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METIEIR (XD RS A 71\—

100 B Mean MET p=0.2
90 - B MET/CEP7 p=0.04
80 -

1 61 61
60 -
50 A
40 4
30 -
20 A
10 4
0 -
Negative Intermediate

METaE—#k: <5, 5-6, 6-7, >7
MET/CEP7: <1.8, 1.8-2.2, 2.2-5, >5
(CEP7: chromosome 7 centromere)

EHFETHENSLY

o METIENEZFISHTH|ET
¢ MDORSA/IN—DHEFEES
e J Thorac Oncol 2016:11:1293
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« SP44 anti-MET mono-Ab (Ventana)

 Clin Cancer Res 2015:21:907

Correlation of MET amplification status with MET protein expression

FISH
IHC Megative Low level Intermediate level High level Total
] 10 ] 1 0 11
1 35 ] 1 0 36
2 10 2 1 1 14
3 0 0 0 4 4
Total 55 2 3 65




o FEIEFAEBRD YT T IL—T#EH (X FEHT[Enegative)

FINF=J

« MET#Z (SP4444K)
 JCIlin Oncol 2015:33:2667

A Median 0S,
months
100 - Patients Events {95% CI)
== Erlotinib + tivantinib 104 55 9.3(6.8t0 11.6)
Erlotinib + placebo 107 67 59(43t07.4)
= 80+ HR (unstratified), 0.70 (5% Cl, 0.49 to 1.01)
< Stratified log-rank test: P= 03
s
£ 80
2
-
w
= 401
©
S
<
>
O 20 0
0 3 6 9 12 15 18
Time Since Random Assignment (months)
No. at risk (cumulative events)
Erlotinib+ 104 80 61 25 7 3 0
tivantinib  (0) (22) (38) (47) (52) (54) (55)
Erlotinib + 107 78 48 14 2 2 1
placebo (0) (26) (52) (64) (67) (67) (67)

Progression-Free

Survival (%)

Median PFS,
months
100 Patients Events 195% CI)
= Erlotinib + tivantinib 104 76 3.7(20t03.9)
Erlotinib + placebo 107 77 19(1.81t02.2)
80 HR (unstratified), 0.72 (95% Cl, 0.52 to 0.99)
Stratified log-rank test: P= .01
60
40 4
20 -
0
1 1 1 1 1 1} T 1 1 1]
0 8 12 16 24 32 40 48 56 64 72

Time Since Random Assignment (weeks)

No. at risk (cumulative events)

Erlotinib + 104
tivantinib (0)
Erlotinib + 107
placebo (0)

52 44 24 12 7 3 1 0 0
(39)(47) (61) (70) (73) (74) (75) (76)  (76)
33 27 16 5 3 2 1 0 0
(ss)(61) (72) (77 (77 (77 (0 (7)) (77)
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i l l Medium: 2.2<MET/CEP7<4.0
P —  offi ch 2451 HSPR (22%)
o] " High: MET/CEP7=4.0
1. » — 18f5IsnsfI APREL L (44%)

V) l""[l[ J Thorac Oncol 2021:6:1017
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Esogastric adenocarcinoma screened

N =570 A.m o N
| 6% * {LAcSé—Crizotinib7 A9 5L
MET amplified . astric % . - Oy .
s iz 1 FISHTaE — oML
| 31% : . * ORR 931345, BOR 54
Enroneﬂ,iﬁhemal  Targeted Oncol 2021;16:381
2 patients included but =
died before treatment

% Early progression before first RECIST evaluation

# Response on target lesion but apparition of a new lesion

Analyzed for efficacy and safety
N=9



HhIIF=D

GEOMETRY mono-1:%E&
FE2HEABOMETIEIEIAR—
METIE —#IFISHTHI KT

N Engl J Med 2020;383:944

Cohorts

Expansion Cohorts

Previous Treatment

1 or 2 Lines of therapy

1 Line of therapy

Cohort 1a: MET amplification,
GCN =10 (N=69)

Cohort 1b: MET amplification,
GCN 6 to 9 — closed
for futility (N=42)

Cohort 6: MET amplification,
GCN =10; or MET exon 14 skipping
mutation, any GCN (N=34)

Cohort 2: MET amplification,
GCN 4 or 5 — closed
for futility (N=54)

Cohort 3: MET amplification,
GCN <4 — closed for futility
(N=30)

Cohort 4: MET exon 14 skipping
mutation, any GCN (N~&9)

No Previous Treatment

Cohort 5a: MET amplification,
GCN =10 (N~15)

Cohort 7: MET exon 14 skipping
mutation, any GCN (N~23)

Cohort 5b: MET exon 14 skipping
mutation, any GCN (N=28)
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Best
Cohort 1a Cohort 5a
(N=69) (N=15)
1(1) 0
19 (28) 6 (40)
28 (41) 4 (27)
1(1) 0
12 (17) 4 (27)
& (12) 1(7)
Overall
20 6
29 (19-41) 40 (16—68)

e Cohort 1a: %A%
e Cohort ba:FKE8E

NSCLC with MET Amplification

Cohort 1b
(N=42]

5 (12)
17 (40)
1(2)

15 (36)
4 (10)

5

12 (4-26)

Cohort 2
(N=54)

9 (3-20)

Cohort 3
(N=30)

0
2(7)
14 (47)
0

6 (20)
8 (27)

7 (1-22)
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B Best Response to Capmatinib — MET Amplification with GCN =10

