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/ A \ ‘Q | relofive risk of progression
f' \‘ & P {HR=0.30; 95% C: 0.23,
| TAGRISSO" | 5 0.41; P<0.001)
osimertinib K i H 18 :
Disease progression \30 mg % -
following “f‘""" Central confirmation N=419 — 4 " ‘_
treatment with an of tumour EGFR R2: &
EGFR TKI in patients T790M mutation® 21 ]
with documented 2
EGFRm+ NSCLC 3 —_—
Platinum-pemetrexed -§ 0
every 3 weeks for & 0 3 6 9 12 15 18
up to 6 cycles'
Number at risk Months
W TAGRISSO
279 240 162 88 50 13 0
' Plotinum-pemetrexed
140 9 44 7 7 1 0
1
HR=0.799*
(95.05% Cl: 0.641, 0.997; P=0.0462)
TAGRISSO
(n=279) 08
]
F&'fsgg'q By 80 mg orally, 2 3 8 6
=z once daily = e yid-dy A
* Locally advanced, not T_._s 08 195% Ct 34.5,41.8)
amenable to curative S T o nee. e
surgery or radiotherapy, 'E_ TAGRISSO
or metastatic NSCLC EGFR TKI = 31 8 (0=219)
) comparator® 3 0
* EGFRm disease (exon 19 —o77 e months medion O geftnib/
deletion or L858R) (n=277) < F5%C1266,360) it
. . . ” =277
* No prior anticancer therapy grzflll;mt::ci?azlr;g (=11}
* Stable, asymptomatic CNS OR
metastases were allowed!
. 00+——— —— ——
Erlotinib 150 mg 0 § 1 i # 2 % 2 & %
orally, once daily T Months

TAGRISSO 279 276 270 254 245 236 217 204 193 180 166 153 138 13 8 0 7 2 0
gefifinib/erlotindt 277 263 252 29 219 05 182 US W8 1% W 11 N0 W 12 40 7 2 0

Mok TS, et al. N Engl J 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 [ Bypass signalling activation ]
mutation/amplification
) s e - I
— EGFR-MET
L718QNV
67193 Biespecific Ab 3 . MET HER2 | || [1GFR
L792H/PIFIQIYIV + EGFR TKI PR L IR LR L IR
G796S/D/R/C EGFR TKI BOSG ISSS] | LA,
G724S
F712L, L7981, T854A, L844V,
V8431, L692V, V726M, E709K, _ o Ut
G824D, V802I/F, L747P, mut/amp amp amp
L834L, S768I, E758D —
EGFR Amp [ Downstream pathway activation
Selective MET inhibitors
amp JAK | RAS +
v EGFR TKI
RAF T T |H.I'\l T ™TEMN el

‘ d =
STAT3 ==

Cell cycle _ Al
genes - I
| ERK-MAPK | amp

antiangiogenic drug + EGFR TKI { SCLC/SCC ]

T TS T S TS TS T ST, (— —— ] A T transformation
Chemtoherapy + EGFR TKI

IO + EGFR TKI Leonetti A, et al 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

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

Unstratified HR 0-35
(90% C1 0-17-0-74)

—— Tepotinib plus gefitinib
—— Chemotherapy

PFS and OS were longer with tepotinib plus gefitinib than with
chemotherapy in patients with high (IHC3+) MET overexpression
n=34

Stratified HR 0-67
(90% C10-35-1-28)

Progression-free survival (%)
w1
o
1

o

036 12 18 24 3 036 2 18 24 30 036 D 1B 28 3P * median PFS 8-3 months [4-1-16-6] vs 4-4 months [4-1-6-8]; HR
epotiniNbU;:Ee;e?tirri\sit 31 20 11 1 0 19 16 6 035, 017—074
(hemotherspy 2436 71 °o0 B ° o « median OS 37-3 months [90% CI 24-2—-37-3] vs 17-9 months
[12.0—-20-7]; HR 0-33, 0-14-0-76
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Stratified HR 0-69
(90% C10-34-1-41)

Unstratified HR 0-33
(90% C1014-0-76)
Unstratified HR 0-08
(90% C1 0-01-0-51)

N I S Y IS I N N [ g |
N I N Y I N I O e ; |

Overall survival (%)

Or MET amplification (mean gene copy number 25 or MET to
centromere of chromosome 7 ratio 22) n=19

T T T T T T T 1 T T T T T T 1 T T T T T T 1
036 12 18 24 30 36 42 36 12 18 24 30 36 42 036 12 18 24 30 36 42

Time (months) Time (months) Time (months)

o

Number at risk

potnibplsgefin 312824 19 ;S 2 10 wwW o w5 2 10 Lm0 82 110 * median PFS 16-6 months [8-3—not estimable] vs 4-2 months [1-4—
7-0]; HR 0-13, 0-04-0-43
* median OS 37-3 months [90% CI not estimable] vs 13-1 months
[3:-25—not estimable]; HR 0-08, 0-01-0-51

Wu YL, et al Lancet Respir Med. 2020,;8(11):1132-1143.
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Selective MET inh + EGFR TKI

TATTON TRIAL: a multi-arm, phase Ib trial of osimertinib combined with selumetinib, savolitinib, or durvalumab in EGFR-mutant lung
cancer

Part B cohorts

Enrolied patients

. e 218 years (Japan 220
e Part B2
« Locally advanced / metastatic No prior third-generation EGFR TKI (T790M negative)

600

EGFRm NSCLC Treatment until

= Locally identified MET Part B3 (n=138) disease .
amplification by FISH, IHC, or No prior third-generation EGFR TKI (T790M positive) FRCL
NGS* and retrospective Ilfanf’nzm
central confirmation? 2

- Prior progression on 21 prior Part D cohort Osimertinib discontinuation

EGFR TKI 0 ~ o
- WHOPSO0/1

Savolitinib

300 mg qd*
(n=42)

Central MET testing
FISH: CMBP CLIA validated lab developed assay using Kreatech or Abbott reagents
IHC: CMBP CLIA validated lab developed test using MET rabbit monoclonal antibody
and the ultraView universal 3, 3'-diaminobenzidine tetrahydrochloride kit

ORR

Hartmaier RJ, et al Cancer Discov. 2023;13(1):98-113.

PFS

1.0
8.0
6.0 1
4.0 1
2.0 1

Probability of PFS

0.0 — T T T T T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Number of patients at risk Time from first dose (months)
69 41241810 9 6 4 2 1 1 1 0 0 0 0 0 0 O O
Efficacy endpoints
Part [; esimertinik

Part B; osimertinik B0 mg + savalitinib 600,300 mg B0 mg+ savolitini 200 mg

Wa priar 3G Maprier 3G W& priar 3G
Pravicusly treated  EGFR-TEI, T7S0M- EGFR-TK], EGFR-TKI,
with a 3G EGFR-TKI negative T720M-positive T720M-regative
Endpoint n= 69 n=51 n=18 n=42
ORR A [H] 23(33) 33[65) 121{67} 2662}
{95% €I (22-46) (S0-7E) |41-87) [46-T6)
Complete responso a i} o i}
Partial responsa 23(33) 33(65) 12167} 26(62)
Stable dizeasa 29(43) 12 [24) &(33] 13{31)
Progressive disease B1Z) EL b 12
Mot avaluabla 313 36] o 2{5]
Madian PFE, months (353 CI) 55[41-7.7) 9.1¢5.5-12.8) 111§4.1-22.1) Q0(5.6-12.7)
Tutal FF5 everits, n %) 5174 3B[71) 12167} 2363}
PF5 rate at & monibs, % |95% O 45 [32-57) 58 (43-71) F7(a5-90) B3 [45-TE)
PFS rate at 12 months % (85% CI) 21 [11-33} 3H(24-52) 47 [23-68) 38(23-53)
Muadian DoR, months [25% CI) 9.5{4.2-14.7] 10.7{E1-14.8) 11.028-HC] 07(4.5-143)
Madian 05,7 months [95% Cl) NI (11.8-ML) 1EE[15.1-NE) HC [24.4-KL) HC[13-HC)
O rarle all G manths, % [95% C1| 86 [Fa-53| S0(F7-98) 54 (65-95) 53 (79-98)
05 rate at 12 menths, % {55% C1) a2 [47-73) B3 (52-81) B4 (55-9%) fai51-8g)

