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EGFR mutations structure-based classification: different ROUSSY

GRAND PARIS

different EGFR-TKI sensitivity even within the same subgroup

Classical-like: Distant from ATP binding pocket Exon 20 loop insertion: Near (NL) versus far loop (FL)
Classical-like Description Representative Drug _ _ .
B P-loop  uC-helix M Hydrophobic core mutations selectivity ~ Exon 20 loop insertion C-terminalloop  Expgins-NL Ex20ins-NL

of aC-helix 5768dupSVD Ex20ins-active
A767dupASV 2nd gen

S supsartal mpsct 0770nSNPS
i Ex19dels A IMPact  p770del insGY 3rd gen
1 binding pocket S720P _ on drug hinding _ 3

L861Q/R Intermediate (P-loop and aC-helix) Ex20ins-FL Ex20ins-FL

Modest to no E%AE yr— H773insNPH

impact on drug T725M Two subgroups: HTTSIdupH

binding L833FNV gnr%gsgn Ex20ins-near loop ~ V774insAV
A763insFQEA 1t gen Ex20ins- farloop ~ V774insPR
AT63insLQEA Ex20ins-active

At least one T790M-3S T790M-3S P-loop «C-helix compssing Proximal to drug- ~ Primary

binding pocket G719X
S768I
L747P/S 4

Direct or indirect V769L

mutation in Classical/T790M

hydrophobic core  G719X/T790M
L747_K745del insATSPE [Lalfidl

Increased affinity ond
for ATP compared SrealTIo0M 12t g%? impact on drug E709 T710 delinsD
to classical-like binding via Restiifiad 1st gen
; T790M-3R T790M-3R e pequies Ex20ins-active
mutations Ex19del/T790M/L792H  [RAe displ tof U0
e isplacement o 3rd gen
Two subgroups:  L8SSR/T790M/L718X  Eamead J P-loop and/or kg
T790M-like-3S Classical/T790M/ C797S g’n‘éggeef:] v C-Holix e
_ T790M-like-3R 1st gen T854]
T790M-like located in the hydrophobic core: PACC: Located in the interior surface of the ATP

third-gen TKI sensitive (3S) versus resistant (3R) binding pocket

Robichaux JP et al Nature 2021



EGFR mutation, upfront treatment option

AW\V: Y- MIsF1 @ Osimertinib vs. Gefitinib/Erlotinib

80% Common
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18.9vs 10.2 mo EGFR mut
oM _ 38.6 vs 31.8 mo
o, b Hazard ratic, 0.80 [35.05% CI, .64 1.00)
g L0+ HR 0.46 15% Western o] N heoie
= 50% Asi o8 . HR 0.80
S o8 95% Cl1 0.37-0.57 LI b
7 e 1o o i 95% C1 0.64-1.00
8 A 2 A z T ) o 05 L.
gnT:{'- 0.6+ 5o = %‘ * M Ry
E ; Osimertinib E'-.] 2 as — Sy =9 y
53 04 3 el
& g M‘w
% 0.2 c n § 23 Mﬁi’"'m”gls“”"’“ Comparstar Fara T
o e i
§ Standard EGFR-TKI E ™ 5 Osimartinib 8.6 (14541 9)
0.0 T T T T T T T T 1 sl c:rép;m 3LE {26.6-36.0)
0 3 6 9 12 15 18 21 24 27 =
Month — g ﬁ MO P& 9 12005 Is 21 2t 27 3 43 % 39 42 45 A8 sL o4
w Months since Randomization
No. at Risk No. at Risk
Osimertinib 279 262 233 210 178 135 71 26 4 0 ottt KGIRTK) 277 253 290 239 2 25 1% 103 Mg D% 1 Gl Lo o1 72 & b 2 9
Standard 277 239 197 152 107 78 37 10 2 0
EGFR-TKI
Exon 19 Exon 21
Exon 19 Exon 21
1 T 18—
Aadtian pengremslon-lnee Madir piogrosman e - an a8
aurhal, marths (5% Ch - L.
BTy —— Grimertnia (1175 F: 8 3| Lk — Gsimarin: fai0d) i § o8 ™
7; x e — Sanderd EGER TR p=178) a ! Loy Steird EGFR TR =11 k E H
é,‘;. R T O “mr“,"'il?f‘m:,,_ siak 3:\n i “"1_ Hazad ratho for clazes peogresekon or cesth, . 2 s 1
5 5 e rﬁ:?::-;" ) 0157 4a 7.5 H L= " .51 @56 CI 0.3 o £11) % T E T S
; . e Mo E x N Rellion H i ) Tl H
é e i = iy, DETENG g H \ hs i " ""'" T £ "1 e e
» 3 t E! L', g, Ssimeriric ae . i ot Dans
_2 i ‘_‘11—0-!_\ \ é i o) T e it i o iaong
: == " E = T s 3
4 0z e 4 g0 L W : o [e——
é y - 4 * . 44— Sy BRI U1~ Companaier £ TR
Slandars EGFRLTH ®: [ : U :
Y ) T T T T T T O T T T T Tl = T
a 5 b " 4 3B 4 B O M M D B OB X W Q& BN LI N A S B A O W R L T
—_— - wo " ( S i T e
Ko PO S L T L R PR, -~ (- B - B e - U CorommrEaHTO B W M W M oR oW oA ¥ B w4 oW AW :o0
Standord FRFRTK 174 157 132 0 i ah £l ks Stariad COFR-TK 103 e & & T 2 T 1 o

HR 0.68 (95% Cl 0.51-0.90) HR 1.00 (95% Cl 0.71-1.40)

21.4vs 11.0 mo
HR 0.43 (95% CI 0.32-0.56)

14.4 vs 9.5 mo
HR 0.51 (95% CI 0.36-0.71)

J.Remon slide

Soria NEJM 2018 * Ramalingam — NEJM 2019 * Malapelle — WCLC 2021 * Tan —JCO 2022



EGFR-mutant before 2024

3G vs. 1G EGFR TKI

Osimertinib’2?

Aumolertinib®?

Lazertinib®’

Furmonertinib®®

median PFS

~19 mo.

Overall

EGFR ex19del EGFR L858R

21.4m » 14.4m n

20.8m m 13.4m IEI’

NR

= LD

Unknown Unknown

Befotertinib™

22.1m

“ Unknown Unknown

Saw, Le, Remon — ASCO Educational Book 2024 (cross trial comparisons should undertaken with caution)

CNS ORR CNS PFS

53

S8 290m >

91%




NCCN and ESMO Guidelines: Treatment recommendations for first-line
therapy of metastatic EGFR mutation-positive NSCLC

| Preferred
Qsimertinib? (category 1)
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Preferred: Osimertinib (1, A; MCBS 4)2°

. See subsequenttherapy for
I |» M |» I progression on osimertinib

Other nntinne:

These guidelines have also been adopted as

EGFR mutation

discovered prior to “.

first-ine systemic
therapy

mutation-

posttive @
EGFR mutation
discovered during
first-line systemic //
thera ‘

Note: All recommendations are category 2A
Unless otherwise indicated.

Clinical Trials: NCCN believes that the best

management of any patient with cancer is in
4 tlinical trial. Participation in clinical trials

is especially encouraged.,

Other Recommended:
Erlotinib? (category 1)
or

latno* (category ) See subsequenttherapy for

or . P
_ progression on eriotinib, afatinih,

SrEf't'mba (ategory ) 1 geftinib, or dacomitinib

Dacomitinib? (category 1)

or

Erlotinib + ramucirumab

[»I Progression |»

Usefulin certain circumstances:

| Erlotinib + bevacizumah®

Complete planned
systemic therapy, inclucing
maintenance therapy, or interrupt

followed by . I : See subsequenttherapy for
osimertinib (preferred) I ] Pogessn ‘I»I progression on osimertinio
or erlotinib or
- - See subsequenttherapy for
gfatlmbltprlgefltmlbor \|»I Progression \l» progression on erlofiny, afatinib,
8EomHT | geftinib, or dacomitinib

PS02(1 A

Gefitnib (,A)

Pan-Asian quidelines by representatives of

PS 3-4 for all following options (Il, A)

Oligoprogression

Local freatment (surgery orRT)

Erlotinb (1, A)
£ bevacizumab (11, B; MCBS 3
+ ramucirumab (1| B)?
Afatinib (1, A)

the oncological societies of China (CSCO),
Japan (JSMO), Korea
(KSMO), Malaysia (MOS), Singapore (350)
and Taiwan (TOS)?