Mo Previous

% . ErEERE e jTresment * Primary endpoint: ORR

E ;i:hnu ’ S SAET - 3506 (95%C >2506)
- 498 - 55% (95%CI >35%)
i o - + N Engl J Med 2020;383:944

Patients

METIEIRIZx 95 HhT<F =T Iprimary endpointZ G -4 mh-o1-



100 ORR of tepotinib
o 80 71%
S 60 e VisioniE&a7R—B
R
¢ 40 27% 33% e Guardant360TaE—#1=25
" 20 l I . . o st linel& 7451 54 ASPREL E
0

Overall 1L (n=7) 2L (n=11) 3L (n=6) * Cell Rep Med 2023;4:101280

mOS: 7.5 14.3 7.5 2.6
months I months Il months l months
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100%

Best percent change from baseline(%)

g8 8383

a0%

NSCLC, MET exon 14 skipping mutations, 600mg QD
RO BN BN 55 SN W B BN AW S5 NS " AR I A 0 A R0 O UL et TR S0 30 T it T 0 S UL I T S B A T A Ee
l““llll THTTT Y
- oL I . . el . - - TR L Y - . nl-ol-lnluloalo-ln‘nn'-l.c-“s;ascn..-uou-u-a.u-

- F1EGEER (Biz. MiE)

METHEHE (XFISHTHERR

« Responder®aE—## #{E13.2, Non-responder 14.7
* Oncologist 2022;27:342

G/GL), C-mvet FISH+ IMC NK, S00mg BID
G/GL), C-met IHC+JFISH-, SO0mg BID

v

T

B NSQLC, C-met INC+/FISH NX, 500mg BID
B GG, C-met amplification, 600mg QO
]

¢ non-target lesions PD
A new lesions
% unconfirmed PR
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B2 EVIKTORY Umbrella Trial
3001 FDCGP/ARIL(AZ) &

IHC ¥l (FEFABEH)
ORR 10/20

Cancer Discov 2019:9:1388
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c-MET ADC Ph2

Non-Sg NSCLC, EGFR WT
IHC 3+5Y25-50%. =50%
primary endpoint: ORR
>25% (95%CI1=10%)

J Clin Oncol (in press)

Table 2. Efficacy Summary in Patients With c-Met Protein-Owverexpressing Monsguamous EGFR-Wildtype

MSCLC
c-Met High c-Met Intermediate c-Met OE Total
Outcome (n=78) (n = 83) (N =161)
ORR,Z % (95% CI) 34.6 (24.2 to 22.9(14.4to 33.4) 28.6 (21.7 to
46.2) 36.2)
DCR,Z % (95% Cl) 60.3 (48.5 to 57.8 (46.5 to 68.6) 59.0 (51.0to
71.2) 06.7)
DOR,2 months, median (95% 9.0 4.21t0 7.2 (5.3 to 11.5) 8.3 (5.61to0 11.3)
Cl) 13.0)

DOR =6 months,? n/no. of
responders (%)

PFES,2 median, months (95%
Cl}

6-month PFS,22 % (95% Cl)

— —

05, months, median (95%
)

12-month 05,2 % (95% Cl)

17/27 (63.0)

5.5 (4.1 to 8.3)

45.8 (33.8 to
57.1)

14.6 (9.2 to
25.6)

57.0{45.0to
67.4)

9/19 (47 .4)

6.0 (4.5 to 8.1)

50.1 (37.9 to 61.17)

14.2 (9.6 to 16.0)

55.0 (43.5 to 65.2)

26/46 (56.5)

5.7 (4.6 t0 6.9)

43.0 (39.5 to

56.1)

14.5 (9.9 to 16.6)

56.0 (47.7 to
63.4)




um of target lesion diameters (%)

Best changein s

100+
80
60 -
40

20

-204
-40 -
-60
_804

-100

osimertinib + tepotninb

Objectiv

[ Partial response
B Stable disease

& Progressive disease
1 Not evaluable*

rate 50-0% (95% Cl 39.7-60-3)

Patie

nts

INSIGHT258& (Ph2)
EGFRZ E[ZxfL Osimertinib

— THEZEIEAMETENR
FISH: OE—%(=5. MET/CEP7=2
Liquid NGS (Archer) :aE—#1=2
ORR 49/98 = 50%
OE—#1=10 56.6%., <42.2%
PFS 5.6m, OS 17.8m
Lancet Oncol 2024;25:989



Osi + criz/cap/tepo/sav

Percent Change from Baseline

80.00%

60.00%

40.00%

20.00%

0.00%

-20.00%

-40.00%

-60.00%

-30.00%

aPD =»SD =PR

x

Patients with Measurable Disease at Baseline

m psifcriz mosicap mosilepo mosifsav

EGFRZ 2%} L Osimertinib

— THEEEA METIENR
METAE —#ENGSFE = IXFISH
NGSTIFatE—% =5
PRAY1 7451 R 10451 (59%)
JTOCRR 2023:4:100533
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* JRCT2031210395.”NCT05029882

ABBV-400(c-MET ADC) Ph1l

JE/NlRRATIE, TR E BREREERE KnkE
« JRCT2031220047.”NCT04928846

Telisotuzumab Vedotin (ABBV-399) Ph3

FE /N AR Al e
- jRCT2031230534

ABBV-400(c-MET ADC) Phl

FFRasE, EEE, BBk, SERTERE LB EEEES

I_I;-I
%
Eao
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