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INTRODUCTION

7°°Ahaduom in
relotive risk of progression
[HR~0.30; 95% C1 023,

0.41; P<0.001]

o

I

TAGRISSO' |

osmerimib
Disease progression 80 mg
following 1st-line Central confirmation =
treatment with an of tumour EGFR
EGFR TKI in patients T790M mutation®
with documented

EGFRm+ NSCLC

Probability of Progression-Free Survival (%)

Platinum-pemetrexed

every 3 weeks for
up to 6 cycles' Months
24, 62 88 0
m 7 7 1

HR=0.799*
(95.05% C1: 0.641, 0.997; P=0.0462)
TAGRISSO

FLAURA study 3
80 mg orally, 9
-5 S 38.6
o y = morths modion O
* Locally advanced, not T Y PS%C 45,418
amenable to curative £
surgery or radiotherapy, 'E_ TAGRISSO
or metastatic NSCLC EGFR TKI g w (0=279)
+ EGFRm disease (exon 18 o = I 4 ey
deletion o LBSER) ¢ = paerd
Gefitinib 250 mg az{ (e=27)
* Ne t th
o prior anticancer therapy e
* Stable, asymptomatic CNS OR
metastases were allowed" e L — . . S S —
Erlotinib 150 mg 0 6 n " u » % Q ] st
orally, once daily - Months

TAGRISSO 779 276 20 154 M5 W6 A7 4 1B 10 M6 153 1% 3 % 9 U o2 0
gofifiid/erlotinb? 177 23 257 7 N9 WS W2 WS W8 1B W oM MW 2 o0 7 2 0

Mok TS, et al. N Engl ) Med 2017;376(7):629-40.
Ramalingam SS, et al. N Engl J Med 2020;382(1):41-50.
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TREATMENT STRATEGIES BASED ON THE RESISTANCE MECHANISMS

On-target resistance Off-target resistance
EGFR-MET i ADC Bypass signalling activation ]
Biespecific Ab +
+ EGFR TKI
EGFR TKI ROS1  AXL
— i

L718QIV
G719A
L792H/PIFIQIYIV

G796S/D/R/C l

G724s

F712L, L798I, T854A, L844V, mut/amp amp amp act amg oncogenic fusions act
V843l L692V, V726M, E709K,

G824D, V802I/F, L747P,

E?Etr:k Sr:gs'v E758D [ Downstream pathway activation ]

Selective MET inhibitors

@amﬂ JAK +
\ J EGFR TKI R

T | S—
[STAT'&]

1 -
[CEII cycle ] ’ | @ @

antiangiogenic drug + EGFR TKI

1 1

Chemtoherapy + EGFR TKI
T = 7 transformation

10 + EGFR TKI P, Giovannetti E, Tiseo M. Resistance mechanisms to
OSITTEr Unio 1 G rR-utated nori-simail cell lung cancer. BrJ Cancer. 2019;121(9):725-737.
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SELECTIVE MET INH + EGFR TKI
INSIGHT

Tepotinib plus gefitinib in patients with EGFR-mutant non-small-cell lung cancer with MET overexpression or MET amplification and
acquired resistance to previous EGFR inhibitor (INSIGHT study): an open-label, phase 1b/2, multicentre, randomised trial

—— Tepotinib plus gefitinib

go —— Chemotherapy (90% C10-17-0-74)
0
70 Stratified HR 0-67

(90% C10-35-1-28)

Progression-free survival (%)
w
o

Unstratified HR 035

Unstratified HR 0-13
(90% Cl 0-04-0-43)

Number at risk
epotinib plus gefitinib 31 20 11 6 4 1 0 19 16 9 6 4 1
Chemotherapy 24 16 7 1 0 0 0 15 10 4 0 0 0
£— i

Stratified HR 0-69
(90% Cl 0-34-1-41)

Overall survival (%)
)
o

o

N

Unstratified HR 033
(90% C10-14-0-76)

Unstratified HR 0-08
(90% C10-01-0-51)

PFS and OS were longer with tepotinib plus gefitinib than

with chemotherapy in patients with high (IHC3+) MET

overexpression n=34

* median PFS 8:3 months [4:1-16:6] vs 4-4 months [4-1—
6-8]; HR 0-35, 0-17-0-74

* median OS 37-:3 months [90% Cl 24-2—37-3] vs 17-9
months [12-:0-20-7]; HR 0-33, 0-14-0-76

Or MET amplification n=19
* median PFS 16:6 months [8-:3—not estimable] vs 4:2

months [1-4-7-0]; HR 0-13, 0-04—0-43
55 o e s R S S A R e A * median OS 37-3 months [90% CI not estimable] vs

Time (months)

Time (months)

Nomber at ik Time (months) 13-1 months [3:25—not estimable]; HR 0-08, 0-01-0-51
epotinib plus gefitinib 312824 19 1 5 2 1 0 191918 15 11 5 2 1 0 121111 10 8 2 1 1 0
Chemotherapy 242321 17 10 2 0 0 O 151413 10 6 2 0 0 0 776 5 3 0 0 0 O

Wu YL, Cheng Y, Zhou J, et al. Tepotinib plus gefitinib in patients with EGFR-mutant non-small-cell lung cancer with MET overexpression or MET amplification and acquired resistance to

previous EGFR inhibitor (INSIGHT study): an open-label, phase 1b/2, multicentre, randomised trial [published correction appears in Lancet Respir Med. 2020 Jul;8(7):e59]. Lancet Respir
Med. 2020;8(11):1132-1143.
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PFS

