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INSIGHT 2: an Open-label, Two-arm Phase II Study!?

* METamp is a common driver of secondary resistance in patients with EGFRm NSCLC following treatment
with 1L osimertinib,2:3 that may be responsive to MET inhibition

* TBx FISH is the gold standard for METamp detection, with rates of ~50% compared with ~15% by LBx
NGS testing*>

. Primary endpoint
. Tepotinib 500 mg QD
* Locally advanced/metastatic EGFRm NSCLC potint + 9Q - Objective response by IRC in patients with TBx FISH
« Acquired resistance to 1L osimertinib . .. METamp
Osimertinib 80 m D
« METamp by: 9@Q Selected secondary endpoints
- TBx FISH (GCN =5 and/or MET:CEP7 =2) + Objective response in patients with « 0OS
and/or LBx NGS METamp * HRQoL
LBx NGS (=2.3 Archer®) Tepotinib + DOR - Safety
- ECOG PS of 0 or 1 monotherapy * PFS - Biomarkers
500 mg QD* Selected tertiary endpoints
\_ - RANO-BM )

The trial aims for an ORR in the range of ~50% with a lower limit of the corresponding exact 2-sided 95% CI (according to Clopper—Pearson) to exceed an ORR of 35%
Subgroup analysis of Asian patientst was preplanned

Data cut-off: March 28, 2023

Efficacy population has =9 months follow-up

We now report the primary analysis

Abbreviations defined on last slide.
1. Smit EF, et al. Future Oncol. 2022;18:1039-1054; 2. Rios-Hoyo A, et al. Cancers (Basel). 2022;14(8):1931; 3. Wang Y, et al. Lung Cancer. 2018;118:105-110;
4. Yu HA, et al. J Clin Oncol. 2023;41(Suppl 16):9074-9074; 5. Ramalingam SS, et al. Ann Oncol. 2018;29 (Suppl 8):viii740.

IASI (:_’ ﬁ ii *Patients receiving tepotinib monotherapy (n=12, 2:1 randomization) could switch over to the combination at the time of disease progression. *Defined as patients enrolled in Asia.
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Patient Disposition and Baseline Characteristics

* Of 481 patients prescreened, METamp detected : . Tepotini_b_-;
by TBx FISH in 35.1% and by LBx NGS in 10.8% [ttt R
Age, median (range) Years 61 (20-84)
Patients enrolled
CN=140 S Male 54 (42.2)
( Tepotinib ! Female 74 (57.8)
» monothera
L N=12r Py Smoking history, n (%)’ E%S gé Eg;%;
- .
13 Tepotinib + osimertinib ECOG PS, n (%) 0 35 (27.3)
- : 1 93 (72.7)
a N=128
Brain metastases, n (%)* Yes 45 (35.2)
Time on 1L osimertinib, Months 15.4 (4.1-45.5)
median (range)8 ' ' '
[Central TBx FISH ell\ln_d{grS LBx NGS METamp] METamp by FISH, GCN 11.2 (2.1-50.6)
_ median (range)!! MET/CEP7 2.3 (0.9-11.6)
Del19 76 (59.4)
EGFR mutation, n (%)* L858R 44 (34.4)
>
g TBx FISH METamp LB NGS METam Other (e.g. L861Q) 8 (6.3)
g Primary efficacy — P Asia 76 (59.4)
- objective N=98 Region, n (%) Europe 49 (38.3)
North America 3(2.3)

IIFISH data available from 114 patients. *Two patients reported to have both del19 and L858R mutations were counted as del19 mutation cases.

ﬁ ﬁ *METamp detected by LBx NGS only (n=7): FISH not evaluable (n=5); FISH negative (n=2). *Smoking history missing (n=1). *As determined by IRC and/or investigator. §Did not receive 1L osimertinib (n=7).
= Abbreviations defined on last slide.

IASLC
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INSIGHT 2 Primary Analysis: Objective Response by IRC

Responses were rapid and long-lasting

* The INSIGHT 2 primary analysis showed an ORR of 50% . . e
in patients with EGFRm NSCLC who have progressed on = . >
1L osimertinib and had METamp (central TBx FISH) = *
°
c
- o >
Tumor shrinkage (n=98%) ORR, % (95% CI) | 50.0 (39.7, 60.3) o g
49 (50.0) g ;i'}
100- " 13 (13.3) ®
q 20K, () 23 (23.5) 3 e
< 807 13 (13.3) 2
g 60- E < Pértial response '
] @ Disease progression

c g 407 _

- g P Treatment ongoing

@5 201 , , , , ,

855 o 0 6 12 18 24 30

S 'g Months since treatment initiation

B 1.0-

[ I .