Dacomitinib (|, B; MCBS 32
Gefitinib/carboplatin/pemetrexed (I, BJ

Disease progression

Systemic progression

Exon 20 T790M mutation testing:

and continue targeted rsg srt::?slizn Re-biopsy or cfONA plasma testing, with
systematic treatment(lV, C) prog re-biopsyif plasmatest is negative (Il, A)
Exon 20 T790M Exon 20 T790M mutation negative
mutation positive or re-iopsy indicated butnot feasible
Osimertinib Systemic Platinum-based ChT{(l, A)
(I, A; MCBS 4)° progression Carboplatinipaclitaxelibevacizumablatezolizumab (I, A)®

EGFR = epidermal growth factor receptor; EGFRm = epidermal growth factor receptor mutation-positive;

NCCN = National Comprehensive Cancer Network; NSCLC = non-small cell lung cancer.

aFor performance status 0-4; Pcriteria for treatment with bevacizumab: non-squamous NSCLC, and no recent history of hemoptysis;

°An FDA-approved biosimilar is an appropriate substitute for bevacizumab. 9If systemic therapy regimen contains an immune checkpoint inhibitor, physicians should be aware of the long half-life of such drugs
and data reporting adverse events when combining checkpoint inhibitors with osimertinib.

Adapted from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung Cancer V.3.2020. © 2020 National Comprehensive Cancer Network, Inc. To view the most recent
and complete version of the NCCN Guidelines, go online to NCCN.org. The NCCN Guidelines are a work in progress that may be refined as often as new significant data becomes available.

aESMO-MCBS v1.1 score for new therapy/indication approved by the EMA since 1 January 2016. The score has been
calculated by the ESMO-MCBS Working Group and validated by the ESMO Guidelines Committee; °Preferred option; °MCBS
score for the combination of bevacizumab with gefitinib or erlotinib; {Not EMA-approved.

1. Planchard D, et al. Ann Oncol. 2018;29(suppl 4):iv192—iv237 and https://www.esmo.org/Guidelines/Lung-and-Chest-
Tumours/Metastatic-Non-Small-Cell-Lung-Cancer
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Phase 2 study of osimertinib plus bevacizumab versus oo/ \
osimertinib monotherapy for untreated NSq EGFRm+ NSCLC

Background

« Previous studies have demonstrated improved PFS when combining anti-VEGF therapy with 1G EGFR TKI therapy?*
« This study seeks to identify if there is a PFS benefit when combining anti-VEGF therapy with osimertinib

Study design’

Key eliqibility criteria Osimertinib (80 mg, daily) Primary endpoint
+
*  Non-squamous EGFR+ NSCLC Bevacizumab (15 mg/kg, Q3W) *  PFS by BICR

« Clinical stage IlIB, llIC, IV, or

recurrence after surgical -
resection N=122 Secondary endpoints
*  Previously untreated 1:1

* PFS by investigators
- ECOG PS 0-1

+ ORR
* Age 20+ years . 08
«  No symptomatic brain Osimertinib (80 mg, daily) AES

metastases

1G, first generation; AE, adverse event; BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EGFR+, EGFR-mutation-positive;
ORR, overall response rate; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; VEGF, vascular endothelial growth factor.
1. Kenmotsu H, et al. Presented at ESMO 2021:LBA44; 2. Seto T, et al. Lancet Oncol. 2014;15:1236-44; Saito H, et al. Lancet Oncol. 2019;20:625-35;

4. Nakagawa K, et al. Lancet Oncol. 2019;20:1655-69. .
g Hirotsugu Kenmotsu et al, JTO 2023
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Progression-free survival Overall survival
100%
100% - o
9 — Osimertinib plus bevacizumab
W —— QOsimertinib monotherapy
5 HR = 0.862 (60% CI: 0.700-1.060)
2 759 - (95% CI: 0.531-1.397) 75% -
2 p=0.213 (one-sided)
o 8
o =
E
& 50% - € 50% -
g ’:‘:‘l =
2 L — Qsimertinib plus bevacizumab
E g — Osimertinib monotherapy
g 5% g | HR = 0.970 (95% Cl: 0.505-1.866)
s
o
; mPFS: 20.2 vs 22.1mo (+Bev)
E Ucy | | I | I | 1
! 0% I T I | | 1 I 1
0 6 12 18 24 30 36 42 48
0 6 12 18 24 30 36 42 48
Number at risk Time since randomisation (months) Number at risk . L
(number censored) (number censored] Time since randomisation (months)

Osimertinib monotherapy 61(0) 47(5)  34(7)  27(8)  23(8) 17(12) 0(28)
Osimertinib plus bevacizumab 61 (0) 54(3)  40(6) 36 (6) 27(6) 20(10) 0(28)

ORR: 86 vs 82% (+Bev)

Osimertinib monotherapy 61 (0) 61(1)  59(1) 53(1) 45(2) 27(18) 0(43) 0(43)
Osimertinib plus bevacizumab 61 (0) 59(0) 55(0) 53(1)  47(3) 34(13) 1(42) 0(43)

Hirotsugu Kenmotsu et al, JTO 2023



OSIRAM-1 (TORG1833) RAMOSE (LUN18-335)

OSIRAM-1 (TORG1833) : Study Design RAMOSE (HCRN-LUN18-335) Phase 2 Study Design

ettt et - NCT03909334
Key patient inclusion criteria Osimertnb monotherapy
+ Untreated advanced non-Sq NSCLC : Kev Eligibilities
. . . (80mg, daily) Treatment y £lig
harboring EGFR activating mutations until PD ST Follow up
+ ECOGPS0, 1 | — . . |
+ Atleast 1 measurable target lesion Osimertinib (80mg, daily) "”am:;"'e
+ Absence of symptomatic brain - gﬂggnf:t‘;f:sni —| Randomization 2:1
metastases Ramucirumab (10mglkg, q2w)
——
Stratification Factors:
EGFR status (exon19 del vs. L858R)
Gender (male vs. female)
jer LUN18-335
Primary Endpoint: ~ PFS assessed by the BICRs 11 US sites ggg‘oﬂa&wﬂiﬁxiE;.Sgé:vgétlgagsr p:;? SEa?,la?yT L
Secondly Endpoints:  PFS assessed by investigators, ORR, DCR, OS and Safety bl .

Y Nakahara et al, ESMO 2023 Xiuning Le et al, ESMO 2023
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1,00 e Ramucirumab
100+ Osimono  Osi+Ram Os-m;rin‘.il:- Osimertinib
- | (n=58) (n=57) median PFS (95%CI) 248 (179,NR)  15.6 (1.7, 228)
E = Osimono MedianPFS  240mon.  20.0 mon, — HR (95%C) 055 (032, 093)
E 80 = 05i + Ram (95%Cl)  (15.8-30.5) (15.9-28.3) ,g ' log-rank P-value 0.026
2 107 ., 1,054 0.674-1.648) 3
E 0= HR (95% Cl) P= 04821 E :
L (.50
£ g Median follow-up ~ 36.0 mon. § I
c % | |
0 - » S ——
g 40 5 :
o 30 L 035 | |
o | |
|
§ 1 | |
10 I I
U'UDU 6 12 18 24 30 36 42
0 rrrrrrtr1rrTT 1T 17 T 17T T 1T T T"1I _ Time from randomization [months]
0 3 6 9 12 15 18 20 24 21 30 33 36 39 42 45 48 5 No. a isk
0 » 66 m i 17 6 5 2
No. atrisk Months KN % 19 1 7 4 0 0
Osi 58 52 47 4 38 ¥ 28 26 26 21 19 17 13 " . ) nths
osRm 5 % 0 5 oy w % nn i ractorsinfluencing PFS: rumab treatment (Arm A): 14.2 months

O h 0 D =2

Y Nakahara et al, ESMO 2023

Ram deliver: q3w vs q2w
Follow-up visit: q3-9w vs gq2w
PFS by Invest. vs PFS by BIRC
Exon19: 69% vs 61%

Exposure to Ram: 14.4 vs 4.7 m

ib 86.6%

Xiuning Le et al, ESMO 2023
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Add chemotherapy S/

NEJ009: Study design’ CTRI/2016/08/007149: Study design?