05 rate at 1B manths, % {F55% 1) 53 |38-E4) 52 (35-67) 87 (58-97) B& [49-75)
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ORCHARD TRIAL Biomarker-Directed Phase Il Platform SAVANNAH: Phase Il Trial of Osimertinib + Savolitinib in EGFR-Mutant,
Study in Patients With EGFR Sensitizing Mutation-Positive MET-Driven Advanced NSCLC, Following Prior Osimertinib
Advanced/Metastatic Non-Small Cell Lung Cancer Whose

Disease Has Progressed on First-Line Osimertinib Therapy * Osimertinib + Savolitinib

* Progressed on prior osimertinib - MET IHC3+ =250% and/or FISH
m « EGFR-mutant B CroUPA  E GCN =5 or MET/CEPY7 ratio 22

nonsquamous NSCLC Osimertinib + agent specific for resistance
* Progressed on first-line mechanism:
osimertinib monotherapy + Savolitinib {for MET amplification)
*  Gefitinib (for EGFR C797X)
* Necitumumab {for EGFR amplification) )

\

Molecular Group B
analysis No rest 2 e
matched strategy unavailable:
¢ Flrst-line: durvalumab + carboplatin
+ pemetrexed
¢+ Second-line: osimertinib + ecitumumab 2

Disease
progression

0.75 Patients without

. IHC90+ and/or FISH10+ ORR 32%

. Patients with

e e — IHC90+ and/or FISH10+ mDOR 8_3 11
et MPFS 5.3 m

PFS KM estimates

Observational involves d 0.25
for not available within ORCHARD
* Patlents are treated In accordance to

local practice 0
\ J 0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time from first dose (months)

100 7

80 4

©1 ORR 41% Investigator With IHC90+ and/or FISH10+ Without IHC90+ and/or FISH10+
i assessment status (N=108) status (N=77)

g Total No prior CTx Total No prior CTx
£ (N=108) (n=87) (N=77) (n=63)
s 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
o M Partial response [ Stable disease MProgressive disease [INot evaluable (95% CI) 7.1 (5.3' 8.0) 7.2 (4.7’ 9.2) 28 (26’43) 28 (18’ 42)

Yu AH et al. ESMO 2021. #3222. Ahn M-J et al. WCLC 2022. #EP08.02-140
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INSIGHT 2: a phase Il study of tepotinib plus osimertinib in MET-amplified NSCLC and first-line osimertinib resistance
(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) Tissue FISH 117 N=38
. . - 0
and/or liquid biopsy (MET plasma GCN >2.3) N=152 (39%) (13%)
* 175 out of 451 patients (38.8%) were MET (+) (51%) ,
Tumor Shrinkage (n = 98*") Tumor Shrinkage (n = 31%)
Best Overall Response Blood
501 M Partial response MET based < 40 1
% 60 4 M Stable dif;eas? FISH (+) NGS % < 204
B e 404 M Progressive disease =X 0
S @ 20- [ Not evaluable N=98 N=31 g £ i
£ S 3@ -20-
a g 07 ORR 43.9% 51.6% e E
= 820+ ' B -40-
2 8o
§ S -40 - mDoR 9.7m 5.6m s _E 604  Best Overall Response
5 § -601 mPFS 5.4m 4.6m § 3 _go| WPartial response
ﬁ -80 4 ] M Stable disease
@ mOS NE NE @ .100- MW Progressive disease

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

Tan et al ASCO 2023 Abstr 9021
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Phase Ib Study of Telisotuzumab Vedotin in Combination With Erlotinib

in Patients With c-Met Protein-Expressing Non-Small-Cell Lung Cancer 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) 0/3 10/36 (28)
Teliso-V (2.7 mg/kg once every 21 days) plus erlotinib (150 mg once Stable disease 15/28 (54) 2/5 (40) 3/3 (100) 20/36 (56)
. Progressive disease 4/28 (14) 1/5 (20) 0/3 5/36 (14)
daIIY) Objective response rate® [95% Cl] 9/28 (32.1) [15.9 to 52.4]  2/5 (40.0) [5.3 t0 85.3]1 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 96.0] 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
Phase I/Ib' n=42 Median, months [95% Cl] 59 [2.8 to NR] 6.0 [1.2 to NR] 4.01[1.6 to NR] 59 [2.8 to NR]
50 |

w

LN N NNNNNN N\
|

©

©

=Y

I EGFR-WT W EGFR-rare/unknown
I £GFR-M+ 0227777} c-Met 2 225

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

@
N
N
IN

*
HI  HI

B w 00 00

]
P
o
3
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w
w

€

£ nazEEE 9508 % % TN
é,’ 48 531161251361401!2I ! i 5 % é E ! % i I
' S i I
BBVl N=25 . SO

= ] 47 479 4

i 8 -62.2-62. ’
Intermediate (25-49% cell MET IHC 3+) 11 (44%) s g, a ,
1

High (0 EC2 e 6<%BSED 13 (52%)

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)
Camidge DR et al Lung Cancer. J Clin Oncol. 2023,41(5)1105-1115 PFS [13]37]16[1:3]23 5.4 [1.4 [3.0 [8.3 [2.8 [5.9 [6.8 1.6 [6.0 [3.7 [4.3[5.6 [1.2 [1.3 [6.3 [1.4 [11.0[5.3 [4.0 [2.8 [2.7 [6.7 [11.3[27 [ 7.4 [12.3]16.4[10.2] 6.9 [6.6 |

Response [Pp [sD [sp [sp [sp [sp |pp [sp [sp [sp [sp [sp [sb [sp [sp [sp [sp [pp [sp [sp [ro PR [PD [Po [Pr [PR PR [PR [PR [PR [PR PR PR [cR [ PR ]
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Chemotherapy + EGFR TKI _.