@ o -401 3 0.9 mDOR: 8.5 months
8 ol £ 08 (95% CI 6.1, ne)
s 2 071
£ -80 ® 06
@ -100- .g 0.51 "

; 0.4
g 0.3
a 0.21
* Patients in the monotherapy arm (n=12) showed an ORR of 8.3% (95% CI 0.2, 38.5), Q 0.1
which has been reported previously! 0.0 Y Y Y Y Y Y Y Y
0 3 6 9 12 15 18 21 24
. +
IASI C v *Four patients were excluded due to baseline/post-baseline measurement not being available. Patients at risk: Duration of response (months)
* ' F ‘ TOnly patients with a response were included in Kaplan-Meier analyses. 49 38 27 17 11 3 1 1 0
DEE!! Abbreviations defined on last slide.
T 1. Mazieres J, et al. Ann Oncol. 2022;33:5S808-S869.

Tae Min Kim, Seoul National University Cancer Research Institute, Seoul, Republic of Korea; Department of Internal Medicine, Seoul National University Hospital, Seoul, Republic of Korea



ORR was Consistent Across Patient Subgroups

Subgroups (TBx FISH) — ORR, % (95% CI)
Overall 98 b 1 50.0 (39.7, 60.3)

<65 years 67 : | 46.3 (34.0, 58.9)
Age '

>65 years 31 : : - 58.1 (39.1, 75.5)
Sex Male 41 : ol . 48.8 (32.9, 64.9)
Female 57 b i. { 50.9 (37.3, 64.4)
. Yes 32 : —e | 53.1 (34.7, 70.9)
Smoking history No 66 : o; : 48.5 (36.0, 61.1)
0 26 = : 2 = 61.5 (40.6, 79.8)
ECOG PS 1 72 : - — . 45.8 (34.0, 58.0)
. Yes 34 = | = 52.9 (35.1, 70.2)

Brain metastases* : !
No 64 = o ' 48.4 (35.8, 61.3)
) i . <12 months 30 = . : - 40.0 (22.7, 59.4)

|
Time on 1L osimertinib ., ihs 68 : —e = 54.4 (41.9, 66.5)
<10 45 = . : ' 42.2 (27.7, 57.8)
.
MET GCN >10 53 : i -~ = 56.6 (42.3, 70.2)
<2 50 = ~— ' 44.0 (30.0, 58.7)
MET/CEP7 >2 48 = —e ' 56.3 (41.2, 70.5)
Del19 56 e = 51.8 (38.0, 65.3)
EGFR mutation L858R 37 = >~ ' 45.9 (29.5, 63.1)
Others 5 i 60.0 (14.7, 94.7)
Region’ Asia 52 i ° ' 59.6 (45.1, 73.0)
Europe 44 = b '. | | | 40.9 (26.3, 56.8)
20 40 60 80

- - .:_=:".E:
IASLC | S
mee&_ ‘ - . : *As determined by IRC and/or investigator. TAll patients had MET GCN =5, with the exception of one patient with a MET GCN of 4.96. *Two patients enrolled in North America had PD as BOR.

Abbreviations defined on last slide.
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INSIGHT 2 Secondary Objectives: PFS, OS, and LBx NGS Efficacy

* PFS and OS were clinically meaningful in patients with EGFRm NSCLC who have progressed on
1L osimertinib and had METamp (central TBx FISH)

1.0 ,
@ 0.9 mPFS: 5.6 months ) 1'07 mOS: 17.8 months
T sl (95% CI 4.2, 8.1) ® 09 (95% CI 11.1, ne)
E £ 0.8
B 077 % 0.7
¥ 0.6 b 0.6
.g 0.5 -g 0.5
= 0.41 Z 0.4 m
& 0.21 | 2 0.2
¥ 0.1 X 0.1
0.0 T T T T T T T T T 0.0 T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 30 33
Progression-free survival (months) Overall survival (months)
Patients at risk: Patients at risk:
98 61 38 22 12 4 2 1 1 0 98 86 78 62 31 19 13 7 2 1 1 0
In patients with LBx NGS METamp (n=31)
* ORR: 54.8% (95% CI 36.0, 72.7) * mPFS: 5.5 months (95% CI 2.7, 7.2)
* mDOR: 5.7 months (95% CI 2.9, 15.4) * mOS: 13.7 months (95% CI 9.6, ne)
[ASLC

ﬁ ﬁ 65/98 (66.3%) PFS events. 42/98 (42.9%) OS events.