SELECTIVE MET INH + EGFR TKI

1.0
w
TATTON TRIAL O 804
Part B cohorts o
—
Enrolled patients Prior third-generation EGFR TKI g 6.0
« Age >18 years (Japan 220 Pathe £
. Loc nced / metastatic No prior third-generation EGFR TKI (T790M negative) % 4.0 +
« Locally identified MET Part 83 _8
amplification by FISH, IHC, o No prior third-generation EGFR TKI (T790M pos = 20 n
NGS* and retrospective e o
confirmation® i =
S ET DANORYION O 1 e o;n::::n S 0.0 T T L T T T T 1 — T T T T T 1
R , +*
- , e 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

300 mg qd* . .
. TRialiETIdG (n=42) Time from first dose (months)
« FISH: CMBP CLIA validated lab developed assay using Kreatech or Abbolt reagents
« IHC: CMBP CLIA validated lab developed test using MET rabbit monocional antibody

and the ultraView universal 3, 3' hloride kit

Number of patients at risk
69 41241810 9 6 4 2 1 1 1 0 0 0 0 O O O O

ORR Efficacy endpoints

Part B; osimertinik: B0 mg -+ savolitini 600,/300° mg B0 mg + savolitini 300 mg

Wa priar 36 Wa prior 36 Wa prisr 36
. Praviously treated  EGFR-TKI, T750M- EGFR-TKI, EGFR-TKI,
witha 3G EGFR-TK| negative T7E0M-positive T750M-regative
- Endpoint n=B53 n=51 n=18 n=42
ORRE. A (%) 23(33) 33(B5) 12467} 2662}
= |85% C1) |22-48] (50-78) [41-67) [46-76)
Complate response a o o o
- Partial respcrsa 23(33) 33 (55) 12{67) 26(62)
Stable disease® 23(42) 12(24) 633 13431}
=1 Progressive disease B[12) 36l L] 142
Mat svaluable o)1y ET] o 245
-1 - Macian PFS. months (35% CIj 55[4.1-77) 21(55-12.8) 111{4.1-22.1) 90(56-127)
Total FFS events, m%) S1(74) 3B[71) 12167) 2463}
= PFS rate at & months, % {95% 1) 45(32-57] 54(43-71) 77 (45-90) B3(45-76)
- PFS rate at 12 months. % (35% C 1} 21[11-33} 38 (24-52) 47 (23-68) 3a(23-53)
Mackisn DR, manths [25% CI) 0E(42-147] 107(E1-148 11.0[28-NC) 07(45-143)
- Mackan 05 ¢ months (35% CI) 303 (11 8-ME) 1EE[15.1-MC) HE [24.4-NC) NC(13-HE)
65 rate at & months, % [35% CI} 86 [#4-53} 90 (77-96) 94 (65-95) 53 (79-98)
065 rate at 12 months, % (55% C1) a2[47-73 B (52-81) 94 (55-95) T8 (51-88)

06 rate at 1B manths, % (855 €1} 53[30-64) 52(35-57) a7 (58-97) 65(40-75)

Hartmaier RJ, Markovets AA, Ahn MJ, et al. Osimertinib + Savolitinib to Overcome Acquired MET-Mediated Resistance in Epidermal Growth Factor Receptor-
Mutated, MET-Amplified Non-Small Cell Lung Cancer: TATTON. Cancer Discov. 2023;13(1):98-113. doi:10.1158/2159-8290.CD-22-0586



~ foro debate oncologia
SELECTIVE MET INH + EGFR TKI

ORCHARD TRIAL

Studv design

* EGFR-mutant
W

osimertinib monotherapy

Group A

+ Savolitinib {for MET amplification)
* Gefitinib (for EGFR C797X)
|+ Necitumumab (for EGFR amplification)

Disease
progression

No resistance mechanism detected or
matched strategy unavailable:

] ORR 41%

Yu AH et al. ESMO 2021. #3222.

1.00

Investigator

SAVANNAH: A Phase Il trial of osimertinib plus savolitinib

* Osimertinib + Savolitinib
* Progressed on prior osimertinib - MET IHC3+ >50% and/or FISH
GCN >5 or MET/CEP7 ratio >2

@
* First-ine: durvalumab + carboplatin 9 0.75 Patients without 0,
+ pemetrered 5 B \icoo+ andior Fistio+ ORR 32%
« Second-line: osimertinib + ecitumumab £ —
S = atients wit
8 o504 W Co0: andior FisH1o+ mDOR 8.3 m
Observational: treatment involves drugs E
for not available within ORCHARD
+  Patients are treated in accordance to %] m P FS 5 . 3 m
local practice & 0.25

: H
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time from first dose (months)

With IHC90+ and/or FISH10+ Without IHC90+ and/or FISH10+

Ahn M-J et al. WCLC 2022. #EP08.02-140

E assessment status (N=108) status (N=77)
nﬁ Total No prior CTx Total No prior CTx
2 (N=108) (n=87) (N=77) (n=63)
;f ORR (95% Cl) 49% (39, 59) 52% (41, 63) 9% (4, 18) 10% (4, 20)
g mDOR, months
(95% Cl) 9.3 (7.6, 10.6) 9.6 (7.6, 14.9) 6.9 (4.1, 16.9) 7.3 (4.1, NC)
mPFS, months
1100 7.1(5.3,8.0 7.2(4.7,9.2 2.8(2.6,4.3 2.8(1.8,4.2
M Partial response Stable disease MProgressive disease Not evaluable (95% CI) ( ) ( ) ( ) ( )
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SELECTIVE MET INH + EGFR TKI
INSIGHT 2 (n=122)

