder, CO, USA)

— Fresh LBx were analyzed using the Guardant360® (Guardant Health, Inc., Palo Alto, CA, USA) or (n=208) (n=178) undetectable ctDNA (Figure 4)

6 SOLD per RECIST v1.1, and fewer patients with >3 target lesions or >3

® i — — . .
Archer®MET assays Median age, years (range) 72.7 (41-94) 71.2 (47-89) Figure 4. PFS and OS according to ctDNA burden
« Exploratory analyses evaluated patient characteristics and outcomes according to TBx and/or LBx status (based Female, n (%) 100 (48.1) 95 (53.4) A. PFS B. OS
on METex14 skipping detection), and ctDNA burden (based on detection of any variants in any gene) (Table 1) Race, n (%)* White 120 (57.7) 123 (69.1) CtDNA burden e CtDNA burden M
- i Undetectable (n=25) 19.4 (8.2, ne) Undetectable (n=25) 20.9 (17.0, ne)
Table 1. Summary of analyses according to TBx and/or LBx status, and ctDNA burden | | Asian | 83 (39.9) 48 (27.0) Deteetatie (ne1aey. o (a1t Dttt (oe1a0). 104 (100 2y e)
Population Subgroups Geographic region, North America 33 (15.9) 37 (20.8) g o7 g o7
n (%) Europe 88 (42.3) 93 (52.2) £ E
Overall (N=313) T+ (n=208%) Baseline characteristics Asia 87 (41.8) 48 (27.0) g g
- A A 2 2  o.50 2 o.50
L+ (n=178%) (efficacy reported previously<) Current/former smokers, n (%)* 98 (47.1) 84 (47.2) 2 2
T+ patients with matched LBx results N ECOG PS, n (%)* 0 57 (27.4) 42 (23.6) 5 5
from either LBx assay (n=180) Y 1 150 (72.1) 136 (76.4)
— Adenocarcinoma, n (%)3 170 (81.7 143 (80.3
5 @ L peiisns wilin [seseline Undetectable ctDNA” (n=25) Baseline characteristics, efficac - - : ( * - ( ) ( ) 0.00 . 0.00 - - - - -
Guardant360® LBXx data (n=165) Detectable ctDNA* (n= 140) ! )4 Med|an time since dlagnOSIS, years (I’ange)” 0.25 (0.01_25.26) 0.24 (_0.021]_4.44) 0 12 i4- ( th:’:t; a8 60 0 12 :4 ( ths)s a8 60
. - o ) ) . . . . *Race was Black or African American in three patients, ‘other’ in one patient and missing in eight patients. 'Smoking history patients at riske me fmonthe Patients at rislc me tmonthe
*Patients could test positive for METex14 skipping in TBx and/or LBx samples. "No variants in any gene detected in ctDNA (excluding variants without COSMIC i : + . . : i ; - - . 25 1 4 ! ° 0 23 18 1o 8 2 0
identifiers). *>1 variant in any gene(s) detected in ctDNA (excluding variants without COSMIC identifiers). was missing in 10 patients. "ECOG PS was 2 in one patient. SHistology was missing in two patients. |Median time since 140 34 17 10 6 0 140 8a a8 26 7 1

initial cancer diagnosis. 10ne patient provided informed consent for prescreening shortly before formal NSCLC diagnosis.

Abbreviations: +2L, second or later line; 1L, first line; CI, confidence interval; COSMIC, Catalogue of Somatic Mutations in Cancer; ctDNA, circulating tumor DNA; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EORTC, European Organisation for Research and Treatment of Cancer; EQ-5D-5L, five-level version of the EQ-5D; GHS, Global Health Score; HRQoL, health-related quality of life;
IRC, independent review committee; L-, negative for METex14 skipping in liquid biopsy; L, left; L+, positive for METex14 skipping in liquid biopsy; LBx, liquid biopsy; LL, left lobe; Ly/a, METex14 skipping result from liquid biopsy not available; m, median; MET, mesenchymal-epithelial transition factor; METex14, MET exon 14; ne, not estimable; NGS, next-generation sequencing; NSCLC, non-small cell lung cancer; ORR, objective response rate; Poster PDF
OS, overall survival; PFS, progression-free survival; QLQ-C30, Quality of Life Questionnaire-Core 30; QLQ-LC13, Quality of Life Questionnaire-Lung Cancer-13; R, right; RECIST, Response Evaluation Criteria in Solid Tumors; RL, right lobe; SOLD, sum of lesion diameters; T—, negative for METex14 skipping in tissue biopsy; T+, positive for METex14 skipping in tissue biopsy; TBXx, tissue biopsy; TKI, tyrosine kinase inhibitor; .