* Arandomized Phase lll study of geftinib in combination with carboplatin plus pemetrexed versus + Phase Ill randomized, open-label study of gefiinb in combination with pemetrexed-carboplatin
gefitinib alone in untreated patients with advanced EGFR mutation-positive nonsquamous NSCLC versus qefiinib in patients with advanced, untreated EGFRmNSCLC
Experimental Arm Induction Phase Maintenance Phase Combination: [ h
Combo: p » Histologic/eytologic Gefitinib 250 mg daily . .
Ceiel il o0 _ ) NSCL Pemetrexed 500 mgim? + carboplatin AUC 5 Primary endpoint
Carboplatin + Gefitinib (daily) . o 021D xd v PFS
- Nonsasamotis NSCIC Pemetrexed4-6 Pemetrexed(Q21D) Primary Objectives » Stage Il not amenabie fo - :
5 T cycles, Q21D + PFS radical therapy or Stage IV [ IR A M Q21D Secondary endpoints
« Previously untreated (n=172) ! D 7 (n=A74)
stage IIB. IV, 3 » PF32 + Firstding paliative intent v ' 03
recuTTence E— Repeat 1D | 03 + Activating EGFR mutafion -l + Toxiclty
« 20-75 years old 2 Secondary Objectives (exon 19/ 21/ 18) 2 * Response rate
« PSSO E * ORR X ECOG PSUZ &E ' QOL
i - Gefitinih dai Platinum-based . . " ' i
e ) — |n:‘I173] o ﬁ?:;il:nnenﬂs . szfw + Notistory ofILD. radiaior ) Gem“[’ni:gﬁl;'g i \
pneumanitis that required J
— \ J steroids, or IPF -
Continue until PD
Stratified with gender, stage, type of EGFR mutation, and smoking history « Stratification factors:

- ECOGPS (01 versus 2)
- EGFR mutation (gxon 19 versus other)
+Patients treated untl PD, unacceptable toxicity, or consent withdrawal

AUC, area under the curve; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EGFRm, epidermal growth factor receptor mutant; ILD, interstitial lung disease; IPF, idiopathic pulmonary fibrosis; NSCLC, non-small cell lung cancer;

ORR, objective response rate; OS overall survival; PD, progressive disease; PFS, progression-free survival; PFS2, time to second objective disease progression; PS, Performance Status; Q21D, every 21 days; QoL, quality of life
1. Hosomi Y, et al. J Clin Oncol 2020;38(2):115—23; 2. Noronha V, et al. J Clin Oncol 2020;38(2):124—136
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Gefitinib + chemotherapy in treatment-naive, EGFRm NSCLC.: S
PFS

NEJ009'

[
100% | 1.00 CTRI/2016/08/0071492
: :‘:
: -
80%— |
: 0.75 1
20.9 vs 11.2mo i
60% - '
AO n I Ao
S HR: 0.49 | S
| 0.50
7] | (7]
|
|
| 0.251 16 VS 8mo
20% :
| HR:0.51
[
0% \ \ T I \ : 0.00 I I T T T T
0 12 24 36 48 60 : 0 3 6 9 12 15 18
No. at risk Months | No. at risk Months after Enroliment
Gefitinib 172 78 29 11 2 0 I Gefitinib 176 152 133 77 41 21 12
Gefitinib+CB+PEM 169 123 68 37 10 2 : Gefitinib+CB+PEM 174 155 145 118 82 61 36
|
|
Median PFS, months (95% CI) I Median PFS, months (95% CI)
Gefitinib (n=172) 11.2 (9.0-13.4) l Gefitinib (n=176) 8 (7.0-9.0)
Gefitinib + CB + PEM (n=169) 20.9 (18.0-24.0) : Gefitinib + CB + PEM (n=174) 16 (13.5-18.5)
HR, 0.494 (95% ClI, 0.391-0.625); p<0.001 I HR, 0.51 (95% ClI, 0.39-0.66); p<0.0001

The data listed are from different clinical trials. Not for cross-trial comparison.

CB = carboplatin; EGFR = epidermal growth factor receptor; EGFRm = epidermal growth factor receptor mutation-positive; HR = hazard ratio; No = number; NSCLC = non-small cell lung cancer; OS = overall survival; PEM = pemetrexed;
PFS = progression-free survival; TKI = tyrosine kinase inhibitor.

1. Nakamura A et al. Presented at: ASCO Annual Meeting; June 1-5, 2018; Chicago, IL. 2. Noronha V, et al. Presented at: ASCO Annual Meeting; 31 May-4 June 2019; Chicago, IL.



FLAURA2 PHASE Ill STUDY L

Osimertinib 80 mg (QD) + pemetrexed 500 mg/m? +

Pts with untreated locally : . car:) oplatin AUCS
advanced / metastatic EGERm NSCLC or cisplatin 75 mg/m# (Q3W for 4 cycles), followed by

: T maintenance osimertinib 80 mg (QD) + pemetrexed (Q3W)*
Key inclusion criteria: N=279
" Aged 218 years (Japan: 220 years) . Prlér:grg ei:\cllgsiiin;;or assessment per
« Pathologically confirmed non-squamous Randomisation 1:1 (N=557) RECISyT o g P
NSCLC . Jare endosin.
« Ex19del / L858R (local / central test) Osimertinib 80 mg (QD) . eglsseglglg grglReang":_l;boL
- WHO PS 0/ 1 n=278 safety (AEs by CTCAE v5), PFS2!
* No prior systemic therapy for advanced
NSCLC

Follow-up:

» RECIST 1.1 assessment at 6 and 12 weeks, then every 12 weeks until RECIST 1.1 defined radiological disease
progression or other withdrawal criteria were met

Pts with CNS metastases which were asymptomatic
(not requiring steroids) or had a stable neurological

status for =2 weeks after completion of definitive « Brain imaging mandatory at baseline (all pts; 84% received MRI) and progression for all pts, and at scheduled
treatment and steroids. if received. were allowed assessments until progression for pts with baseline CNS metastases
» All CNS scans were assessed by neuroradiologist CNS BICR using modified RECIST guidance
RSV
ot 1. Janne et al. WCLC 2023: abstract/ presidential symposium PL03.13

2. D.Planchard et al, NEJM 2023



Probability of PFS

1L OSIMERTINIB WITH THE ADDITION OF CTx SIGNIFICANTLY IMPROVES ROUSSY

PFS VS OSIMERTINIB MONOTHERAPY

PFS per investigator assessment

1.0+
w, 29.9VSs 16.7mo

0.84 i
0.6+ 66% |
Median PFS, months (35% Cl) i i
0.4- - Osimertinib+CTx  255(247,NC) i 4%
- Osimertinibmono 16.7(14.1,213) ! . |
0.2- HR (95% Cl) 0.62(0.49,0.79];E HR. OIGZE
00t 1 +8.8mMo

0 1 1 1 i 1 1 1 i 1 1 1 1

o 3 6 9 12 15 18 20 24 21 30 33
Time from randomisation (months)

No. at risk:

g279 254 241 225 207 187 165 133 84 42 21 3

B8 246 227 203 178 148 119 94 67 48 21 1
ongress

ERESVD

USTAVE/
PFS per BICR assessment
1.0
29.4 vs 19.9mo
0 0.8- .
L |
o ! “ 62%
B 06- 67%: =y
g Median PFS, months (95% Cl) i iy
E 0.4 osimertinibscTx  204(25.4.N0) | 47%h;
- Osimertiniomono 19.9(16.6,25.3) . i
nE_ 09, simertinib mono 5 : HR. 0.62:
HR (95%Cl) ~ 0.62(0.48,080); i
a1 +9.5mo |
0 I I I : I I I : I I ] 1
o 3 6 9 12 15 18 20 24 21 30 33 36
. Time from randomisation (months)
No. at risk:

g9 255 242 223 207

W278 247 218

195

184
139

18 128 8 39 20 3 0

169 116 8 9 42 18 2 0

1. Janne et al. WCLC 2023: abstract / presidential symposium PL03.13
2. D.Planchard et al, NEJM 2023



OSIMERTINIB WITH ADDITION OF CTx SHOWED CONSISTENT PFS BENEFIT ROUSSY
ACROSS SUBGROUPS COMPARED WITH OSIMERTINIB MONOTHERAPY