Comparison of gefitinib plus chemotherapy versus gefitinib alone: A meta analysis o or@evc) e

2007 Chen —_—tl— 188(037,952) 234
2011 Chen 102(006 1668) 079
Study ID Study location Rate of EGFR  Type of tumor Stage of cancer Special type of Prospectiveand  Combined Number of Previous treatment 201482015 Yang = 260(1.34,5.05) 1394
mutation population randomized treatment patients 2016 An . > 4.63(1.17,17.66) 3.36
2007 Chen'® China 50% Lung adenocarcinoma IV None Yes Vinorelbine 48 previous chemotherapy with >= 2 2016 Cheng —l— 3.21(1.56, 6.58)  11.89
regimens
2011 Chen'” China 67% Lung adenocarcinoma  IIIB/IV None Yes Tegafur/Uracil 115 failed previous chemotherapy 2017 Han — % ——— 432(138,1342) 479
2014.and 2015 Yang'****  Asian multicentre ~ 68% NSCLC 1B/Iv Nonsmoker/Light Yes Pemetrexed + 236 chemonaive 2019 Zhang - & 212(064.705) 425
former smoker cisplatin
2016 An™ China 100% NSCLC 1B/IV None Yes Pemetrexed 90 N/A 2019 Noronha - 307(193,489) 2858
2016 Cheng”’ Asian multicentre  100% Nonsquamous NSCLC ~ IV/Recurrent None Yes Pemetrexed 191 no prior systemic chemotherapy, 2020 Hosomi 419(266 659) 3006
immunotherapy, or biologic therapy ' = :
2017 Han* China 100% Lung adenocarcinoma  IIIB/IV None Yes Pemetrexed + 81 no prior systemic anticancer therapy Overall (I-squared = 0.0%, p = 0.879) O 3.29 (2.57,4.21)  100.00
Carboplatin for advanced disease
2019 Zhang™ China 100% NSCLC /v None No Cisplatin 92 no prior surgery, chemotherapy, radio- NOTE: Woights are from random offocts anafysis
therapy, or immunotherapy - -
2019 Noronha™® India 100% NSCLC 1B/IvV None Yes Pemetrexed + 334 N/A 057 1 175
Carboplatin
2020 Hosomi'® Japan 100% Nonsquamous NSCLC ~ IIIB/IV/Recurrent ~ None Yes Pemetrexed + 341 no prior chemotherapy
Carboplatin

# 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. H R= 3 . 2 9 (95 % C I 2 . 5 7_4 . 2 1 ; p < O . 0 0 1 )

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

ORR. PFS OS

) OR (95% Ci Weight
oy Study %
; ) HR(95% Cl)  Weight Study "
2007 Ghen : 088(028,276) 585
2071 Chon 1.11(0.52,2.38) 1065 : 2 HRpTRC) et
2007 Chen —t— 196(093, 417) 344
201482015 Y: 0.83(0.50, 1.40) 1652 :
e { ) 2011 Chen |—e— 1.54(1.03,233) 962 :
2016 An 145(054,389) 741 ] 2007 Chen ————————  213(069.66/) 335
207482015 Yang A 1.18(0.88, 1.59) 1502 :
2016 Chei 14307 Q0) 1178 H 2011 Ch 4 143(095, 21 13
ng : (071,290) 201640 . A ——— 2011 Gnen ‘ 09,210 1301
2017 H 3 244 (0 86,6 92) 681 ] 2 —_
an : (0866 92) P— . T 201482015 Yang — 106(076,147) 1660
—— :
2019 Zhang 1.94(0.70, 5.39) 7.03 2017 Han 208(128 345 709 2016 An 119(0.65 217) 897
2015 Norove ! FAT(1:35,2.00 1122 2019 Zhang - 1.64 (1,05, 208) 828 2017 Han 278(1.49,5000 890
— 43 (1.46, 4. . :
2020 tHoson : 243140409 10.23 2019 Noronha . 196(152 256) 1693 2019 Zheng 122(0.83,1.79) 1473
Overall (I-squared = 38.0%, p = 0.115) <> 1.54(1.13,2.10) 100.00 :
' 2020 Hosomi T 2.04(1.61,2.56) 19.29 2018 Noronhe 222(154,323) 1510
NOTE" Waights are from random effects analykis | Overall (I-squared = 31.3%, p = 0.168) 0 167 (145,1.94) 10000 2020 Hosom —— 139(105 182) 1865
T T H 2
145 ! 692 NOTE Weights are from random effects analfsis | Overall (1squarad - 52 5%, p - 0.040) O 149(120,1087) 10000
r Y
R =1.54;95% ClI, 1.13-2.1; p = 0.006 OR=1.67; 95% Cl 1:45-1.94; p < 0.001 Rz 1.40:986% Cl 1.2—1.87; 0.001
O .54; 95% Cl, 1. 1p . b/, (V) 4 4 p . MY ron i, L) e 9 1.2=1.0/;p <0.
t 2

1

Yi M, He T et al Clinics (Sao Paulo). 2023;78:100152.
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Progression-free survival per investigator

FLAURA 2: Phase I I I trial OSi merti nib i n Com bi nation With ChemOthera py + Median PFS was improved by ~8.8 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy

Median PFS, months (95% Cl)

= 107 Osimertinib + platinum-pemetrexed 25.5 (24.7, NC)
Safety run-in period (N=30) § 0.9 Osimertinib monotherapy 16.7 (14.1, 21.3)
ji i 1 > .
Published in ESMO Open, 2021 Osimertinib 80 mg (QD) 2 s HR (95% ClI) gfgégs’fv 0.79);
‘ + pemetrexed 500 mg/m? 2
@ + carboplatin AUC5 Maintenance @ < 07+ Overall maturity: 51%
: : or cisplatin 75 mg/m? osimertinib 80 mg (QD) 2 Median follow-up for PFS*, months (range):
Cra et
Stratification by: platinum-based Follow-up: g, 0.5 1 57% | simertinib monotherapy, 16.5 (0-33.1)
Key inclusion criteria: * Race (Chinese Asian / i) + RECIST 1.1 assessment at 5 :
. Aged 218 years (Japan: 220 years)  —  non-Chinese Asian / 6 and 12 weeks, then every “i 04 I
- Pathologically confirmed non-Asian) Randomization 12 weeks until RECIST 1.1 2 oa | |
non-squamous NSCLC + EGFRm (local/ central 1:1(N=557) oo r?dlologl&al dls.ter?dse I 2 o024 | I
+ Ex19del/ L858R (local / central test) test) E:;’g;?;‘;’;‘:;:t erwithdrawa g I :
« WHOPSO/1 « WHOPS (0/1) Osimertinib 80 mg (QD) 0.1 | I
« No prior systemic therapy for advanced 0 T T T # T T T 1 T T T 1
NSCLC « Primary endpoint: PFS by investigator assessment per RECIST 1.1%$ 0 3 6 9 12 15 18 21 24 27 30 33 36
o Sl O nelsizses wae les « Sensitivity analysis: PFS by BICR assessment per RECIST 1.1 Time from randomization (months)
« Brain scans at baseline (MRI/ CT) ) No. at risk:
+ Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2* 279 254 241 225 207 187 165 133 84 a2 21 3 0
278 246 227 203 178 148 119 94 67 48 21 1 0
CNS metastases at baseline* PFS2 and interim analysis of OS
Second progression-free survival Overall survival
T 1.0
. " >
With CNS metastases Without CNS metastases R o8
S50
Median PFS, months (95% CI) Median PFS, months (95% CI) % $
— D
IOSfmerlfmb + platinum-pemetrexed 24.9 (22.0, NC) IOs!memnfb + platinum-pemetrexed 27.6 (24.7, NC) g ..z 0.6 Median PFS, months (95% Cl) Median OS, months (95% CI)
Osimertinib monotherapy 138 (11.0, 16.7) Osimertinib monotherapy 21.0 (167, 30.5) =2 04 Osimertinib + platinum-pemetrexed 30.6 (29.0, NC) 04 Osimertinib + platinum-pemetrexed NR (31.9, NC)
HR (95% Cl) 0.47 (0.33, 0.66) HR (95% Cl) 0.75 (0.5, 1.03) -§ 8 Osimertinib monotherapy 27.8 (26.0, NC) Osimertinib monotherapy NR (NC, NC)
_ & 8029 1r(@s% cly 0.70 (0.52, 0.93); 0-29 HR (95% ci) 0.90 (0.65, 1.24);
g 10 10 a o p=0.0132 0 p=0.5238*
- S os 0.8 0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
o n - . "
E‘ @ 06 0.6 Time from randomization (months)
] g 04 04 No. at risk:
Sa ’ 279 263 254 247 236 220 194 158 107 54 26 3 [¢} 279 267 258 253 244 237 219 191 139 84 46 7 0
3 oo 0.2 278 265 255 246 232 206 166 130 90 58 26 3 [¢} 278 267 260 257 251 244 214 185 133 85 46 10 O
s O .
o
s o+ . . . . . . . . . . . . 0+ . . . . . . . . . . . . +« PFS2 and OS were immature at this interim analysis (34% and 27% data maturity, respectively)
o 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 « At DCO, 57/ 123 patients (46%) in the osimertinib plus platinum-pemetrexed arm and 91 / 151 patients (60%) in the osimertinib
Time from randomization (months) monotherapy arm received any subsequent anti-cancer treatmentt
No. at risk: R R . . R
l 116 101 98 93 84 77 70 58 34 19 8 2 0 163 153 143 132 123 110 95 75 50 23 13 1 0 « In both arms, cytotoxic chemothgrap);was the most common subsequent anti-cancer treatment (33% and 54% in the combination
110 95 8 73 60 50 37 32 21 13 5 1 0 168 151 143 130 118 98 82 62 46 35 16 0 0 and monotherapy arms, respectively)