Abbreviations defined on last slide.
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Efficacy in Asian Patients

Responses were rapid and long-lasting

* ORR by IRC of 59.6% in Asian patients who have progressed

on 1L osimertinib and had METamp (central TBx FISH) : : - -
2 g > > g
Tumor shrinkage (n=52) ORR, % (95% CI) | 59.6 (45.1, 73.0) R E— : >
31 (59.6) H . X »{
1004 o D 6 (11.5) : . . »"

;\; w0 BOR, n (/0) PD 11 (212) § :‘ - .

: 4 (7.7) E .: * @ Partial response

E‘) 60+ 'E - h— @ Disease progression

] ] .
c qE) 404 - - . P Treatment ongoing
"~ m . -
o 209 | | | |
cc 0 6 12 18 24
86 O
S 'g Months since treatment initiation
.;m.;: -20+
m:.’, -40-

S ol TBx FISH LBx NGS

S (n=52) (n=14)

£ -80

@ -100+ ORR, % (95% CI) 59.6 (45.1, 73.0) 71.4 (41.9, 91.6)

mDOR, months (95% CI) 7.3 (4.7, ne) 5.6 (2.9, ne)
mPFS, months (95% CI) 6.9 (5.4, 8.4) 5.5 (4.2, 8.4)

mOS, months (95% CI) 19.8 (13.6, ne) 12.0 (5.9, ne)

Tae Min Kim, Seoul National University Cancer Research Institute, Seoul, Republic of Korea; Department of Internal Medicine, Seoul National University Hospital, Seoul, Republic of Korea
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Intracranial Response in Patients with Brain Lesions Evaluable
by RANO-BM

RANO-BM (IRC) T(BI:_FZI:)H

6 weeks after
tepotinib + osimertinib

Baseline

Intracranial ORR % (95% CI) 29.2 (12.6, 51.1)
CR 6 (25.0) =
PR 1(4.2) =
Intracranial BOR, n (%) SD 12 (50.0) *
PD 2 (8.3)
NE 3 (12.5)
Intracranial DCR % (95% CI) 79.2 (57.8, 92.9) tepotinio s seimertinib
Intracranial mDOR Months (95% CI) ne (3.6, ne)
Intracranial mPFS Months (95% CI) 7.8 (3.9, ne)

Systemic outcome for patients (n=19, TBx FISH) with brain metastases at baseline
by RECIST v1.1 (IRC)

* ORR: 57.9% (95% CI 33.5, 79.7)
* mDOR: 6.1 months (95% CI 2.7, ne)
* mPFS: 5.6 months (95% CI 3.9, 9.7)

Tae Min Kim, Seoul National University Cancer Research Institute, Seoul, Republic of Korea; Department of Internal Medicine, Seoul National University Hospital, Seoul, Republic of Korea

Patient 2

Abbreviations defined on last slide.




Tepotinib + Osimertinib Demonstrated a Manageable Safety Profile

* TRAEs led to a dose reduction in 26 patients (20.3%) Tepotinib + osimertinib
— Tepotinib was reduced to 250 mg QD in 24 patients (18.8%) TRAEs of any grade in (N=128)

~ Osimertinib was reduced to 40 mg QD in four patients (3.1%) [REUELCHEIENENIE
n (% n (%
* Thirteen patients (10.2%) discontinued treatment ) )

due to TRAEs, most often due to pneumonitis Any 113 (88.3) 44 (34.4)
(SiX patients [4_70/0]) Diarrhea 63 (49.2) 1 (0.8)
_ _ Peripheral edema 52 (40.6) 6 (4.7)
* Four patients (3.1%) had TRAEs leading to death that Paronychia 29 (22.7) 1(0.8)
were considered potentially related to either trial drug Nausea 27 (21.1) 3(2.3)
— Pneumonitis: Ij1=2 _ _ Decreased appetite 26 (20.3) 5(3.9)
— Respiratory failure after COVID-1? infection: n:1. Hypoalbuminemia 23 (18.0) 1(0.8)
— Decreased platelet count: n=1 (disease progression) AST increased 16 (12.5) 0
* Similar safety profile among Asian patients Anemia 15 (11.7) 2 (1.6)
] ] ] ] ] Vomiting 15 (11.7) 1 (0.8)
* HRQoL was maintained with improvements in cough and g4 creatinine increased 15 (11.7) 0
pain Lipase increased 14 (10.9) 3(2.3)
ALT increased 14 (10.9) 2(1.6)
Rash 14 (10.9) 0 (0.0)
IASLC
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Baseline Biomarker Profiles