PFS by baseline CNS metastases status*

OSI+CTX

Osi + CTx Osi mono 101
PFS across subgroups* (Events / pts) (Events / pts) HR(9%C) | T T
Al pts Stratified log-rank 120/ 279 166/ 278 —e——i 0.62(0.49, 0.79) 008 -
Unadjusted CoxPH ~ 120/279 166/ 278 —e——i i 0.62 (0.49, 0.78) w -
s Male 51/106 73/109 — e | 0.54(0.37,0.77) o
ex ]
Female 69/173 93/169 ——e—— | 0.67 (0.49, 0.92) 4=
Chinese Asian 26/71 43/69 ° D 0.49 (0.30, 0.81) %06 -
Race Non-Chinese Asian 54/107 65/107 —e— i 0.76 (0.53, 1.09) -
Non-Asian 40/101 58/102 = ® L 0.55 (0.37, 0.83) =
EGFR mutation  Central 52/ 121 67/119 — e 0.73(0.51, 1.05) ) 04
test method Local 68 /158 99/159 ——— | 0.55 (0.40, 0.74) @ YT OSI + CTX CNS - ND
Ade at screening <29 V2" 73/174 97/166 ———— ! 0.59 (0.44, 0.80) 2 T ! -
9 9 265 years 47/105 69/112 e — 0.68 (0.47, 0.98) 9 — Osi+ CTX, CNS =Yes
- Yes 43791 57197 ' ° ‘1 0.63 (0.42, 0.94) o . .
Smoking history -\ ) 77/188 109/ 181 ————— | 0.61(0.46,0.82 02+ --- Osi mono, CNS = No
— Osimono, CNS = Yes
WHO PS 0 48/101 571102 ' ® — 0.79 (0.54, 1.16) 0 T T T T T T T T T T T 1
1 721178 109/ 176 —e— ! 0.53 (0.39,0.72)
CNS status Yes 52/116 79/110 ————— ! 0.47 (0.33, 0.66) 0 3 6 9 ) 12 15 18. .21 24 21 30 3 36
at baseline No 68/163 87/168 ——e—n 0.75 (0.55, 1.03) No. at risk: Time from randomisation (monthS)
0:1 0.I5 ‘i 2 l l
Favours osimertinib + CTx «— —— Favours osimertinib™ =~ 163 153 143 132 123 110 95 15 50 23 13 1 0
— 116 101 9% 9 & 77 70 8 # 19 2 0
HR: 0.47 (with BM) and 0.75 (without BM) --- 168 151 3 130 118 % 8 6 4 3% 16 0 0
— 10 9% & 73 60 0 IF§ 2 2N 13 3 1 0
FEESMD "™
Al David Planchard, MD, PhD 1. Janne et al. WCLC 2023: abstract / presidential symposium PL03.13

2. D.Planchard et al, NEJM 2023



PFS by investigator assessment in the subgroups of patients

GUSTAVE/

ROUSSY
CANCER CAMPUS l \

GRAND PARIS

by L858R mutation /| CNS metastases at baseline

L858R*

With CNS metastasesT

mPFS, months (95% CI) mPFS, months (95% CI)
Osimertinib + CTx 24.7(19.5,27.4) Osimertinib + platinum- 24.9 (22.0,NC)
Osimertinib monotherapy 13.9 (11.1, 19.4) pemetrexed
HR (95% CI) 0.63 (0.44, 0.90) Osimertinib monotherapy 13.8(11.0, 16.7)

mPFS improvement
10.8 months

1.0 -

0.8 -

HR (95% CI) 0.47 (0.33, 0.66)

mPFS improvement

11.1 months
0.6 -

0.4

0.2

Probability of
progression-free survival

0 | | | | | | | | | | | 1 0 | |

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

Time from randomisation (months)
No. at risk:

l106 95 91 83 76 67 62 47 31

19 12 0 0 l 116 101 98 93 84 77 70 58 34 19 8 2
107 92 82 68 61 52 40 31 19 15 5

110 95 84 73 60 50 37 32 21 13

Data cut-off: 03 April 2023
*Per investigator; patients with co-occurring Ex19del and L858R mutations were included in the Ex19del group; TCNS metastases determined by the investigator and recorded in the eCRF
Cl, confidence interval; ; CNS, central nervous system; CTx, chemotherapy; eCRF, electronic case report form; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; HR, hazard ratio; (m)PFS, (median) progression-free survival; NC, not calculable

Prof Pasi A. Janne et al, WCLC 2023

AstraZeneca data on file



OSIMERTINIB WITH THE ADDITION OF CTx DEMONSTRATED A HIGH
PROPORTION OF COMPLETE RESPONSES IN THE CNS BY CNS BICR

£ 4. Osimertinib + platinum-pemetrexed (cEFR; n=38*) Osimertinib monotherapy (cEFR; n=38)

(]

B 60 Median best percentage change from 60 Median best percentage change from

S . baseline in CNS target lesion size: -94% - baseline in CNS target lesion size: -61%

8 40 (range -100 to +7) 40- (range -100 to +68)

g 0 v |

S R R R RR R

-GE, BoR:

£ —20] BCR

5 1 - T R R N N A = PR

= - s

< 60 mPD

o - BNE

o CR:48Y; —804 R Prior CNS
b || — . T
§ 100, radiotherapy

cFAS (n=222) cEFR (n=78)
Measurable + non-measurable BM Measurable BM

CNS responset Osi + CTx (n=118) Osi mono (n=104) Osi + CTx (n=40) Osi mono (n=38)

CNS ORR, % (95% Cl) 73 (64 to 81) 69 (59 to 78) 88 (73 to 96) 87 (72 to 96)
Complete response, n (%) 70 (59) 45 (43) 19 (48) 6 (16)
Partial response, n (%) 16 (14) 27 (26) 16 (40) 27 (71)

CNS DCR, % (95% CI) 91 (84 to 95) 93 (87 to 97) 95 (83 to 99) 97 (86 to 100)

Median DoR, months (95% CI)® NR (23.8, NC) 26.2 (19.4, NC) NR (21.6, NC) 20.9 (12.6, NC)

2] |
2023 David Planchard, MD, PhD

Pasi A. Janne; David Planchard et al, JCO 2023



SECOND INTERIM OVERALL SURVIVAL ANALYSIS
0S: HR=0.75 (95% Cl 0.57, 0.97); p=0.02801

Probability of OS

elcc

GUSTAVE/
ROUSSY-

CANCER CAMPUS ,
GRAND PARIS

Median OS, months (95% CI)

— Osi + CTx NR (38.0, NC)
1.0 = 92% — Osi mono 36.7 (33.2, NC)
e (J
N Overall maturity: 41%
89%! R, 80% Median follow-up for OS, months (range):
0.8 — ; Osimertinib + platinum-pemetrexed, 31.7 (0.1-43.3)
; i Osimertinib monotherapy, 30.5 (0.1-43.0)
72% 64%
0.6 — § § ™
| 50% |
0.4 — i i 5
0 | | | i | | | i | | | i | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk: Time from randomisation (months)
B 27 267 258 253 245 240 236 226 218 190 169 121 71 31 5 0
B 278 267 260 257 251 244 228 213 195 170 142 102 64 34 7 0

‘ European Lung

Gancer Congress 2024

TA p-value of <0.000001 was required for statistical significance at this second interim analysis

Cl, confidence interval; CTx, chemotherapy; HR, hazard ratio; mono, monotherapy; NC, not calculable; NR, not reached; OS, overall survival; osi, osimertinib

Natalia Valdiviezo

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Data cut-off: 08 January 2024



Management of EGFR-mutant NSCLC in early 2023 ™

FLAURA L 2L

Osimertinib Carbo/Pem
(mPFS 18.9 mo) (MPFS 4.2-5.5 mo)

FLAURAZ mPFS per BICR: 29.4mo

Osimertinib + Carbo/Pem Ami/Lazer*
(mPFS 25.5 mo; HR 0.62 vs. osi) (mPFS 5.1mo)

-All comers ?

Amivantamab in Combination with Lazertinib

< -BM?

/ -L858R ?
-High tumor burden ?
-CtDNA+ ?
-co-mutations ?
-Pt preference ?

Amivantamab (am-e-van-tuh-mab) 1
= Fully human bispecific antibody that targets EGFR and MET EGFR MET
= Fc portion has immune cell-directing activity!