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

FLAURA 2: Phase lll trial osimertinib in combination with chemotherapy

Safety summary Common adverse events (I'F2 CKEP $(mé @

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

. . . i ini i | =, Osi tinib th =275
and 19.3 months (range 0.1¢83.8) in the osimertinib monotherapy arm . Osimertinib + platinum-pemetrexed (n=276) simertinib monotherapy (n )]
Anemiat 20 I 27 8l <1
® In the combination arm patients received a median of 12 cycles of pemetrexed (range 1¢48) and 211 patients (76%) completed Diarrhea 3 a 407 <1
4 cycles of platinum-based chemotherapy Nausea 1042 108 o
Osimertinib + platinum-pemetrexed Osimertinib monotheray Neutropenl_a' ¢ > - o ILD (grouped term) was reported in
Patients with AEs, n (%)* Fn=276) P py Lhrombocdytopen!ar 2’)_-28 18 : :11 9 patients (3%) in the osimertinib
ecreased appetite ; plus platinum-pemetrexed arm and
AE any cause 276 (100) Constipation <1 29 107 o . o i X L
- Rash 1128 5 o 10 patients (4%) in the osimertinib
Any AE ¢ CTEM\0E 176 (64) Fatigue 5 M 2 o] < monotherapy arm (all grades)t
Any AE leading to death 18(7) Vomiting 02 6l o
i Stomatitis 1124 18] <1
Any serious AE 104 (38) Paronychia 123 261 <1
Any AE leading to discontinuation 132 (48) COVID-19% 1h20 1 o
ALT increase 119 7 <1
Osimertinib / carboplatin or cisplatin / pemetrexed discontinuation 30 (11)/ 46 (17) / 119 (43) Dry skin 018 241 o
i AST increase 1 a7 4] <1
+
AE possibly causally related to treatment 269 (97) Blood creatinine increase Grade 1/2 W Grade 3 0 a7 40
Any AE ¢ [TE0E 146 (53) WBC count decrease W Grade 4 <1 JEW 13 61 <1 Grade 1/2 H Grade 3
C - i i - i Edema peripheral 0 15 4.0
ausally related to osimertinib / carboplatin or cisplatin / pemetrexed 81 (29) /104 (38) / 130 (47) r T T T T 1
Any AE leadi death 2 60 40 20 0 20 40 60
il eading to deat 5@ Patients with adverse events, %
Causally related to osimertinib / carboplatin or cisplatin / pemetrexed 3M/2@)713(@Q) 1(<1)/NA/NA X . - ) .
A ious AE 52 (19) 1506) © [7XO0 MMEDOME <+ THATHMoM 0750 DITHMe M MENTIEDGEw (T[T <+ M W 0O W MMeO-pemetrexed arm were
ny serious

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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MARIPOSA-2, a Phase 3, Global, Randomized, Controlled Trial Amivantamab Plus Chemotherapy (With or Without Lazertinib) vs Chemotherapy

in EGFR-mutated, Advanced NSCLC After Progression on Osimertinib

Study design

Primary Endpoint: Progression-free Survival by BICR

100 " " . .
—_ Amivantamab-Chemotherapy Amivantamab-Lazertinib-
§ vs Chemotherapy Chemotherapy? vs Chemotherapy CO nSISte nt P FS
Serial brain MRIs were required for all patients? 8 Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months b ft b
( Key Eligibility Criteria \ ) . Dual primary endpoint of PFS¢ by BICR 80 ,0.48 , 0. enell y
- Locally advanced or = Amivantamab-Lazertinib-Chemotherapy per RECIST v1.1: 5 (95% Cl, 0.36-0.64) (95% Cl, 0.35-0.56) H t t . H R O 41
metastatic NSCLC K (n=263) . - @ P<0.001 P<0.001 Inves |ga or. f .
z « Amivantamab-Lazertinib-Chemotherapy 3
» Documented EGFR =~ = 60 .
Ex19del or L858R 5 vs Chemotherapy = 8.2vs 4.2 mo,;
> R CD e g Chemotherapy « Amivantamab-Chemotherapy g P<O OOlb & HR O 38
osimertinib monotherapy E (n=263) vs Chemotherapy 5 . ; .
(as most recent line) E Secondary endpoints: ° Amivantamab-Lazertinib-Chemotherapy (8 3 VS 4 2 mo .
-+ ECOGPSOor1 & . o s i . . y
+ Stable brain metastases b Amivantamab-Chemotherapy * Objective response rate (ORR)* 2 5 ! P O 001b
were allowed; & :131) « Duration of response (DoR) @ ! Amivantamab-Chemotherapy < . )
radiation/definitive therapy . . © |
. o
was not required (untreated) — Overall survival (OS) o | : Chemotherapy
Dosing (in 21-day cycles; « Intracranial PFS 0 ! :
Stratification Factors Amivantamab: CEFTOWEE O OHEDI B4 TS Am o 3 6 B 2 15 18
. L ORI O . + TR I B « Time to subsequent therapyd
« Osimertinib line of therapy I QIIMEATEE + Mk IS RS Months
(1st vs 2nd) Lazertinib: 240 mg daily starting after completion of carboplatin® + PFS after first subsequent therapy (PFS2)d No. at risk
) o ) . Amivantamab-Chemotherapy 131 99 a9 27 7 0 0
« Asian race (yes or no) Chemotherapy administered at the beginning of every cycle: «  Symptomatic PFS¢ Amivantamab-Lazertinib-Chemotherapy 263 104 104 52 21 4 0
« History of brain metastases + Carboplatin: AUCS for the first 4 cycles . Safet Chemotherapy 263 135 49 17 6 0 o
(yes or no) +  Pemetrexed: 500 mg/m? until disease progression Y
PFS Benefit across subgroups
Events/N Events/N
Favors amivantamab- Favors Hazard ratio Amivantamab- Amivantamab-
Subgroup chemotherapy chemotherapy (95% CI) Chemotherapy  Chemotherapy Favors amivantamab- Favors Hazard ratio Lazertinib-
All randomized patients [T 0.48 (0.36-0.64) 741131 1711263 Subgroup L (95% CI) Chemotherapy® _ Chemotherapy
. . ra . . « _age . . Age category ! All randomized patients [ 0.44(0.35-0.56) 1261263 171/263
<65 o | 0.4 (0.31-0.64) 4079 106/166
During the study, the IDMC identified increased hematologic toxicities in the amivantamab- e = e reen] Ao category | 04703508
S { 25 [
Iaze rtl n | b_C h e m Oth e ra a a rm e;emale o | 0.48 (0.33-0.68) 45081 103/157 seﬂ‘ ! 041(028-0.60) 46/100 esfe7
py Male —o— 0.54(0.35-0.84) 29150 68/106 Female o ! 0.43 (0.32-0.58) 78/168 1031157
. . . . . R“:‘an { 058 (0:39-095) 0063 2127 Male —o— 0.49 (0.33-0.71) 48195 68/106
*The amivantamab-lazertinib-chemotherapy regimen was modified to start lazertinib after Nomsan il by e . ost0sr0m
. . We'gg‘::‘“"'y -~ 051 058-068) s @226 Non-Asian o | 0.39 (0.28-0.55) 58/133 841129
carboplatin completion ) e aem welghategory . | 050055050
ECOG PS
[ —e— 3 0.44 (0.28-0.69) 30055 65/101 £Co6 Re . i 0.35(0.17-0.69) 16137 23037
Hision v of smoking * ' 056 (0.39-079) 44176 1061262 [ e 041 (0.27-0.61) 4092 65/101
Yes ° : 0.45 (0.27-0.76) 10/41 61/95 H‘slmry of smoking o } 0.47 (0.35-0.63) 86/171 106/162
Hlsr;l:ry of brain metastases = = { 0.53 (0.38-0.74) 55/90 110/168 es ° 1 0.45 (0.30-0.66) 24587 61195
P ; 052(0.35-0.78) 34158 791120 H\s'::ry o brain metastases = 2 } 0.45 (0.34-0.60) 81175 110/168
N o ! 0.48 (0.33-0.70) 4073 92/143 l}
Osw:emmb line of therapy { ‘ ) e ! 0.48 (0.34-0.67) 58/120 791120
First-line o~ | 0.47 (0.34-0.66) 54197 1171181 No o 042 (0.31-058) 68/143 92/143
Second-line —o—i 0.55 (0.32-0.93) 20/34 54/82 Osimertinib line of therapy |
: - memem  wr oW
econdline
Passaro A et al ESMO 2023 s et Seeied g e |
Ex19del o 0.46 (0.34-0.62) 77/165 118/183
o1 1 10 L858R [ S| 0.43 (0.29-0.64) 49/98 53179