. . . FISH and/or liquid NGS (n=229)
* Tepotinib 500mg po QD + Osimertinib 80mg

* Progressed on 1st line Osimertinib .
Liquid NGS
* FISH (MET GCN 25 and/or MET/CEP7 >2) ] N=38
o Tissue FISH _ ~
and/or liquid biopsy (MET plasma GCN >2.3) N=152 n=117 (13%)
= 39%
* 175 out of 451 patients (38.8%) were MET (+) (51%) (39%)

Tumor Shrinkage (n = 98*") Tumor Shrinkage (n = 31%)
Best Overall Response Blood

801 M Partial response MET based - 40
T 604 H oo
:,J, [l Stable dl.sease.: FISH (+) NGS 5= 20
@ 404 M Progressive disease ==
% w204 [ Not evaluable N=98 N=31 E ¢ 0
Eg 3@ -20
A% 01 ORR 43.9%  51.6% -
5 S 204 En 5 -40
g 5 -40 1 mDoR 9.7m 5.6m H _g -60 Best Overall Response
5§ 60 mPFS 5.4m 4.6m S8 W Partial response
5 ' ' g~ 597 mstabledi
% -80 - 4 able disease
@ mOS NE NE @ 100- M Progressive disease

-100 4 *Excluded because baseline/postbaseline measurement unavailable (n = 4) _— [ Not evaluable

Tan et al ASCO 2023 Abstr 9021
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ADC + EGFR TKI

Teliso-V (2.7 mg/kg once every 21 days) plus erlotinib (150
mg once daily)

Phase I/lb. n=42

Patients with L858R or Del 19 EGFR mutation
C-MET overexpressing

MET expression N=25

Intermediate (25-49% cell MET IHC 3+) 11 (44%)
High (0 BCZ e ¢ =k & 13 (52%)

Camidge DR, Barlesi F, Goldman JW, et al. Phase Ib Study of Telisotuzumab Vedotin in
Combination With Erlotinib in Patients With c-Met Protein-Expressing Non-Small-Cell
Lung Cancer. J Clin Oncol. 2023;41(5):1105-1115.

Efficacy summary

Teliso-V Plus Erlotinib

c-Met+ EGFR-M+ c-Met+ EGFR-WT c-Met+ EGFR-Rare/Unknown Total

Response (n = 28), No./n (%) (n = 5), No./n (%) (n = 3), No./n (%) (N = 36), No/N (%)
Best overall response®

Complete response 1/28 (4) 0/5 0/3 1/36 (3)

Partial response 8/28 (29) 2/5 (40) 03 10/36 (28)

Stable disease 15/28 (54) 2/5 (40) 3/3 (100) 20/36 (56)

Progressive disease 4/28 (14) 1/5 (20) 03 5/36 (14)

Objective response rate” [95% CIl 9/28 (32.1) [159 to 52.4]  2/5 (40.0) [5.3 t0 85.3]  0[0.0 to 70.8] 11/36 (30.6) [16.3 to 48.1]

Disease control rate® [95% Cl] 24/28 (85.7) [67.3 t0 96.01 4/5 (80.0) [28.4 to 99.5] 3/3 (100) [29.2 to 100] 31/36 (86.1) [70.5 to 95.3]

Progression-free survival

Median, months [95% Cl] 59 [2.8 o NR] 6.0 [1.2 to NR] 4.0 [1.6 to NR] 59 [2.8to NR]
50

@ 376
é BN EGFR-WT MMM EGFR-rare/unknown
3 . E—EGFR M+ Mot 225
© ? 18.217.4 .
oQ ’ 99 HUHI
£ % 57 43 4,
o 0 V] B o 0000
&= 1 I EE N R
: Mm“m|||||
<
=
o
o 34“359
£ 504 405437447‘71475
& /
8 4 47
5 622625 54 7 ? i
o 4
— 745.76.3
17}
@

-100 -100,0 -100,0

12 3 45 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35
Patients (n = 35)

PES [:3]37]16[13]23 [5.4 [1.4 [3.0 [83 [28 69 [6:8 [1.6 [6.0 [37 [4.3 [6:6 [1.2[1:3 [5.3 [1.4 [11.0[5.3 [4.0 [2.8 [2.7 [67 [11.3] 2.7 [ 7.4 [12:3[16.4[10-2 6.9 [6.6 |
Response [P [sp [sp [sp [sp [sp [Po [sp [sp [sp [sp [sp [so [sp [sp [so [sp [po [so [so[po [pr [po [0 [Pr [PR [PR PR [PR PR [PR PR [PRcR PR
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Chemotherapy + EGFR TKI
Comparison of gefitinib plus chemotherapy versus