= Demonstrated clinical activity across diverse EGFRm NSCLC? ¢
* Approved in the USA for EGFRm Exon20ins NSCLC post-platinum chemotherapy

= Potent 3%-gen TKI with efficacy in activating EGFR mutations, TT90M, and CNS disease* ®
= |ow rates of EGFR-related toxicity such as rash and diarrhea®

= Low risk for QTe prolongation,? no cardiotoxicity signal observed to date

= Safety profile supperts combination with other anti-EGFR molecules

Lazertinib (la-zer-tin-ib)

FLAURA J.C.Soria et al, NEJM 2018
FLAURA 2 D.Planchard et al, NEJM 2023



MARIPOSA: 1st line Amivantamb + Lazertinib

/ Key Eligibility Criteria\

Locally advanced or
metastatic NSCLC

Treatment-naive for
advanced disease

Documented EGFR
Ex19del or L858R

ECOGPS0or1

Stratification Factors

EGFR mutation type
(Ex19del or L858R)

Asian race (yes or no)

History of brain

\ metastases?® (yes or noy

Serial brain MRIs were required for all patients?

1074)

2:2:1 Randomization (N

Amivantamab + Lazertinib

(n=429; open-label)

Osimertinib
(n=429; blinded)

Lazertinib

(n=216; blinded)

Dosing (in 28-day cycles)

Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, then every 2 weeks

Lazertinib: 240 mg daily
Osimertinib: 80 mg daily

Primary endpoint of progression-free
survival (PFS)° by BICR per RECIST v1.1:

« Amivantamab + lazertinib vs osimertinib

Secondary endpoints of
amivantamab + lazertinib vs osimertinib:

*  Overall survival (OS)®

* Objective response rate (ORR)

* Duration of response (DoR)

« PFS after first subsequent therapy (PFS2)
«  Symptomatic PFS¢

* |Intracranial PFS¢

«  Safety

Lazertinib monotherapy arm was included
to assess the contribution of components

B.C.Choy et al, ESMO 2023



PFS by BIRC (Primary Endpoint)

100
S vt aioes momanrs MednPF Lazertinib Monotherapy Demonstrates Meaningful Clinical Activity
- . an follow-up: 22.0 months 195% C)
o 80- 73% Amivantamab + Lazertinib ~ 23.7mo (19.1-:
L] ’ - H
5 Osimertinib 16.6mo (148~ 100 4 B ol MF:;:: ;]Fs
E HR, 0.70 (95% Cl, 058'085), P<U[ g Amivantamab + Lazertinib 237 mo 19.4-27.7)
| ) Osimertinib 1660 [14.8-185)
o 60 69% § 80 4 Lsmlrenllz 15.: Eﬂ :j14.E-2-3.T;
o :
g e :
0 4 Amivantamab + Lazertinib v 60
- o
” 4
g
2 23_7 vs 16.6mo 34% Osimertinib o 40 Amivantamab + Lazertinib
; i Lazertinib
ﬂ 20 + H R: O . 70 "E Osimertinib
e | +77 -
=
: | +7.7mo :
m [ ] -
& ﬂ'
0 T 1 1 T T 1 T 1 1 n 0 T L] T T T T T T T T 1
No, at risk Wonths
Months Avienemab+lezatnb 429 %% BT @ MW 24 1% 6 & 0¥ 5 0
Osmetnh 499 44 B 5 %6 N5 f@0 0 & B W 0
No. at risk lezetnh 206 20 1M 57 1M w3 8 4 18 6 2 0

Amivantamab + Lazerinib 429 391 w3} M 244 194 106 60 3 8 0
Osimertinib 429 404 358 326 206 205 160 90 48 28 10 0

B.C.Choy et al, ESMO 2023



PFS across Predefined Subgroups

) FaV'OI-'S i . Amivantamab +
Subgroup  Amivantamab + Lazertinib Osimertinib HR (95% CI) Lazertinib Osimertinib
All randomized patients HYH i 0.70 (0.58-0.85) 192/429 252/429
Age category I
<65 years HOH | 0.50 (0.39-0.65) 94/235 153/237
265 years B = 1.06 (0.80-1.41) 98/194 99/192
<75 years HOH | 0.70 (0.57-0.85) 165/378 220/376
275 years H—@- 0.77 (0.46-1.30) 27151 32/53
Sex [
Female o 0.70 (0.55-0.90) 1121275 140/251
Male o 0.74 (0.55-0.98) 80/154 112/178
Race :
Asian HOH | 0.67 (0.52-0.86) 105/250 144/251
Non-Asian I—.—|I 0.75(0.56-0.99) 85/117 108/177
Weight category |
<80 kg HOH | 0.70 (0.57-0.86) 161/376 209/368
280 kg @ 0.77 (0.48-1.22) 31/53 43/61
ECOG PS :
0 I—.-:-l 0.79(0.56-1.12) 56/141 76/149
1 2 : 0.66 (0.52-0.82) 136/288 176/280
History of smoking |
Yes - 0.78 (0.56-1.08) 67/130 79/134
No HH : 0.67 (0.53-0.84) 125/299 173/295
" History of brain metastases : )
Yes I-.—i: 0.69 (0.53-0.92) 94/178 1M1/172
No H@H : 0.69 (0.53-0.89) 98/251 141/257
EGFR mutation |
Ex19del s 2k 0.65 (0.51-0.85) 101/257 142/257
\L858R . _ I—.—ﬁ __ 078(0.59-1.02) / 90/171 110/172
0.1 1 10

BICR-assessed
response, n (%)?

ORR

All responders

Amivantamab
+ Lazertinib

(n=429)

86%

GUSTAVE/
ROUSSY

CANCER CAMPUS / \
GRAMND PARIS

Osimertinib
(n=429)

85%

(95% CI, 83-89) (95% CI, 81-88)

Confirmed
responders

Best response®

80%

76%

(95% CI, 76-84) (95% CI, 71-80)

CR 29 (7) 15 (4)
PR 334 (79) 335 (81)
SD 30 (7) 42 (10)
PD 7(2) 13)
NE/UNK 21 (5) 11 (3)
Ongoing 209 of 336 151 of 314
responses (62%) (48%)

B.C.Choy et al, ESMO 2023



PFS by baseline brain metastases

* In the amivantamab + lazertinib arm, 41% of patients had a history of brain metastases vs 40% in the osimertinib arm
« Osimertinib showed a median PFS of 13.0 mo in patients with a history of brain metastases
* Amivantamab + lazertinib reduced the risk of progression or death by 31% in this subgroup

With History of Brain Metastases

GUSTAVE/
ROUSSY

CANCER CAMPUS / \
GRAND PARIS

Without History of Brain Metastases

{775

Median follow-up: Median PFS
220 mo (95% C|)

Ami +Laz 27.5 mo (22.1-NE)
Osi 19.9 mo (16.6-22.9)

HR, 0.69 (95% Cl, 0.563-0.89); P=0.005

Ami+ Laz

Osi

Median follow-up: Median PFS
22.0 mo (95% CI)
100 - Ami + Laz 18.3 mo (16.6-23.7) _ 100 -
) Osi 13.0 mo (12.2-16.4) )
Q (4]
£ | HR, 0.69 (95% Cl, 0.53-0.92); P=0.010 =
g 754 i g 75
0 ;]
()] | 0
o | o
5 | 3
& 50 - | S 50 -
o | o
© i o
_§ i ; Ami+ Laz .§
g 25 | . osi 8 254
8 | 25% | 8
5 a a =
o ! ! o
0 1 1 1 I: 1 1 1 I! 1 1 1 0
0 3 6 9 12 15 18 21 24 27 30 33 0
No. at risk Months No. at risk
Ami+Llaz 178 162 146 134 115 92 71 34 24 12 3 0 Ami+Llaz 251
Osi 172 164 146 126 95 64 47 21 " 6 1 0 Osi - 257

Ami, amivantamab; Laz, lazettinib; Osi, osimertinib.

1. Cho BC, et al. Presented atthe European Society for Medical Oncology (ESMO) Congress; October 20-24, 2023; Madrid, Spain. LBA14.