T

o
-
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MARIPOSA-2, a Phase 3, Global, Randomized, Controlled Trial Amivantamab Plus Chemotherapy (With or Without Lazertinib) vs Chemotherapy
in EGFR-mutated, Advanced NSCLC After Progression on Osimertinib

Intracranial Progression-free Survival by BICR

ORR ans DOR 100 Amivantamab-Chemotherapy Amivantamab-Lazertinib-
- vs Chemotherapy Chemotherapy? vs Chemotherapy
&\i Median icPFS: 12.5 vs 8.3 months Median icPFS: 12.8 vs 8.3 months
$ HR, 0.55 HR, 0.58
OR=3.0 = 80 (95% Cl, 0.38-0.79) (95% Cl, 0.44-0.78)
100 - P<0.001 g ....... P=0.001° P<0.001°
)
OR=3.1 I A
P<0.001 5 o oo
80 1 9 g E Amivantamab-Chemotheraj
64% 63% o E py
- : 40 H Amivantamab-Lazertinib-Chemotherapy
S 60 A < 1
5 2 |
3 2 20 i
o 36% 2 5
£ 40 - g :
0 , + , + . .
0 3 6 9 12 15 18
20 A Months
Amivantamab- 131 103 72 40 11 o o
Amivantamab-Lazertinib- T 263 211 135 74 32 6 0
O i erapy 263 167 89 37 13 1 0
Amivantamab- Amivantamab-
Chemotherapy Chemotherapy Ch:anfg:ﬂgﬁgéya - - - - -
Intracranial Progression-free Survival by BICR Among Patients With a
T History of Brain Metastases and No Prior Brain Radiotherapy
Amivantamab- Lazertinib- Lazertinib-
BICR-assessed Chemotherapy Chemotherapy Chemotherapy S 1 Median‘/\i:FS: NE vs 6.3 months rMeman wcpppsy:z‘ﬁ Vs 6.3 monthe.
Response, n (%)° (n=263) (n=131) (n=263) b TR 036 TR0z
B = L'I—’ 80 (95% Cl, 0.16-0.84) (95% Cl, 0.25-0.79)
est Response < P=0.013" P=0.005"
CR 1(04) 22 6(2 ¢ o
= Amivantamab-Chemotherapy
PR 93 (36) 81 (62) 157 (61) s
SD 82 (32) 30 (23) 61 (24) : " Lazertinib-C|
2
PD 52 (20) 10 (8) 14 (5) 2 2 i Chemotherapy B
o | i
NE/UNK 32(12) 7 (5) 21(8) 2 ‘
Median DoR® 5.6 mo 6.9 mo 9.4 mo °3 3 6 ° 12 15
(95% Cl, 4.2-9.6)  (95% Cl, 5.5-NE)  (95% ClI, 6.9-NE) Months

Passaro A et al ESMO 2023
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MARIPOSA-2, a Phase 3, Global, Randomized, Controlled Trial Amivantamab Plus Chemotherapy (With or Without Lazertinib) vs Chemotherapy
in EGFR-mutated, Advanced NSCLC After Progression on Osimertinib

Early Interim Overall Survival Summary of Adverse Events (AES)

Chemotherapy Amivantamab- Amivantamab-Lazertinib-

(n=243) Chemotherapy (n=130) Chemotherapy? (n=263)

=
o
S
N
=
o
S

g g Amivantamab-Lazertinib-Chemotherapy Tre;tment duration, 3.7 months 6.3 months 5.7 months
2 801 Amivantamab-Chemotherapy 2 80 median (range) (0-15.9) (0-14.7) (0.1-18.6)
E % No. of chemotherapy cycles,

7 601 7 601 median (range)

8 © g “ Carboplatin 4 (1-5) 4 (1-4) 4 (1-4)
(o] L o -

% % Pemetrexed 6 (1-23) 9 (1-22) 7 (1-25)

5 X HR, 0.77 g5 @ HR, 0.96 Chemotherapy Amivantamab- Amivantamab-Lazertinib-
8 (95% CI, 049-1.20) Chemotherapy 8 (95% Cl, 0.67-1.35) Chemotherapy TEAE, n (%) (n=243) Chemotherapy (n=130) Chemotherapy? (n=263)
0 3 6 9 2 15 18 21 0 3 6 9 2 15 18 21 Any AEs 227 (93) 130 (100) 263 (100)