Tyn/ar METex14 skipping result from tissue biopsy not available; VAS, visual analog scale. Poster recordlng
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@ SUPPLEMENTARY RESULTS

Table S1. Baseline characteristics in T+ and L+ patients,
according to line of therapy

L +2L
(n=164) (n=149)
T+ L+ T+ L+
(n=111) | (n=95) | (n=97) | (n=83)

Median age, years 75.0 71.6 70.3 70.8
(range) (47-94) (47-88) (41-89) (49-89)
Female, n (%) 52 (46.8) 49 (51.6) 48 (49.5) 46 (55.4)
Race, White 68 (61.3) 73 (76.8) 52 (53.6) 50 (60.2)
n (%)* Asian 42 (37.8) 21 (22.1) 41 (42.3) 27 (32.5)
Geographic  North America 16 (14.4) 19 (20.0) 17 (17.5) 18 (21.7)
region, Europe 49 (44.1) 54 (56.8) 39 (40.2) 39 (47.0)
n (%) Asia 46 (41.4) 22 (23.2) 41 (42.3) 26(31.3)
Current/former smokers, n (%) 58 (52.3) 50 (52.6) 40 (41.2) 34 (41.0)
ECOG PS, 0 32 (28.8) 23 (24.2) 25(25.8) 19 (22.9)
n (%)* 1 78 (70.3) 72 (75.8) 72 (74.2) 64 (77.1)
Adenocarcinoma, n (%) 90 (81.1) 77 (81.1) 80 (82.5) 66 (79.5)
Median time since diagnosis Lol pe Lo7t thrfo
years (range)!l ! (0.02- (—0.021- (0.01- (0.02-
25.26) 4.38) 15.59) 4.44)

*Race was Black or African American in three patients, ‘other’ in one patient and missing in eight patients.
Smoking history was missing in 10 patients. *ECOG PS was 2 in one patient. $Histology was missing in two
patients. [IMedian time since initial cancer diagnosis. 10ne patient provided informed consent for prescreening
shortly before formal NSCLC diagnosis.

Table S2. Baseline HRQoL in T+ and L+ patients

T+ L+

EORTC QLQ-C30 patient functioning scales*

GHS 60.1 (22.49) 53.9 (24.07)
Physical 72.1 (23.02)  69.0 (25.62)
Role 71.7 (30.02)  65.3 (32.14)
Emotional 75.7 (22.83)  72.3 (23.61)
Cognitive 82.1 (20.59)  81.5(22.22)
Social 76.9 (25.58)  72.4 (29.49)
EQ-5D-5L*
VAS 67 (19.0) 63 (20.8)
EORTC QLQ-LC13 symptom scores’
Cough 30.7 (27.27)  34.2 (29.61)
Dyspnea 24.9 (20.09) 29.0 (24.08)
Chest pain 20.1 (28.06) 19.0 (26.43)

*Higher scores indicate greater function. TLower scores indicate milder symptoms.

Abbreviations: +2L, second or later line; 1L, first line; ECOG PS, Eastern Cooperative Oncology Group performance status; EORT, Eur
i E £Q o alth Sco

e
QLQ Lcna Quality of Life Q
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@ SUPPLEMENTARY RESULTS
Figure S1. VISION design, endpoints, and eligibility criteria

Endpoints
patients with Cohort A (data cut-off: Nov 20, 2022)

(primary Tepotinib
advanced or .
metastatic analysis) 500 mg Primary  Objective response by
METex14 (450 mg endpoint IRC per RECIST v1.1

skipping NSCLC

active
(by central* LBx Cohort C moiety) « DOR, PFS, 0S

and/or TBx") (confirmatory el ©ler sgﬁﬁfj:fy HRQoL (EORTC QLQ-

.
analysis i C30, EORTC QLQ-LC13
s endpoints and EQ-5D-5L)

0 Key inclusion criteria 6 Key exclusion criteria
» 218 years of age » Tumors harboring EGFR mutations or ALK
» Histologically or cytologically confirmed NSCLC rearrangements
with METex14 skipping detected by LBx + >2 lines of prior therapy
and/or TBx »  Prior use of MET inhibitors

» Measurable disease
« ECOG PS 0/1
» Prior immunotherapy allowed

*Patients in Japan could enroll based on local TBx RT-PCR via the LC-SCRUM program. "Parallel testing of TBx
and LBx samples was recommended but not mandatory. *Treatment continues until disease progression,
intolerable toxicity, or withdrawal of consent.