»

gefitinib alone: A meta analysis ¢ e

Grade >3 toxicity

2007 Chan 188(037.952) 234
2011 Ghen 102(006 1668 079
=
Study ID Study location Rate of EGFR  Type of tumor Stage of cancer Special type of Prospectiveand  Combined Numberof  Previous treatment 201482015 Yang i 200(134,500) 1394
mutation ‘population randomized treatment patients 201640 —————— 3 453(1.17, 1708 336
2007 Chen'® China 50% Lung adenocarcinoma IV None Yes Vinorelbine 48 previous chemotherapy with >= 2 2016 Chong e 321(1.56,698) 11.60
regimens i
2011 Chen"” China 67% Lung adenocarcinoma  11IB/IV None Yes Tegafur/Uracil 115 failed previous chemotherapy 2017 Han 432(138.1342) 479
2014 and 2015 Yang'***"  Asian multicentre ~ 68% NscLe mB/IV Nonsmoker/Light Yes Pemetrexed + 236 chemonaive 2019 Zhang 212(064 708 425
former smoker cisplatin =
2016 An”’ China 100% NSCLC B/IV None Yes Pemetrexed % NA 2019 Noronha =t 307(193.469) 2058
2016 Cheng” Asian multicentre  100% Nonsquamous NSCLC ~ IV/Recurrent. None Yes Pemetrexed 191 1o prior systemic chemotherapy, 2020 Hosoay ?&E‘ 4190266 659) 3006
immunotherapy, or biologic therapy 3
2017 Han™ China 100% Lung adenocarcinoma  IIIB/IV. None Yes Pemetrexed + 81 o prior systemic anticancer therapy Overoll (1-squored = 0.0%, p = 0.879) é 320(297,421) 10000
Carboplatin for advanced disease
2019 Zhang™* China 100% NSCLC /v None No Cisplatin 92 o prior surgery, chemotherapy, radio- NOTE' Woights are fram random offocts analysis
therapy, or immunotherapy
2019 Noronha™® India 100% NscLe 1B/IV None Yes Pemetrexed + 33 N/A os7 ' 75
Carboplatin
2020 Hosomi* Japan 100% Nonsquamous NSCLC  TIIB/IV/Recurrent  None Yes Pemetrexed + 341 0 prior chemotherapy
Carboplatin
0, — .
© The two studies by Yang et al. in 2014 and 2015 reported progression-free survival and overall survival of the same patient population, respectively. Thus, the two studies were considered as one in the present analysis. 3 . 2 9 ( 95 A) C 12 57-4. 21 ’ p < 0 . 00 1

EGFR, Epidermal Growth Factor Receptor; NSCLC, Non-Small Cell Lung Cancer; N/A, Not Available.

ORR PFS oS

0 OREONC Wt

Sy -
: o HREIKCH  Weoht P
2007 Chen —_— oan@20 276 508 %
ohon —_——— 0 HROS%C)  Weght
0 o i, B 2007 Chen +——— 198O 417) M
48201 — "
SRR Yng: ERnamIy wm 2011 Cowne —— 15410323 se&2 H
201640 —_— 140004 309 741 200/ Coan ———+——— 2130667 315
201482075 Yong S 1181088 1.99) 1502 :
2016 Chargy —t— 1420712000 178 o Lmpee 7 2011 Chen —— 14309, 21/) 130
7 d——— —
2017 ban t 244006 692 681 SRS B 201482015 Yang — 1060076, 147) 1660
PR S S — :
%9 ey : LR AW ro 2017 Han H 2000120348 109 2016 —— 1190065217 897
s palion o M d 2019 Lherg — 1040100208 828 2017 Han e 278(1.49.500 €9
Hosom . ;
- ANAEEN., 5 2019 Nororhe —— 196(152 256) 1693 2019 Zneng 122(083, 179 1473
Ovorall (1-squared « 38.0%, p « 0.115) O 1.54(1.13,2.10) 10000
2020 Hosomy o 2060161, 200 1929 2019 Movarta —— 2220154328 1510
NOTE: Waights a from random affects snovpis Overal (1aguared = 31 3% o = 0 168) [e3 167145 194 10000 2050 Hosom & 1300105180 1885
ioud ! “ NOTE Whneghts ae brom rancdom efiects anatfes Ovecall (1 squiarc - 52 5%, p - 0040) <> 1490120, 107) 10000
- . () . - - . () i .
OR =1.54; 95% Cl, 1.13-2.1; p = 0.006 HR=1.67; 95% CI'1.45-1.94; p < 0.001 o Roz 4ol D G5 9-(]

Yi M, He T, Wang K, Wei Y. Comparison of gefitinib plus chemotherapy versus gefitinib alone for advanced non-small-cell lung
cancer: A meta analysis. Clinics (Sao Paulo). 2023;78:100152. Published 2023 Jan 19.
S
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Chemotherapy + EGFR TKI
FLAURA 2

Safety run-in period (N=30)
Published in ESMO Open, 2021"

Osimertinib 80 mg (QD)
+ pemetrexed 500 mg/m?
+ carboplatin AUC5 Maintenance @
osimertinib 80 mg (QD)
+ pemetrexed (Q3W)!