Months Months ¢ CTENOE Y = 117 (48) 94 (72) 242 (92)
No. at risk No. at risk
Amwamamab-chemmhe::y 131 12 & 54 % 1 0 Am\van'amah-Lazenwnwh-Chemother‘;Zy 3 b 10 101 5 3 3 0 Serious AEs 49 (20) 42 (32) 137 (52)
Chemotherapy ~ 263 229 158 85 39 8 0 Chemotherapy 263 229 158 85 39 8 0 0 AE | d & d th 3 (l) 3 (2) 14 (5)
s leading to dea
Includes all randomized patients regardless of dosing regimen received Any AE leading to treatment:
+  Median follow-up for the modified amivantamab-lazertinib-
chemotherapy regimen was 5.4 months Interruptions of any agent 81 (33) 84 (65) 202 (77)
Reductions of any agent 37 (15) 53 (41) 171 (65)
Discontinuations of any agent 9(4) 24 (18) 90 (34)
At time of data cutoff, the median follow-up for the study was 8.7 Discontinuations of all agents 10 (4) 14 (12) 38 (14)
due to AE
months
» Median treatment duration was longer for the amivantamab- containing arms vs chemotherapy
* Amivantamab-containing arms had higher rates of grade =3 AEs and dose modifications vs
chemotherapy
* Aes leading to death were low
Passaro A et al ESMO 2023 » Discontinuations of all agents due to treatment- related AEs was 2%, 8%, and 10%
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CHRYSALIS-2: Amivantamab and lazertinib in patients with EGFR- Best antitumt response and ORR
mutant non-small cell lung (NSCLC) after progression on
osimertinib and platl num-based ChemOthel’apy 60 Prior Therapy Groups BICR ORR (95% Cl) INV ORR (95% Cl)
50 M Osimertinib > platinum-based chemotherapy (n=39) 21% (9-37) 26% (13-42)
Amivantamab is an EGFR-MET bispecific antibody with immune cell-directing 405 15t/20d-generation EGFR TKI > osimertinib > platinum-based chemotherapy (n=67)  36% (25-49) 30% (19-42)
activity 30‘5 l Il Heavily pretreated or out of sequence (n=56) 39% (27-53) 29% (17-42)
20 5

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

10 3
0¥
10 3
203
-30 4
-40 3
-50 3
-60 3
70 3
-80 3
-90 3

RYSALIS-2 (ClinicalTrails.gov Id
idy Design

/

Study design

Best Change from Baseline in
SoD of Target Lesions (%)

CNS antitumor activity
yoro

\

Dose Expansion Cohorts T
Amivantamab 1050 mg (1400 mg for 280 kg) IV

Complete clearance (“absent”) 7 (26%)
Cohort A: EGFR ex19del or L858R
Non-CR/non-PR (“present”) 20 (74%)

Post-osimertinib and platinum-based chemotherapy (n=162)
[m i, mArE —hnie - I Progressive disease (“unequivocal progression”) 0
Shu C et al ASCO 2022
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CHRYSALIS-2: Amivantamab and lazertinib in patients with EGFR-
mutant non-small cell lung (NSCLC) after progression on
osimertinib and platinum-based chemotherapy

Study design Overall Response Rate

Best overall response: [ll PR I so [l p0 I NE/UNK

o

5-22 Study Design
N=20

( b

Dose Expansion Cohorts

Best change in SoD of
target lesions (%)
E 32z é8u 3

8 &

esponse: [l PR [ so Ml PD NE/UNK

s 2 B
o5

Investigator-assessed response (n=20)

| I 50%
35 . ORI (95% Cl, 27¢3)
CHRYSALIS-2 (NCT04077463) 2% - Pt Median DOR ot estmable
Dosing (21-day cycle) 58 © T Ongoing response 8 of 10 responders
L . ] . > SR 02 OOmees 8 of 10 responders
Eligibility Lazertinib 240 mg daily w o
0
E(?FR‘mé‘tated' Amivantamap | 1400/1750° mg on C1 D1/D2, C1D8, C1D15, I T T I (95% Cl, 56¢84)
advanced NSCLC C2D1; 1750/2100° mg C3+ Q3W onths
post-TKI (max of
3 prior lines) Carboplatin (AUCS5; stopped after 4 cycles)
Chemotherapy 2 v : . . .
Pemetrexed (500 mg/m?) until disease progression * At median follow-up of 13.1 months, 11 (55%) patients remain on treatment
:’ Endpoints i « 3 of 7 patients with SD as best response had SD duration >6 m, 2 of which
i © Adverse events (primary) ® Duration of response  ® Progression-free survival ! remain on treatment
| . . .. . q | . . . . .
\__ @ Objective response rate @ Clinical benefitrate® @ Overall survival ] » A total of 5 patients were treated beyond progression with increment median

treatment duration after progression of 4.2 m
Se-Hoon Lee et al WCLC 2023
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CHRYSALIS-2
PROGRESSION FREE SURVIVAL OVERALL SURVIVAL
PFSab OsP
100 A Median PFS¢: 14.0 months 100 6 months Median OS: NE
(95% Cl, 4.3-NE)
g 80 4 6 I'I"IOI'IthS B0 - " 1| 8-B-o0———0
: m 1 year E‘ 1year
o T - | i
ry ! = 80%
. 1, Em :
) ! i n
4 | |
2 40- 2 0
3 | &
5 | ®
o ! _
< 20 — 20
0 I : I I I 0 [ i [ :l [
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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CHRYSALIS-2

SAFETY PROFILE

Associated with EGFR inhibition

(DM RA__ Total? | ¢ CTAMOE |

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

*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

Efficacy according to MET expression
 ORR: 30%
* Median PFS: 5.7 months
e Median DoR: 10.8 months

61% 14%
ORR (95% CI, 41-79)  (95% CI, 6-27)
Median 10.8 months 6.8 months
DOR (95% CI, 2.9-NE) (95% CI, 1.9-NE)
86% 61%

a
CBR (95% CI, 67-96) (95% CI, 46—75)

12.2 months 4.2 months

Median PFS 50, 'c1, 8.0-NE) (95% G, 2.8-6 4)

MET 3+ staining on OBEEL C*umor cells was
identified as predictive of response
A total of 28 of 77 (36%) patients had MET 3+=

Se-Hoon Lee et al WCLC 2023
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EGFR-MET bispecific antibody + EGFR TKI

MARIPOSA: Amivantamab Plus Lazertinib Versus Osimertinib Primary Endpoint: Progression-free Survival by BICRa