* Baseline biomarker profiles by NGS Guardant360® LBx were available for 69 patients

* Better outcomes were reported in patients without other concomitant biomarkers for osimertinib
resistance

IASLC

$

Responses (n=38) No responses (n=31)
1007

Best
% change
in SOLD
a o«
229

-100-

PFS
(months)
By IRC

=N W
2299

| METamp GH360 LBx (37.70) _ NN 0 NN 0 HR 0Nl i 1110 01l 111 i i1
meramp FIsH IRRRRRRRNNNNN RRNNNNNNNNEN DNNNNEEN OR DNNNENERNNNNNNNEED RRREEEEDDDNR

EGFRm sensitizing (81.2%0) HEISNONCHNNNNGAAS HENN IIE HEN B NON BENN IIHE IIHEI 0 EI IIHIHHIE A

EGFRm resistance (10.1%)

EGFR MET

RAS . | .| | |

BRAF o |
PIK3CA . o o oo |
FGFR1 .
MYC . . .

ALK-EML4 | |
FGFR3-TACC3 [ |

PTEN |
RB1 |

res3IIR 1 HEED  REDED HED B0 D00 NNNNNNEED DD ED ENR il i i

o= Patients without METamp detected by FISH (n=4): FISH not evaluable (n=2); FISH negative (n=2).
- . No RET or ROS fusions were detected.

Next-generation sequencing Guardant360® panel assay, (Guardant Health, Inc. in Redwood City, CA, USA), covering 74 genes.
= Abbreviations defined on last slide.

Other concomitant
alterations

METamp

B GH360 LBx

BFisH

Sensitizing EGFR mut
BDpel19

BLs58R

BLs61Q

Resistance EGFR mut
Bc797X

EGFRamp
(eefe]e]

Amplification

Other concomitant alterations
.Oncogenic activating mutation

B Fusion
B Loss of function mutation



INSIGHT 2 Primary Analysis: Conclusions

* In the primary analysis (TBx FISH), ORR was 50.0% (95% CI 39.7, 60.3), mDOR was 8.5 months
(95% CI 6.1, ne), mPFS was 5.6 months (95% CI 4.2, 8.1), and mOS was 17.8 months
(95% CI 11.1, ne)

* In Asian patients, ORR was 59.6% (95% CI 45.1, 73.0), mDOR was 7.3 months (95% CI 4.7, ne),
mMPFS was 6.9 months (95% CI 5.4, 8.4) and mOS was 19.8 months (95% CI 13.6, ne)

* Efficacy outcomes were meaningful in patients with LBx NGS METamp (ORR 54.8%; 95% CI 36.0, 72.7)
* Better outcomes were observed when there were no co-occurring mechanisms of osimertinib resistance

* Tepotinib + osimertinib demonstrated a manageable safety profile, while maintaining HRQoL

Tepotinib + osimertinib provides a potential chemotherapy-sparing oral

targeted treatment option for patients with EGFRm NSCLC with METamp after
progression on 1L osimertinib, who have a high unmet need

3¢/

Tae Min Kim, Seoul National University Cancer Research Institute, Seoul, Republic of Korea; Department of Internal Medicine, Seoul National University Hospital, Seoul, Republic of Korea
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Abbreviations

1L
ALT

AST

BOR
CEP7

CR

CI

DCR
DOR
ECOG PS
EGFR
EGFRm
FISH
GCN
HRQoL
IRC

first line

alanine aminotransferase
aspartate aminotransferase

best overall response
centromere of chromosome 7
complete response

confidence interval

disease control rate

duration of response

Eastern Cooperative Oncology Group performance status
epidermal derived growth factor
EGFR mutant

fluorescence in situ hybridization
gene copy number
health-related quality of life
independent review committee

liquid biopsy

Tae Min Kim, Seoul National University Cancer Research Institute, Seoul, Republic of Korea; Department of Internal Medicine, Seoul National University Hospital, Seoul, Republic of Korea

MET
METamp
ne

NGS
NSCLC
ORR

oS

PD

PFS

PR

QD
RANO-BM
RECIST
SsD
SOLD
TBx
TRAE

median

mesenchymal-epithelial transition factor

MET amplification

not estimable
Next-generation sequencing
non-small cell lung cancer
objective response rate
overall survival

progressive disease
progression-free survival
partial response

once daily

Response Assessment in Neuro-Oncology Brain Metastases

Response Evaluation Criteria in Solid Tumors

stable disease
Sum of longest diameters
tissue biopsy

treatment-related adverse event
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