; o

Patients with untreated locally

or cisplatin 75 mg/m?
(Q3W for 4 cycles for
platinum-based

treatments)
Randomization
1:1 (N=557)

advanced / metastatic EGFRm NSCLC

Stratification by:

*+ Race (Chinese Asian /
non-Chinese Asian /
non-Asian)

+ EGFRm (local / central

Follow-up:

* RECIST 1.1 assessment at
6 and 12 weeks, then every
12 weeks until RECIST 1.1
defined radiological disease

Key inclusion criteria:
Aged 218 years (Japan: 220 years) ~ —
Pathologically confirmed

non-squamous NSCLC

+ Ex19del / L858R (local / central test) test) mgr’i:s‘flf:;‘:;:‘"‘” CHEETE]
. WHOPSO0/1 + WHOPS (0/1) Osimertinib 80 mg (QD)
+ No prior systemic therapy for advanced

NSCLC « Primary PFS by ir per RECIST 1.1%

Stable CNS metastases were allowed™

« Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
Brain scans at baseline (MRI / CT)

« Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2*

PFS per investigator in patients with / without
CNS metastases at baseline*

With CNS metastases Without CNS metastases

Median PFS, months (95% CI) Median PFS, months (95% CI)
Osimertinib + platinum-pemetrexed 249 (22.0, NC) Osimertinib + platinum-pemetrexed 27.6 (24.7, NC)
138 (110, 16.7)

Osimertinib monotherapy Osimertinib monotherapy 21.0 (16.7, 30.5)

HR (95% Cl) 0.47 (0.33, 0.66) HR (95% Cl) 0.75 (0.5, 1.03)
= 10 1.0
s
=
2 os 08
2
8 o6 06
S 04 04
2
2
2 02 0.2
5
e
2 0 T T T T T T T T T T T 1 0t T T T T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30 33 36 o 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:

163 153 143 132 123 110 95 75 50 23 13 1 0O

.ua 101 98 93 84 77 70 58 34 19 8 2 0
168 151 143 130 118 98 82 62 46 35 16 0 0

110 95 84 73 60 50 37 32 21 13 5 1 0

Probability of second

Progression-free survival per investigator

Median PFS was improved by ~8.8 months with

plus platinum-p Vs

Median PFS, months (95% CI)

5 104 Gsimertinib + platinum pemetrexed 255 24.7.NC)
% o904 Osimertinib monotherapy 167(141,21.3)
H HR (95% CI) 0.62 (0.49, 0.79);
g 08+ P<0.0001
I o074 Overall maturity: 51%
2 Median follow-up for PFS*, months (range):
2 06+ Osimertinib + platinum-pemetrexed, 19.5 (0-33.3)
$ | ‘Osimertin monotherapy, 16.5 (0-33.1)
5
2 o5
2 I
g
5 04 1
2 I
= 03+ 1 I
El I
£ o2 | |
e 1
& 01+ ] |
| 1
o T T T T T T T t T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk
279 254 241 225 207 187 165 133 84 42 21 3 0
278 246 227 203 178 148 119 9 67 48 21 1 0

PFS2 and interim analysis of OS

Second progression-free survival Overall survival

= 10
g
z
508
a
@
L o6
= Median PFS, months (95% C1) Median OS, months (95% CI)
S 0.4 [ osmertini - platnum pemetrered 306 290,N0) 0.4 I Gsimertinib + piatinum pemetrexed  NR L9 NC)
§ Gsimertinib monotherapy 278 m50.0) csmertinh monotheropy AR (NG N0
8 021 R (o5% c1) 0.70 (0.52, 0.93); 0.2 1R (95% Cl) 0.90 (0.65, 1.24);
= p=0.0132 p=0.5238"
0+ 0+
o 3 6 o9 12 15 18 21 24 27 30 33 3 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk

279 263 254 247 236 220 194 158 107 54 26 3 O
278 265 255 246 232 206 166 130 90 58 26 3 O

279 267 258 253 244 237 219 191 139 84 46 7 O
278 267 260 257 251 244 214 185 133 85 46 10 O

+ PFS2 and OS were immature at this interim analysis (34% and 27% data maturity, respectively)

« AtDCO, 57/ 123 patients (46%) in the osimertinib plus platinum-pemetrexed arm and 91 / 151 patients (60%) in the osimertinib
monotherapy arm received any subsequent anti-cancer treatmentt

+ In both arms, cytotoxic chemotherapy was the most common subsequent anti-cancer treatment (33% and 54% in the combination
and monotherapy arms, respectively)’

Pasi A. Janne et al WCLC 2023
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Chemotherapy + EGFR TKI
FLAURA 2

Safety summary Common adverse events (17 CKEE e @

© Median total duration of osimertinib exposure was 22.3 months (range 0.1¢83.8) in the osimertinib plus platinum-pemetrexed arm