. . . 100 +
as First-line Treatment in EGFR-mutated Advanced NSCLC o
IS Median PFS
;’ Median follow-up: 22.0 months (95% Cl)
H o 80 A1 Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
St U d y d eS I g n 'g Osimertinib 16.6 mo (14.8-18.5)
o
A | HR, 0.70 (95% ClI, 0.58-0.85); P<0.001
/ N\ Serial brain MRIs were required for all patients® ) A _ o 604
Key Eligibility Criteria Primary endpoint of progression-free 5 2
. . survival (PFS)® by BICR per RECIST v1.1: o
+  Locally advanced or g Amivantamab + Lazertinib . A tamab + lazertinib tinib =
metastatic NSCLC B _ ) mivantamal azertinib vs osimertini N -
S (n_429' open-label) o 40 4 Amivantamab + Lazertinib
+ Treatment-naive for % Secondary endpoints of S
advanced disease s amivantamab + lazertinib vs osimertinib o 240} Osimertinib
kel A - . < :
+  Documented EGFR g Osimertinib < Overall survival (OS)® = i
Ex19del or L858R E (n=429; blinded) « Objective response rate (ORR) o 20 4 |
S i
. ECOGPSOorl g « Duration of response (DoR) g
14 < PFS after first subsequent therapy (PFS2) *g
Stratification Factors b Lazertinib . Symptomatic PFS* o 0 |
+  EGFR mutation type h (n=216; blinded) * Intracranial PFS® T T T T T T T T T 1
(Ex19del or L858R) . Safety 0 3 6 9 12 15 18 21 24 27 30 33
° (EEMEED(RSErEY Dosing (in 28-day cycles; Months
+ History of b;ain f;i:irximggar@nm%g%mww' NSESETHN7E 4« NS4 MR « MG Lazertinib monotherapy arm was included ) No. at rl;k
\ metastases? (yes or no)/ Lazertnib; 240, mgg dai{y to assess the contribution of components Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
. Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0
MARIPOSA (ClinicalTrials.gov Identifier: NCT04487080) enrollment period: November 2020 to May 2022; data cut-off: 11-Aug-2023.
ST ST 6 ' 5 NN CTFRCT N SMOCNCREDING &5 CHEDETIREDSCHEN- LT + “EACd-Z2H 6Rs were allowed to have CT scans. Brain scan frequency was every 8 weeks H o H H 0 H H
for the first 30 months and then every 12 weeks thereafter for patients with a history of brain metastasis and every 24 weeks for patients with o history of brain metastasis. Extracranial tumor assessments Amivantamab + lazertinib reduced the risk of progression or death by 30% and ImpI’OVGd median PFS
were conducted every 8 weeks for the first 30 months and then every 12 weeks unil disease progression is confirmed by BICR.
"Key statistical assumptions: 800 patients with 450 PFS events would provide approximately 90% power for amivantamab + lazertinib vs osimertinib to detect a HR of 0.73 using a log-rank test, with an overall by 7 . 1 mo nth S

two-sided alpha of 0.05 (assuming an incremental median PFS of 7 months). Statistical hypothesis testing included PFS and then OS.
“These secondarv endnaints (svmntomatic and infracranial PFS) will he nresented at a fufire conaress

Lazertinib Monotherapy Demonstrates Meaningful Clinical Activity Extracranial Progression-free Survival by BICRa

100 - Median PES < 100 Median PFS
00 Median follow-up: 22.0 months o5% C1) S Median follow-up: 22.0 months o596 <)

g Amivantamab + Lazertinib 23.7 mo (19.1-27.7) 2 Amivantamab + Lazertinib 27,5 mo (22.1-NE)
° Osimertinib 16.6 mo (14.8-18.5) E g Osimertinib 18.5 mo (16.5-20.3)
o 80 Lazertinib 18.5 mo (14.8-20.1) &
a g [ HR, 0.68 (95% C1, 0.56-0.83); P<0.001°
E ]
& 60 5 90
5 S —_
2 ;‘; Amivantamab + Lazertinib
o 40 Amivantamab + Lazertinib s 40
s Lazertinib 8 b= Osimertinib
< Osimertinib 2
2 o 20
» 204 2
c [}
] =
&
o e 0 T T T T T T T T 1

0 T T T T T T T T T T 1 ) 3 6 9 12 15 18 21 24 27 30 33

0 3 6 9 12 15 18 21 24 27 30 33
" Months No. at risk Monlhs
No. at ris| Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0 Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0

216 200 174 157 134 103 83 41 19 6 2 0
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MARIPOSA: Amivantamab Plus Lazertinib Versus Osimertinib Consistent PFS (BICR) Benefit With or Without Brain Metastases

as First-line Treatment in EGFR-mutated Advanced NSCLC With History of Brain Median PFS Without History of Brain ~ Median PFS
Metastases (95% CI) Metastases (95% CI)
. . Amivantamab + Lazertinib  18.3 mo (16.6-23.7) Amivantamab + Lazertinib ~ 27.5 mo (22.1-NE)
PFS Beneﬂt Seen AcCross Predeﬂned Subgroups Osimertinib 13.0 mo (12.2-16.4) Osimertinib 19.9 mo (16.6-22.9)
HR, 0.69 (95% Cl, 0.53-0.92) HR, 0.69 (95% Cl, 0.53-0.89)
g 100 & 100 4
Events/N 2 3
Favors Favors : = -
. L . Amivantamab + Z 80 I 80
Subgroup Amivantamab + Lazertinib < » Osimertinib HR (95% Cl) Lazertinib Osimertinib 2 ° Amivantamab
4] : 2 4
All randomized patients Yy 0.70 (0.58-0.85) 192/429 252/429 5 o Amivantamab 5 o * Lazertinib
Age category : 2 + Lazertinib 5
°
<65 years @ | 0.50 (0.39-0.65) 94/235 153/237 g 40 5 40 1
028 A l—.—i 1.06 (0.80-1.41) 98/194 99/192 é H Osimertinib
<75 years HOH | 0.70 (0.57-0.85) 165/378 220/376 2 2 Osimertinib 2 207
&8 A l—.—:—i 0.77 (0.46-1.30) 27/51 32/53 2 %
Sex | & 0 T T T T T T T T T T 1 a 0 T T T T T T T T T T 1
1
Female ° 0.70 (0.55-0.90) 1120275 140/251 0 3 6 9 12 :ltl\sontlil: 21 24 27 30 33 0 3 6 9 12 1;0"‘;: 21 24 27 30 33
Male o 0.74 (0.55-0.98) 80/154 112/178 o at sk o atrsk
Race : Amivantamab + Lazertinb 178 162 146 134 115 92 71 34 24 12 3 0 Amivantamab + Lazertinib 251 229 211 198 176 152 123 72 36 21 5 0
Aslan ' : 0.67 (0.52—0.86) 105/250 144/251 Osimertinib 172 164 146 126 95 64 47 21 11 6 1 ) Osimertinib 257 240 212 199 171 141 113 69 37 22 9 0
Non-Asian I—.—‘I 0.75 (0.56-0.99) 85/117 108/177
Weight category |
<80 kg O | 0.70 (0.57-0.86) 161/376 209/368 ORR and DoR by BICR
0V &% — @ 0.77 (0.48-1.22) 31/53 43/61
ECOG PS !
0 I—.—:—I 0.79 (0.56-1.12) 56/141 76/149 Amivantamab 100 - Median DoR®
. \ - BICR-assessed + Lazertinib Osimertinib (95% CI)
Hi J{ f ki | 0.66(0.52-0.82) 136/288 176/280 response, n (%)* (n=429) (n=429) . Amivantamab + Lazertinib 25.8 mo (20.1-NE)
IS.Y(;rS)I of smoking : 0.78 (0.56-1.08) 671130 791134 ORR S 80 4 Osimertinib 16.8 mo (14.8-18.5)
@ . . . o
No O | 0.67 (0.53-0.84) 125/299 173/295 Alresponders oo 8% o s oronen S
History of brain metastases | e — 80% 76% §
Yes O 0.69 (0.53-0.92) 94/178 111/172 responders (95% CI, 76-84) (95% Cl, 71-80) 2 60 1 Amivantamab
No O | 0.69 (0.53-0.89) 98/251 141/257 Best response® 5 * Lazertinib
EGFR mutation : R 20 (7) 15 §
Ex19del @ | 0.65 (0.51-0.85) 101/257 142/257 R a5 2 401
(79) 335 (81) =
L858R @ 0.78 (0.59-1.02) 90/171 110/172 u, Osimertinib
r T 1 sD 30 (7) 42 (10) =
0.1 1 10 PD 7Q) 11(3) '% 20 1
NE/UNK 21 (5) 11 (3) e
Ongoing 209 of 336 151 of 314
responses (62%) (48%) 0 T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Months
B Chul Cho et al ESMO 2023 e
yyOU ng U 0 e a Amivantamab + Lazertinib 336 327 290 267 228 156 115 61 34 6 0
Osimertinib 314 310 267 242 181 120 86 43 21 5 0