229
240

211
212

198
199

12

178
171

15 18
Months

152 123
141 113

21

72
69

37

27 30 33
21 5 0
22 g 0

E.Felip et al, ASCO 2024



GUSTAVE/

Intracranial PFS

MARIPOSA required serial brain imaging for all patients, which provides robust evaluation of CNS outcomes o

Amivantamab + lazertinib showed a favorable trend in icPFS with sustained and durable CNS control at 3 years

100 -
Q
o
uT 80 -
==
8
w0
N -
o =X
2% 60~
55
E o
o S
39 :
s 40 - Median icPFS T
SE Median follow-up: 31.1 mo __ (95% CI) 3
1
£ Ami + laz 24.9 mo (20.1-34.7) !
O
= 201 osi 222 mo (18.4-26 1) | .
o
HR, 0.82 (95% CI, 0.62—1.09): P=0.165 i E
1 1
O 1 | | ) I I 1 1 : I I L] : I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Months
Ami + laz 178 164 150 138 122 110 99 85 71 53 36 28 4 0 0
Osi 173 164 150 140 128 107 94 79 61 43 24 11 4 0 0

SM.Gadgeel et al, WCLC 2024



GUSTAVE/

Updated Overall Survival Analysisa B0

100
9 80 -
g) 0
S Amivantamab + lazertinib
>
= 60 -
)]
E 1
© I
(o} 1 . -
'§ 40 - Median OS | | Osimertinib
2 Median follow-up: 31.1mo  (95% CI) :
c
g Ami + laz NE (NE-NE) i
204 . !
Osi 37.3 mo (32.5-NE) |
HR, 0.77 (95% CI, 0.61-0.96); P=0.019° :
|
|
0 1 1 1 1 I I 1 I 1 1 : 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Months
Ami+laz 429 404 390 383 375 363 343 327 307 245 173 112 51 15 0
Osi 429 416 409 396 373 353 331 310 285 224 145 91 45 13 0

SM.Gadgeel et al, WCLC 2024



Amivantamab + Osimertinib

Safety Profile ettt

Any VTE, n (%) 37% ©60 9% %@
Most common TEAES (220%)
Grade 1 5(1) 0
by preferred term, n (%)
"SrYRregE— Grade 2 105 (25) 24 (6)
elated to P hi 11% 57% i 0.5%
drnind aronyenia : Grade 3 43(10) 1203)
Rash 15% 46% 30% K Craded 205 102)
Diarrhea | 27% 44% LA Grade 5 2(05) 2(05)
Dermatitis acneiform 8% 21% 13% Any VTE leading to death, n (%) 2(05) 2(05)
Stomatitis 1% R Ry 02% Any VTE leading to any discontinuation, n (%) 12(3) 2(05)
Pruritus 0.5% [RRRE KN 02% Anticoagulant use at time of first VTE, n (%)
Related to MET Hypoalbuminemia G 43% 6% On anticoagulants 5(1) 0
inhibition Peripheral edema 2% JKYIA 6% Not on anticoagulants 152 (36) 39(8)
Other ( IRR Median onset to first VTE 84 days 194 days
ALT increased s I 1% B Within first 4 months, n (%) 97 of 157 (62) 130f39(33)
Constipation 29% 13% + Prophylactic dose anticoagulations first 4 mo...
\. ASTincreased B 25% 12% KD
Amivantamab + Osimertinib
COVI D_1 g 20, 249 22% | LA TEAE, n (%) Lazertinib (n=421) (n=428)
Any AE 421 (100) 425 (99)
Decreased appetite 1% P2 16% [REZ Grade 23 AEs 316 (75) 183 (43)
Anemia 4% 19% 0% B3 Serious ﬁf\Es 205 (49) 143 (33)
| AEs leading to death 34 (8) 31(7) |
Nausea 8 20% 13% JROEL Any AE leading to treatment:
. » 5 " Interruptions of any agent 350 (83) 165 (39)
Hypocalcemia g 19% s Reductions of any agent 249 (59) 23 (5)
Cough 15% Discontinuations of any agent 147 (35) 58 (14)
100% 50% 0% 50% 100%

IRR: infusion-related reactions VTE: venous thromboembolism B.C.Choy et al, ESMO 2023



Efficacy of 1st line treatment options
3G VS 1G TKI Overall ex19del L858R

Osimertinib?23 18.9m* 21.4m » 14 4m » NR \;

Aumolertinib®?

Furmonertinib®® [ Developed exclusively in mainland China - ?generalisable to other populations

Befotertinib0 N

Combi VS 3G TKI

Osimertinib +

Pemetrexed'1.12

Lazertinib +
Amivantamab?3 23.7m m Unknown Unknown 24.9m >

ORR = objective response rate; mPFS = median progression-free survival, mOS = median overall survival; CNS = central nervous system; NR = not reached; m = month

*Primary endpoint investigator-assessed PFS

1. Soria et al, NEJM 2018; 2. Ramalingam et al, NEJM 2020; 3. Reungwetwattana et al, JCO 2018; 4. Cho et al, JCO 2023; 5. Soo et al, JTO 2023; 6.Lu et al, JCO 2022, 7. Lu et al, ASCO 2022; 8. Shi et al, Lancet Resp Med 2022° 9. Shi et al, JTO 2022; 10.
Lu et al, Lancet Resp Med 2023: 11. Planchard et al, NEJM 2023: 12. Janne et al. JCO 2023: 13. Cho et al. ESMO 2023 Stephanie Saw, ASCO 2024




i Qs
Slmllar OSI [ | cavcercanrss '\

Flaura 2 Mariposa
HR 0.75 HR 0.77

0S HR=0.75 (95% Cl 0.57, 0.97); p=0.0280" Median OS, months (95% Cl)
- Osimertinib+ CTx (n=279)  NR(38.0,NC)

1.0 1 92, - Osimertinib mono (n=278) 36.7 (33.2, NC)
]
' Overall maturity: 41%
08 4 89% Median follow-up for OS, months (range): q
0 : Osimertinib + platinum-pemetrexed, 31.7 (0.1-43.3) E
0 Osimertinib monotherapy, 30.5 (0.1-43.0) H
= a |
9 06+ 3 i :
2 : 0 | ;
= g : '
2 E : % g : !
8 04+ E | " foi I Median 0S ! :
2 5 i i g Median follow-up: 31.1mo (955, CI) i _
o | : Ami + laz NE (NE-NE) ! 5
2 5 © "1 o 373 mo (325-NE) | |
i HR, 077 (95% C1, 0,61-0.96) P=0019° ;
. _e i A S S T —
0 i ’ v ' ' ’ ! ’ v . v ' ! v ' 0 3 6 9 12 15 18 21 u 27 30 i % L )
0 3 6 9 12 15 18 20 24 271 30 3 I I 42 4 Months
) Time from randomization (months) Tk o W W W W W W @ W % m w860
No. at risk: O 429 416 408 396 373 3 W™ 30 W 2 M5 o 4 13 0
B279 27 258 253 245 240 236 226 218 190 169 121 7M1 3N 5 O

W28 267 260 257 251 244 228 213 195 170 142 102 64 34 7 0



BUT increased toxicities

AE of interest Osimertinib + Pemetrexed Amivantamab * Lazertinib
+ Platinum
~ Anaemia (2G3) 46% (20%) 23% (4%)
Neutropenia (2G3) 25% (14%) Not reported
Chemo- |
related Thrombocytopenia (2G3) 18% (7%) Not reported
 Nausea (2G3) 43% (1%) 21% (1%)
~ Diarrhoea (2G3) 43% (3%) 29% (2%) 7
EGFR- | Rash 28% (<1%) 61% (15%) _
inhibition inhibition
_ Paronychia 24% (1%) 68% (11%) _
Peripheral edema 0 36% (2%) MET-inhibition
Infusion-related reaction (2G3) 0 63% (6%) Role of SC formulation?
Venous thromboembolism (2G3) 0 37% (11%) Anticoagulation
prophylaxis for first 4m

Janne WCLC 2023; 2Cho ESMO 2023, *Planchard et al, NEJM 2024 Stephanie Saw, ASCO 2024



FLAURAZ2: Ongoing exploratory analysis

Acquired mechanisms of resistance Baseline and on-treatment plasma EGFRm Impact of baseline TP53 alterations