e imertinib + platinum- =271 Osimertinib monotherapy (n=275)
and 19.3 months (range 0.1¢83.8) in the osimertinib monotherapy arm — Osimertinib + platinum-pemetrexed (n=276) imertinib monotherapy (n=275)
nemia? 20
® In the combination arm patients received a median of 12 cycles of pemetrexed (range 1c48) and 211 patients (76%) completed Diarrhea
4 cycles of platinum-based chemotherapy Nausea -
— — PR ———— Neutropeniat 4 18 ol ILD (grouped term) was reported in
Patients with AEs, n (%)* simertinib + platinum-pemetrexe STEHIITIEHE lehe’cc"::s":g‘a"::;',lae' 2 o : :’] 9 patients (3%) in the osimertinib
T i 3
lus platinum-pemetrexed arm and
Constipati < 2 101 0 4 ! darm ar
(E Ty GRIED Z5() ZEB(E) ons| lp;;z: 1 2 o o 10 patients (4%) in the osimertinib
Any AE 4 2|0 176 (64) 75 (27) Fatigue 3 S ol <1 monotherapy arm (all grades)t
Any AE leading to death 18(7) 8(3) Vomiting 1 &1 o
Stomatitis 1l 18 <
Any serious AE 104 (38) 53 (19) Paronychia L2 261 <1
‘Any AE leading to discontinuation 132 (48) 17 (6) CoviD-19¢ o o
ALT increase Ll il <1
Osimertinib / or cisplatin / 30 (11) /46 (17) / 119 (43) 17 (6) / NA/NA Dry skin 0 18 z o
i AST increase <1 jaw al <1
u
AE possibly causally related to treatment 269 (97) 241 (88) Blood creatinine incroase Grade 1/2 m Grade 3 - .o
Any AE ¢ CIEHE 146 (53) 29 (11) WBC count decrease W Grade 4 Il 18 &l <1 Grade 1/2 M Grade 3
0 115 a0
Causally related to osimertinib / in or cisplatin / 81 (29)/ 104 (38) / 130 (47) 29 (11) / NA/ NA Edema
eading o death 60 40 20 0 20 40 60
Any AE leading to dea 5@ 1Y) Patients with adverse events, %
Causally related to / or cisplatin / 3(1)/2(1)/3(1) 1(<1)/NA/NA

- © [HX00 MEDOCME = EINWETVIoM 050 DTN M IHeNIED I (|54 = i 413 OO Wl pemetrexed arm were
Any serious AE 52 (19) 15(5) hematological toxicities, known to be associated with chemotherapy; there were no common Grade 4 AEs in the monotherapy arm

*Osimertinib in combination with platinum-pemetrexed has demonstrated a statistically significant and clinically meaningful
improvement in PFS over osimertinib monotherapy in patients with EGFRm advanced NSCLC (HR: 0.62)
* Investigator-assessed median PFS: 25.5 vs 16.7 months (improvement of ~8.8 months)
*  BICR-assessed median PFS: 29.4 vs 19.9 months (improvement of ~9.5 months)
*PFS benefits were consistent across all pre-defined subgroups
*PFS2 and OS data were immature at this interim analysis

*The safety profiles were as expected for each treatment and were manageable with standard medical practice

Pasi A. Janne et al WCLC 2023
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EGFR-MET bispecific antibody + EGFR TKI

CHRYSALIS-2

Amivantamab is an EGFR-MET bispecific antibody with immune cell-

directing activity

Lazertinib is a CNS-penetrant, 3rd-generation EGFR TKI with efficacy in
activating EGFR mutations, T790M, and brain metastases

Study design

CHRYSALIS-2 (NCT04077463)

Dosing (21-day cycle)
240 mg daily

Lazertinib

Eligibility

Clinical chacracteristics

Demographic and baseline

disease characteristics, n (%)
Median age, years (range)
Female / male
Race
Asian
White
Black
Exon 19 deletion / L858R
ECOG PS0/1
History of brain metastases
Median no. of prior lines? (range)
Prior therapyd
1st/2nd-generation EGFR TKI
Osimertinib
Platinum-based chemotherapy®

61 (38¢76)
11 (55) / 9 (45)

11 (55)
8 (40)
1(5)

13 (65) / 7 (35)
4(20) / 16 (80)
12 (60)

1 (1¢8)

9 (45)
14 (70)
5 (25)

Overall Response Rate

¥

[pest overat response: W er_ W s0 W0 M wefunK

EGFR-mutated,

advanced NSCLC
post-TKI (max of
3 prior lines)

Amivantamab

Chemotherapy

1400/1750° mg on C1 D1/D2, C1D8, C1D15,
C2D1; 1750/2100° mg C3+ Q3W

Carboplatin (AUCS5; stopped after 4 cycles)

Pemetrexed (500 mg/m2) until disease progression

Endpoints

4

1

1

| © Adverse events (primary) ® Duration of response
E © Objective response rate ® Clinical benefit rate®

Se-Hoon Lee et al WCLC 2023

!
© Progression-free survival |
. 1
© Overall survival !

target lesions (%)

Best change in SoD of
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s §
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B b BB o ow

&
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*At a median follow-up of 13.1
months,11(55%) patients remain on
treatment

*3 of 7 patients with SD as best
response had SD duration 26 months,
2 of which remain on treatment

*A total of 5 patients were treated
beyond investigator-assessed
progression,c with incremental median
treatment duration after progression
of 4.2 months

Investigator-assessed response (n=20)

50%
(95% Cl, 27¢73)

Not estimable

ORR

Median DOR
Ongoing response
< pot 03 OOmes

8 of 10 responders
8 of 10 responders

80%

b
Gl (95% Cl, 5684)
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EGFR-MET bispecific antibody + EGFR TKI

CHRYSALIS-2
PROGRESSION FREE SURVIVAL OVERALL SURVIVAL
PFSab os®
100 A Median PFS<: 14.0 months 100+ 6 months Median OS: NE
(95% Cl, 4.3-NE)
g 0 | 6 months P I " N o
'E 1year _E" 1year
a 60 5 60 +
&0 i @
<) ]
o o
8 40 L £ a0
g a
E B
< 204 204
0 T T I T 0 T T T T
0 3 6 9 12 15 18 0 3 6 9 12 15 18
Months since first dose Months since first dose
No. at risk 20 16 13 10 7 2 0 No. at risk 20 18 16 15 12 3 0