13 13; ReC be T8
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Figure S2. Disease burden at baseline in T+ and L+ patients,
according to line of therapy
A. 1L patients (n=164)

T+ (n=111) 58.1 (10.2-267.5)
L+ (n=95) 66.4 (12.3-227.8)

Target lesions Non-target lesions

Number of LR 3: 17.1% s
lesions* L+ s
r T T T T 1T T T T T l
Bone
Brain
Liver
Li L)t
Selected fver (L)
Ie.SIon Liver (RL)"
sites
Lung*
Lung (L)*
Lung (R)*

B. +2L patients (n=149)

Median SOLD per RECIST v1i.1, mm (range)
L+ (n=83) 69.2 (11.6-178.3)

Target lesions Non-target lesions

00
Patients (%)

Number of T+ EE¥TXN EEETETTEN
lesions* L+
r T T T T 1 T T T T 1
25.8
Bone 301
Brain
Liver
Li L)t
Selected 7 (G5
Igsmn Liver (RL)
sites
21.6
.
Lung 22.9
Lung (L)* 19.6
Lung (R)*
100 80 60 40 20 00 20 40 60 80 100

Patients (%)

*Target and non-target lesions by IRC. ™Liver (LL)" and ‘liver (RL)" categories were not included for target
lesions. *Lung lesion site was categorized as ‘lung’, ‘lung (L)’, or ‘lung (R)’ for target and non-target lesions,
but no target lesions were reported in the overall ‘lung’ category. 8No non-target lesions were reported for
7.2% of T+ patients and 1.1% of L+ patients in 1L.

Abbreviations: +2L, second or Jater line; 1L, first line; IRC, independent review committee; LB, liquld blopsy; L, left; L+, positive for METex14 skipping In llquid blopsy;
LL, left lobe; METex14, ME 14; NSCLC, non-small cell iung cancer; R, right; RECIST, Response Evaluation Criteria in Solid Tumors; RL, right lobe; SOLD, sum of lesion
diameters; TBx, opsy: T+, Bositive for METex14 skipping In tissue blopsy
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Figure S3. DOR* in T+ patients with matched LBx samples
A. 1L patients B. +2L patients

1.00 mDOR, months 1.00 mDOR, months
95% CI 95% CI

Kaplan-Meier estimate
°
o
3
Kaplan-Meier estimate
°
o
g

0.00 ! 0.00
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Patients at risk: Time (months) Patients at risk: Time (months)

Figure S4. PFS in T+ patients with matched LBx samples
A. 1L patients B. +2L patients

1.00 mPFS, months 1001 mPFS, months
95% CI 95% CI

o
N
a

Kaplan-Meier estimate
Kaplan-Meier estimate
°
g

+ 0.00 -
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72

Time (months) Time (months)

Patients at risk: Patients at risk:

Figure S5. OS in T+ patients with matched LBx samples
A. 1L patients B. +2L patients

mOS, months 1.00 mOS, months
95% CI 95% CI

o
N
a

Kaplan-Meier estimate
°
&

g
Kaplan-Meier estimate
°
g

o
N
[

0.0 L 0.00 i
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72

Time (months) Time (months)

Patients at risk: Patients at risk:

*Only patients with a response were included in Kaplan—-Meier analyses of DOR.

Abbreviations: +2L, second or later line; 1L, first line; CI, confidence interval; DOR, duration of response; L-, negamp for METex14 skipping in hqum biopsy; L+, positive
for METex14 skipping in liquid biopsy; LBX, liquid biopsy; m, median; METex14, MET exon 14; ne, not estimable; NSCLC, non-small cell lung cancer; OS, overall survival;
PFS, progression-free survival; T+, positive for METex14 skipping In tissue blopsy; TBx, tissue biopsy.
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