“r;ml Anqred Oslmertinl monstherapy Osimertinll + platinum-pemetrexed PFS in paﬂenm mm w plasma EGFan FFS n panents w“h w plasma EGFRm osl m ertl n Ib + chem otherapy
ik LR n=a9) £: Median PFS, months (35% CI) Median PF 5. months (85% Cl) *
) Chamatharspy rsimen strtus 1.0 = Dimertinib + CTx [n=147] 245 (198, 10 = - = = Osimertinik + CTx (n=65) 333 (23.6, NG H R n Ot Ca'CU' ated
RINT (117} eonaiiciog £0FR wosion  [ININENENRNE Q[T . t 1Y P
EGFR TTBWA HO w—Dsimertinib mano (n=161) 1389 (118, 1 T simert 303 (2510, M)
EGE;T'::?':W 1 i ’:T: . HR [95% CIj 0.60 {0.45, 0.80) 0.8 ._ T ohs L HR (85% CI) 0.93 [0.51, 1.72) 1.001
MET ampificaton | r|| r] EE Hd il - 78]
amanz 1 1 [ . o Wy (T8
BRAF WINE I i s 06+ 5 05 l“- &
L4 rrarimlicen 13 - - -
Ny o E z i o« 075
[ GONDA FET amplficadon m 1 rm LIE = = 1 (@]
(BRI CDWd - 6 smpliication 1 1 1 11 F] 0.4+ ] 0.4 |
AETfuskon 1 SH] =} =} .E’f‘
BRAF fuskon ] ] a8 & & : = 0.50
ALK fusion HE i . = Ual]
h |l| St anengene: fasinn |I i Jux) 24 02 0z | _%
A ke 214 i
1 TR atluneioes WL W MG : 8 Median PFS, months (95% CI)
oncremomnerapy | EGFR Extadel  Pre.cssting:] ':=R-nI-‘m-pil’r.n'm-'-llll“|m Tesa 1) e a T T T T T 1 o T T T T T 1 [e] TP53 WT NR (24.7, NR)
Offcheenstherapy | EGFR LaseR [— ] [ 0 ] 12 18 24 30 36 0 [ 12 18 24 a0 ] i 025
« Fewsr patients had =1 pre-exsting / acquired resistance altsration wit the addition of chematharapy to osimertinib (40%) sormpared with csimertinit Time from randomization {(months) Time from randomization (manths) — TP53 altered? 27.6(24.7, NR)
alone: (53] No. at risk: No. at risk:
' ' . F— — 147 122 0 i 38 15 0 = 65 60 56 44 25 5 0
Acquired resistance mechanisms were similar between [ o P b " b . o o 34 b z ; : 0001
T - T T T T T
treatment arms . M 8 12 18 24 20 a8
Acquired gene FLAURAZ osimertinib ~ FLAURAZ oslmertinib  FLAURA osimertinib 1L s Time from randomization (months)
Functional groups G9! * platinum-pemetrexed maonotherapy o
alteration; n (%) (n=c8) (n=29)
s ) o . .
EGFR mulations CT875 2i3) 12(12) 78] g 1 Osimertinib monotherapy
Cthar uncomrman 101} 414} 5(5) 0 .
RTK amnifisations MET amplification 5{12) 11 {11) 17 {18} £ 81 4| 88 89 L HR (95 % CI)- 0.48 (0231 10)
) amplificatan: ERRSZ arnpdilizalion 2i4) 101y 242} % 50 4 {95% C172,88) [95% C1 63,79} [95% CI 80, 93) {95% C1 83, 94)
BRAF VEOOE i) 5(5) 343) 2 s ikl bt o 1.00
" KRAS mutaticn 2(3 & (B i3] e
MAPH / PI3K mutations PIKICA mutation s &15) () 5w L [
EREEB2 mutation ND 101y ND £ E w
GCND1 ({ Et . ; 2 o g75
Cell cycle gens ification: amplification B 58 G E 3 ‘6 |
CDK4 /& amplification EXC] 518} 7 (8) “ i
RET 1) a3 ND 1 20 Gy Fd
Fusinns, if'f': QNfSJ 2 t:‘ 1’?{?] M (o5 ci12,2e) (95% €1 21, 37) (95% €17, 20) (95% C186,17) T 0507
' ¢ i
Cther 2i4) 5 (6) MR QOsimertinib + CTx Osimertinib mono Osimertinib + CTx Osimertinib mono E Median PFS, months (95% Cl)
RE1 loss (with TPE2 alteration) 203 44y MR n=109 Week 3 n=140 n=108 Week & n=137 E Z
:.Ick‘lli:m:'\datclzu::‘d resistanca 15 88) & 55y e o 0254 —TPS3WT NR (NR, NR)
— asma m clearance at wee o plasma m clearance at wee — t
Pl EGFRm cl t k3 No pl EGFRm cl tweek 3 TP53 alteredt 27.6(13.9, 30.3)
Median PFS, months [96% CI) Median PFS, months (956% CI)
T 104 m=Osimertinib + CTx (n=88) 76 @ong O 11‘ = Osimertinib + CTx (n=21] 105 (10.1, NC) 0.001
EEL 20 ==0simertinib mono (n=100} 152 (136 18.3) 1 e Osimertinib mene (n=40) 111 (56 185) x T T T T T T
g . na- HR (5% CI) 0.51 {0.35, 0.75) aed 5 HR (95% CI) 0.62 (0.33, 1.14) 0 6 12 18 24 30 36
ar 1o H o @ Llh_ Time from randomization (months)
=2 ™ o o i
(= ‘g 06 T UE4 |—[
=] 2 - .
& - = = S
38 ° 3 . = B TP353 alterations appeared to be
c o ) F-1 1 .
8§ ]
5% 10 . 2 2 L a prognostic factor for PFS
= . 024 024 H_-‘—‘_<
5 . across both treatment arms
o -20 T T
e Osimertinib Osimertinib + ¢ T T T T T 1 0 T T T T T 1
monatherapy  platinum-pemetrexad 0 i 12 18 24 30 36 0 6 12 18 24 30 6
n=74) (n=50] Time from randomization (months) Time from randomization (months)
No. at risk: No. at risk:

ESMO Asia 2023 AACR 2024 WCLC 2024



PFS by detectable baseline EGFRm ctDNA by ddPCR

+ Osimertinib showed a median PFS of 14.8 mo in patients with detectable ctDNA? at baseline
+ Amivantamab + lazertinib reduced the risk of progression or death by 32% in this subgroup
« Consistent results were seen in patients with detectable ctDNA using the NGS assay® (HR, 0.71[95% CI, 0.57-0.89]; P=0.003)

Patients who are progression-free (%)

79 1

50 -

25 -

With Detectable Baseline ctDNA?

Median follow-tp: Median PFS
22.0 mo (95% CI)
Ami + Laz 20.3 mo (16.6-24.0)

Osi 14.8 mo (12.9-16.5)

HR, 0.68 (95% ClI, 0.53-0.86); P=0.002

Ami+ Laz

Osi

No. at risk

Ami + Laz
Osl

231
240

3 6 9 12 15 18 21 24
Months

214 197 180 155 125 98 56 38
225 198 175 140 102 78 4 25

27 30
22 )
16 4

#Detection of Ex19del and L858R by Biodesix ddPCR. ®Pathogenic mutations were detected with the Guardant Health G360 panel.
Ami, amivantamab; ctDNA, circulating tumor DNA; ddPCR, droplet digital palymerase chain reaction; Ex19del, Exon 19 deletion; Laz, lazertinib; NGS, next-generation sequencing; Osi, osimertinib.

Patients who are progression-free (%)

100

75 -

50 4

25

Without Detectable Baseline ctDNA?
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Median follow-up: Median PFS
22.0 mo (95% CI)

Ami +Laz 27.7 mo (22.1-NE)
Osi 21.9 mo (16.6-NE)

HR, 0.72 (95% Cl, 0.47-1.10); P=0.132

| S i
| Osi

Ami+ Laz

No. at risk
Ami + Laz
Osl

105
96

3 6 9 12 15 18 21 24
Months

92 84 81 76 68 57 34 18
91 83 79 67 85 45 28 19

E.Felip et al, ASCO 2024; annals of onco 2024
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PFS by TP53 Co-mutations ands wild-type TP53
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« Osimertinib showed a median PFS of 12.9 mo in patients with TP53 co-mutations at baseline
« Amivantamab + lazertinib reduced the risk of progression or death by 35% in this subgroup

TP53 Co-mutations
Median follow-up: Median PFS
220 mo (95% CI)
100 Ami + Laz 18.2 mo (15.3-22.1)
g Osi 12.9 mo (11.1-14.7)
E HR, 0.65 (95% ClI, 0.48-0.87); P=0.003
é ?5 I |
2 !
/)]
2
=)
Q
8 50 -
[+}]
o
o 3
'E - . LL_L | Ami+Laz
"'ﬂ 25 i 11’—1" | Il || Osi
{ =4
2
'.5 1
o i i
0 1 | 1 :I ] 1 I: ] 1

0 3 6 9 12 15 18 21

No. at risk Months

Ami+Llaz 149 136 121 11 95 78 60
Osi 144 132 116 101 76 49 34

Note: Pathogenic mutations were detected with the Guardant Health G360% panel.
Ami, amivantamab; Laz, lazertinib; Osi, osimertinib.