Se-Hoon Lee et al WCLC 2023
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EGFR-MET bispecific antibody + EGFR TKI
CHRYSALIS-2
SAFETY PROFILE

Associated with EGFR inhibition

DM A Total? | ¢ CYAMME

Rash 15 (75) 1(5)
Paronychia 12 (60) 0
Stomatitis 12 (60) 0
Dermatitis acneiform 8 (40) 2 (10)
Diarrhea 6 (30) 1 (5)
Associated with MET inhibition
Hypoalbuminemia 8 (40) 2 (10)
Other
[Neutropenia 18 (90) 14 (70) |
IRR 13 (65) 0
Fatigue 10 (50) 5 (25)
Nausea 10 (50) 0
COVID-19 8 (40) 0
[Thrombocytopenia 8 (40) 5(25) |
Constipation 7 (35) 0
Decreased appetite 7 (35) 1(5)
Leukopenia 7 (35) 4 (20)
Alanine aminotransferase increased 6 (30) 0
Anemia 6 (30) 2 (10)
Pulmonary embolism 6 (30) 1(5)
Aspartate aminotransferase increased 5 (25) 0
Back pain 5 (25) 0
Epistaxis 5 (25) 0
Hemorrhoids 5 (25) 0
Peripheral sensory neuropathy 5 (25) 0

Se-Hoon Lee et al WCLC 2023

*As of November 15, 2022, the median follow-up was 13.1 months
*Safety profile was consistent with that of individual components; no
new safety signals, with most AEs at grade 1-2

*Median treatment cycles was 15.5 (range, 2—23)

*Median number of cycles of carboplatin and pemetrexed were 3.5
and 9.5, respectively

*18/20 (90%) patients developed neutropenia, of which 14 had grade
>3 eventsb

* - Highest incidences were in cycle 1 (when labs were
measured weekly)

* - After completion of carboplatin (cycle 5 onward), 1/17
(6%) patients experienced grade >3 neutropenia

* - No patients developed neutropenic fever

*8/20 (40%) patients developed thrombocytopenia, of which 5 were
*grade >3 events; most incidences occurred during cycle 1

— After completion of carboplatin (cycle 5 onward), 1/17 (6%) patients
experienced grade >3 thrombocytopenia

- 1 patient developed a grade 3 adrenal hemorrhage after
thrombocytopenia
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EGFR-MET bispecific antibody + EGFR TKI

Lurn civiet

Binding Binding * ORR:30%
CHRYSALIS-2 Cohort D * Median PFS: 5.7 months
. * Median DoR: 10.8 months
* Amivantamab:
Fully humanized bispecific IgG1 Ab targeting EGFR and cMET MET+ MET-
(n=28) (n=49)
e N (" Dose Expansion Cohorts B ! Endooints 3 ORR 61% 14%
Dose I I (95% CI, 41-79)  (95% CI, 6-27)
Phase Post-osimertinib and platlmm—based chermdherq:fy |« Duration of response I Median 10.8 months 6.8 months
Cohort B: EGFR ex20ins® : + Clinical benefit rate 1 DOR (95% CI, 2.9-NE) (95% CI, 1.9-NE)
Ri:.::tgi:’;s Post-standard of care and platinum-based chemotherapy | - Progression-free survival 1
Amivantamab 1050 mg Cohort C: Uncommon EGFR mutationsb I+ Overall survival : CER® 86% 81%
(1400 mg i,f =80 kg) IV Treatment naive or post-1st or 2 generation EGFR TKI l\ +  Adverse events ] (95% CI, 67-96) (95% CI, 46-75)
L s [ S
Lazertinib 240 mg PO Cohort D: EGFR ex19del or L858R - : i 12.2 th 4.2 th
\ Post-osimertinib, chemotherapy naive, biomarker validation , Focus of this presentation Median PFS (95% CT;E_NSE) (95% cTc;ns_g "
«  The objective of Cohort D was to prospectively validate potential biomarkers (IHC or ctDNA NGS9) o
+  Response was assessed by the investigator per RECIST v1.1 * MET 3+ staining on [ ERQ tumor cells was
+  Plasma and tissue® were collected at baseline (after osimertinib and prior to treatment on trial) identified as predictive of response
Predefined Bayesian process allowed for biomarker retraining/validation e Atotal of 28 of 77 (36%) patients had MET 3+
L]

(n=108, Osimertinib as 1% line: 70%, 2" line: 30%) I ‘
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21-Day Cycles 1-4 21-Day Maint_enance
Cycles until PD

Patients:
* >1 measurable lesion by RECIST v1.1
that has not been previously irradiated Arm A Arm A
« Locally advanced or metastatic EGFR Akt 1Y AT |vantt'ar?nballanolv
Exon 19del or L858R mutation NSCLC Lazertinib PO <233riin
Pemetrexed 1V Pemetrexed |V
e Drannraccad nn nr aftar ncimartinih I

Phase 3 MARIPOSA-2 Study Meets Dual Primary Endpoint Resulting in
Statistically Significant and Clinically Meaningful Improvement in
Progression-Free Survival for RYBREVANT® (amivantamab-vmjw) Plus

Chemotherapy With and Without Lazertinib versus Chemotherapy Alone in
Patients with EGFR-Mutated Non-Small Cell Lung Cancer after Disease
Progression on Osimertinib