Amivantamab + lazertinib improved median DoR by 9 months, suggesting longer time to resistance and

progression
N
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MARIPOSA: Amivantamab Plus Lazertinib Versus Osimertinib
as First-line Treatment in EGFR-mutated Advanced NSCLC

Interim Overall Survival

80 A

60 A

40 4

20

Patients who are surviving (%)

Median follow-up: 22.0 months

HR, 0.80 (95% Cl, 0.61-1.05); P=0.112

%

No. at risk
nab + Lazertinib 429
Osimertinib 429

T T T T T T
3 6 9 12 15 18
Months
403 389 382 374 360 293
416 409 395 372 349 280

21

201
186

Amivantamab + Lazertinib

Osimertinib

24 27 30 33

122 58 14
110 54 13

*VTE rates were higher for amivantamab + lazertinib
Most common preferred terms were pulmonary embolism and deep vein

. and comEarabIe between arms

thrombosis
Most VTEs were grade 1-2

Incidence of grade 4-5 VTEs was low (<1%)

Safety Profile

$D OO & = BECMO
by preferred term, n (%)

Related to EGFR Paronychia
inhibition Rash
Diarrhea

Dermatitis acneiform

Stomatitis

Pruritus

Related to MET Hypoalbuminemia
inhibition Peripheral edema
Other IRR
ALT increased

Constipation

AST increased

COVID-19

Decreased appetite
Anemia

Nausea
Hypocalcemia

Cough

Byyoung Chul Cho et al ESMO 2023

A 27%

JLN  28%

Xy 34%

Ry 19%

15%

100%

8%

0%

28% U

16% LY

*  Safety profile of amivantamab +
lazertinib was consistent with prior
reports, mostly grades 1-2

* EGFR- and MET-related AEs were
higher for amivantamab + lazertinib
except diarrhea, which was higher
for osimertinib

* Incidence of grade 4-5 AES was
low and comparable between arms

*  Rates of ILD/pneumonitis remained
low, at ~3% for both arms

W Amivantamab + Lazertinib: grade 1-2
W H OXTIMEIE) - BB MREEEN 05
B Osimertinib: grade 1-2
| RaPoollic i) ExiliE

100%

«Safety profile of amivantamab + lazertinib was consistent with prior reports, mostly grades 1-2
*EGFR- and MET-related AEs were higher for amivantamab + lazertinib except diarrhea, which was

higher for osimertinib

eIncidence of grade 4-5 AEs was low and comparable between arms

*Rates of ILD/pneumonitis remained low, at ~3% for both arms
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Maemondo M, et al. J Clin Oncol 2020;38:9506.
mPFS: 16 vs 9,7m; p=0,0015 Akamatsu H, et al. Jama Oncol 2021;7:386.
Nakagawa K, et al. Lancet Oncol 2019;20:1655-69.
Piccirillo MC, et al. ESMO 2021 (Abstr 12070).

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

Nonsquamous NSCLC Progression Free Survival. Overall Survival
Control arm A 1007 —  FErlotinib c 1007 = Erlotinib
. . . (median 9.6 months [95% Cl 8.2—-10.6]) (median 22.8 months [95% CI 18.3-33.0])
Selection eriteria: | Erlotinib 150 mg orally once daily — Erlotinib + BEV e ey
Non-squamous NSCLC R 754 (median 15.4 months [95% Cl 12.2-18.6]) 754 (median 33.3 months [95% Cl 24.3-45.1])
Activating EGFR mutation )
Stage IIIB or IV 1:1 Experimental arm
PS 0-2 * Erlotinib 150 mg orally once daily
» Bevacizumab 15 mgikg, i.v., every 3 weeks 50| 50
Treatment in both arms will be given until disease progression or
unacceptable toxicity or patient's or physician's motivated
decision to stop
25+
Stratification: 25+
PS (0-1 versus 23
Type of mutation (exon13 del versus 21 L853R mut versus others)
log-rank p = 0.1234
0 log-rank p = 0.0067 0-
. . - 7 T T T T T T T T T T T
Seto T, et al. Lancet Oncol 2014;15:1236-44. S S e A P R 0 6 12 18 24 30 36 42 48 54 60
Stinchcombe TE, et al. Jama Oncol 2019;5:1448-55. o o Number at risk Time since randomisation (months)
. Number at risk Time since randomisation (months) (number censored)
Saito H, et al. Lancet Oncol 2019;20:625-35. umber censored)

(0) 47 (4) 31 (3) 26 (4) 18 (6) 10 (4) 5 (3) (1)

Erlotinib 80 (2) 72 (2) 60 2 0
Erlotinib 80 (2) 56 (2) 27 (0) 15 (0) 11 () 8 (0) 6 (3) 2 (© 1 (0 1 (0) © 72 (1) 59 (6) 43 (11)24 (6) 15 (6) 9 (4) 3 (3) 0 (0) O

Erlotinib + BEV 80 (0) 79 (2)

Kenmotsu H, et al. ESMO 2021 (LBA44)
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RELAY: N=449 Progression Free Survival
CYRAMZA + erlotinib vs placebo + erlotinib

e mNSCLC *«ECOGPSOor1
e EGFR mut+ exon 21 * No CNS metastases
(L858R) substitution « No known EGFR T790M : 100~ —— Ramucirumab plus erlotinib
or exon 19 deletion mutations at baseline ¥ (median 19-4 months [95% Cl 15-4-21-6])
B - 90| —— Placebo plus erlotinib
(median 12-4 months [95% Cl 11-0-13-5])
80|
1:1 RANDOMIZATION* 704
CYRAMZA 10 mg/kg Q2W via IV + Placebo Q2W + % 507
erlotinib 150 mg/day orally erlotinib 150 mg/day orally % 40l
(n=224) (n=225) )
& 304
204
104
TREATMENT UNTIL DISEASE PROGRESSION OR UNACCEPTABLE TOXICITY Hazard ratio 0-59 (95% Cl 0-46-0-76); p<0-0001
S 3 5§ & 5 B # x5 % B %
et Time since randomisation (months)
Major efficacy outcome measure {number censored)
PES ; Ramucirumab plus erlot{n!b 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)
Supportive efficacy outcome measures Placebo pluserlotinib  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)

0S, ORR, DoR

Nakagawa K et al Lancet Oncol. 2019;20(12):1655-1669.
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To wrap up...

 Chemotherapy combined with EGFR inhibition and EGFR-MET bispecific antibody + EGFR
TKI, while awaiting overall survival data, represents a novel standard in first-line treatment.

 EGFR TKIs will remain the primary treatment for a significant proportion of patients with
EGFR gene mutations.

* After first-line treatment of EGFR-mutated patients, exploring clinical trials for selective
MET inhibitors or antibody-drug conjugates (ADCs) targeting the MET pathway in cases of
MET overexpression could be considered. For patients previously treated with EGFR-MET
bispecific antibody in the first line, uncertainties might arise regarding subsequent steps or
treatments in their medical care pathway.

* Prioritizing research on anti-angiogenic drugs, especially in combination with emerging
treatments, should continue in the management of EGFR gene mutation patients




Fundacion

GeCP

lung cancer

O N G R :
WVI()CANCER
23&24

November 2023

#15CongressGECP

“Algunas veces hay que decidirse entre una Yl
cosa a la que se estd acostumbrado y otra
que nos gustaria conocer.”

Paulo Coelho

Muchas Gracias
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