* ORR * PFS2 « PK
- PFS by BICR «0S « TTSP ) + Immunogenicity
+ DOR + Intracranial PFS * PROs
* TTST - Safety
BICR, BI d d Independent Central Review; non duration of re: p ECOG Eastern Coo p t e Oncology Group; EGFR, epidermal growth factol p( r; NSCLC, non-small cell lun g r; ORR, overall re p rate; O, overall survival; PFS, progression free survival; PFS2,
progression free survival after first subsequent therapy; PD dis¢ p ogression; PRO, patient reported ; RECIST, m

n Solid Tumors; TTSP, time t ymp omatic p ogre: 1-rsr time m subsequent therapy; v, version; LDC, low dose
corticosteroids.
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Akamatsu H, et al. Jama Oncol 2021;7:386.
Nakagawa K, et al. Lancet Oncol 2019;20:1655-69.

Antiangiogenic drugs + EGFR TKI Piccirillo MC, et al. ESMO 2021 (Abstr 12070).

mPFS: 16 vs 9,7m; p=0,0015

mPFS: 17,9 vs 13,5m; p=0,33

mPFS: 9,4 vs 13,5m; p=0,20

mPFS: 20,2 vs 22,1m; p=0,213

Beverly trial Addition of Bevacizumab to Erlotinib as First-Line
Treatment of Patients With EGFR-Mutated Advanced

Progression Free Survival. Overall Survival
Nonsquamous NSCLC 100 — Erlotinib 1004
(median 9.6 months [95% Cl 8.2-10.6]) == Erlotinib
Control arm = Erlotinib + BEV (median 22.8 months [95% CI 18.3-33.0])
. Lo + Erlotinib 150 mg orally once daily dian 15.4 ths [95% Cl 12.2-18.6 == Erlotinib + BEV
f:ii::ﬂl:snfggfc J 757 (median 15.4 months [35% ) 75 (median 33.3 months [95% Cl 24.3-45.1])
Activating EGFR mutation R N
Stage IlIB or IV 1:1 Experimental arm
PS0-2 « Erlotinib 150 mg orally once daily
« Bevacizumab 15 mgikg, i.v., every 3 weeks 50 504
Traatment in both arms will ba given untl disease progression or
unacceptatie toxicity or paiert’s or physician's st
decision to stop
Stratification: 25+ 25
PS (01 versus 2)
Type of mutation {axon 19 dal versus 21 LESER mut versus cthers)
log-rank p = 0.0067 log-rank p = 0.1234
Seto T, et al. Lancet Oncol 2014;15:1236-44. 0 ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ 0, ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
Stinchcombe TE, et al. Jama Oncol 2019;5:1448-55. 0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Saito H, et al. Lancet Oncol 2019;20:625-35. Number at risk Time since randomisation (months) Number at risk Time since randomisation (months)
’ ’ umber censored) (number censored)
Kenmotsu H, et al. ESMO 2021 (LBA44) Erlotinib ~ 80 (2) 56 (2) 27 (0) 15 (0) 11 (0) 8 (0) 6 (3) 2 (0) 1 (0) 1 (0) 0 Erlotinib 80 (2) 72 (2) 60 (0) 47 (4) 31 (3) 26 (4) 18 (6) 10 (4) 5 (3) 2 (1) 0

Erlotinib + BEV 80 (0) 79 (2) 72 (1) 59 (6) 43 (11)24 (6) 15 (6) 9 (4) 3 (3) 0 (0) O
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Antiangiogenic drugs + EGFR TKI

RELAY: N=449

CYRAMZA + erlotinib vs placebo + erlotinib

* mNSCLC *ECOGPSOor1
* EGFR mut+ exon 21 * No CNS metastases

(L858R) substitution * No known EGFR T790M
or exon 19 deletion mutations at baseline

1:1 RANDOMIZATION*

CYRAMZA 10 2W via I\ Placebo Q2W +
erlotinib 150 m erlotinib 150 mg/day orally

[n= [n=225]

TREATMENT UNTIL DISEASE PROGRESSION OR UNACCEPTABLE TOXICITY

Major efficacy outcome measure

PFS "
Supportive efficacy outcome measures 3
0S, ORR, DoR

Progression Free Survival

90+

80+

70+

60

50

Progression-free survival (%)

304

204

104

—— Ramucirumab plus erlotinib

(median 19-4 months [95% Cl 15-4-21-6])
—— Placebo plus erlotinib

(median 12-4 months [95% Cl 11.0-13-5])

Hazard ratio 0-59 (95% Cl 0-46-0-76); p<0-0001

Number at risk
(number censored)

T T T T T T T T T T T 1

3 6 9 12 15 18 21 24 27 30 33 36

Time since randomisation (months)

Ramucirumab plus erlotinib 224 (0) 196 (13) 170(21) 154(28) 133(34) 103(47) 69(66) 49(76) 32(81) 20(91) 10(97) 1(102) 0(102)
Placebo plus erlotinib  225(0) 196 (12) 167(12) 136(16) 99(23) 72(31) 52(41) 37(46) 27(50) 15(56)  4(64)  4(64) 0(67)

Nakagawa K, Garon EB, Seto T, et al. Ramucirumab plus erlotinib in patients with untreated, EGFR-mutated, advanced non-small-cell lung cancer (RELAY): a randomised,
double-blind, placebo-controlled, phase 3 trial. Lancet Oncol. 2019;20(12):1655-1669.
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