33
17

Patients who are progression-free (%)

No. at risk
Ami + Laz
Osi

75 -

30

25 -

Wild-type TP53

Median follow-up: Median PFS
22.0 mo (95% Cl)

Ami +Laz 22.1 mo (18.5-NE)
Osi 19.9 mo (14.8-23.9)

HR, 0.75 (95% Cl, 0.52-1.07); P=0.114

"7
130

104
125

6 9 12 15 18 21 24 27 30
Months

95 a7 79 64 53 30 18 13 4
108 101 85 69 59 35 20 12 4

E.Felip et al, ASCO 2024; annals of onco 2024



G
MET and EGFR-based resistance mechanisms e 7

B Osimertinib (n=140)

P=0.017 | -

15 - I B Amivantamab + Lazertinib (n=113)
13.6%?2

X 10 -

3

c

9

g 5-
0 -

Secondary EGFR resistance

MET amplification mutations (C797S, L718X, G724X)

Acquired MET amplifications were ~3-fold lower and EGFR resistance mutations were ~8-fold lower

for amivantamab + lazertinib versus osimertinib

B.Besse et all, ESMO 2024
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MET and EGFR independent resistance mechanisms Ll
No statistically significant differences were seen between arms for other resistance mechanisms
20 -
B Osimertinib
B Amivantamab + Lazertinib
15 -

13.3%

Patients (%)
S

HER2 RAS/RAF: PI3K Cell cycle® TP53/RB1 loss
amplification

Amivantamab + lazertinib did not meaningfully increase other molecular escape pathways and

had a low rate (0.9%) of TP53/RB1 loss (associated with SCLC transformation)’

B.Besse et all, ESMO 2024



Frequency of complex resistance SRR

Complex resistance was defined as having 2 or more resistance pathway alterations detected by ctDNA

Osimertinib (n=54) Amivantamab + Lazertinib (n=36)

EGFR/MET dependent

......... ~ EGFR/MET independent EGFR/MET independent

EGFR* W B ccrre

MET W B MET
TP53/RB1T W | | B 7P53RB1

HER2 W I L] _ I M HER2

PI3K PI3K
RAS/RAF | RAS/RAF
Other RTK ! Other RTK
Cell cycle Cell cycle
Complex Resistance 0000 00 000000000 00000 (I ) @ 000000 o (1] () Complex Resistance

42.6% had alterations 27.8% had alterations
in 22 resistance pathways in 22 resistance pathways

Osimertinib had a higher frequency of complex resistance than amivantamab + lazertinib (42.6% vs 27.8%)

B.Besse et all, ESMO 2024
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Heterogenous mechanisms of AR on osimertinib =

EGFR MET HER2
M EGFR amp 7.4%
SCLC: 5-15% B C79753.2%
672452.1% M g"gf% e
I HERZ amp
3.2%
. MYC amp
1.1%
EGFRKD | | METamp HER2 amp - s i
mutations 15% 2% RB1/TP53 co-mutations 3 1.1%
10-25% % CCND1 amp
SCC: 15% | .
. o B PIK3CA mut
3.2%
o piksca ll PTEN N i
¢ Lroz2x 2-8%  4-11% ; ki RET fusion
G796X o 2 Fusions: 1-8% a 2.1%
L1780 BRAF J W ALK o | T M sciLc7.4% BRAF fusion
Gr2as | 0 Fares o | — B scc5.3% 113
s7esl 3% 0 e PI3KIAKT and MYC activation : ey
ST - 1/ Sl
,._48(%]*
r

1. Passaro - Nature Cancer. 2021;2:377-91; 2. Leonetti - BrJ Cancer. 2019;121:725-37; 3. Choudhury - J Thorac Oncol. 2023,18:463—75; 4. Leonetti - Front Oncol. 2021,11:642190; 5. Schoenfeld - Clin Cancer Res. 2020;26:2654-63.
J.Remon, ASCO 2024



By-pass mechanisms: MET amplification

Amivantamab

A\

MET

Selective
MET TKI

MET amp
15%

GUSTAVE/
ROUSSY

CANCER CAMPUS / \
GRAND PARIS

MET gene copy number (GCN) 25
MET/CEP7 ratio 22
Liquid biopsy, no clear consensus

Trial Drug N Plateau in efficacy?
(%) (mo) (mo.)
MET TATTON Osimertinib + 55
TKI Savolitinib (B1 69 33 9.5 B
cohort) f0S: 30.3)
ORCHARD Osim?r.tir)ib + 17 41 NR NR
Savolitinib
SAVANNAH 05|m£_z|:tn"ub + 193 30 83 53
Savolitinib
INSIGHT2 Osimertinib+ 98 Tissue 50 8.5 5.6
Tepotinib 31 Lx Bx 52 5.6 4.6
INSIGHT2 Tepotinib 12 8.3 NR NR I
EGFR/ CHRYSALIS-E Amivantamab +
MET Lazertinib 2 %6 96 49
mAb ; :
CHRYSALIS-D Amwalnt.amab + 108 30 10.8 57
Lazertinib
CHRYSALIS-A Amivantamab +
(Post Osi & PBC) Lazertinib 162 33 8.4 5.1

Hartmaier — Cancer Discov 2022 * Yu - AoQ 2021 * Ahn —ITO 2022 * Kim —JTO 2023 * Maziéres — AcQ 2022 * Bauml— ASCO 2021 * Besse — ASCO 2023 * Shu— ASCO 2022

GEOMETRY-E (NCT04816214: capmatinib + osimertinib vs, CT), SAFFRON (NCT05261399: savolitinib + osimertinib vs. CT).

J.Remon, ASCO 2024
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By pass mechanisms: RET fusion

. . ' tmarkini N=14 EGFR-m NSCLC with RET as AR to osimertinib
N:41 O.Slmernnlb.reﬂ tant Osimertinib + BLU-667 PROTOCOL
- Selpercatinib 80 mg/12h + Osimertinib 80 mg

mechanisms tissue/blood
E Osimertinib 0% Response
| V.HL‘ G s RR: 50%; . PR
@ RETl‘us!m _ 20 DoT: 7.9 mo. 5
| BRAFfusion| BN ¥ | nvew BLU-667 -
- zou;ng::m Xorrg D 0% §' RET fusi
@ w ion partner
.|  RETFusion| T80 l " Il
3 | NTRK1 Fusion| = 8 weeks 2% D o
BRAF Fusion| D
2 RET fusions (~5%) |

£ 1° EGFR mutation/s
<y Py W _ 0%
he = I 4 o om Exon 19 del
3 o BLu-6aT poo ¥
\ 5 EGFRI+BLULET1 M o . o
Baa,  EGR
* BT g C00SRET -
* EGFRI+ BLUAT 1 M e [I . L8S8R-L747S
"l

fm e p——y o
01 D00 0 1 101000 EFmationls .

Orug Conceniraton (nM)  Drug Cancentration ()

EGFR T790X

. T790M

EGFR T790M

Piotrowska — Cancer Discovery 2018 * McCoach — CCR 2018 * Rotow— CCR 2023
J.Remon, ASCO 2024
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Immunotherapy at EGFR TKI PD in EGFRm NSCLC ~ "

Mok —JCO 2024 * Yang — ASCO 2023 * Lu — LRM 2023 * Reck — LRM 2019 * Nogami — JTO 2021 * Zho — WCLC 2023 * Ahn —JCO Z
(PBC: platinum-based chemotherapy. BVZ: Bevacizumab. Cross trial comparison should be undertaks

HARMONI-3 Trial (NCT05184712). N=470

| Treatment HR; 95%IC | HR, 95%IC
CheckMate 722 \':"‘F’,'E‘;g’ab HFRb 296 5.6 vs. 5.4 0.75:056-1.00 19.4vs.15.9 0.82:0.61-1.10
KEYNOTE 789 5:';‘;3’"2“'"3" +PBEC 480 5.6 vs. 5.5 0.80:0.65-0.97 15.9vs.14.7 0.84:0.69-1.02
ORIENT 31 \‘Z“g'l'gab * PR 318 5.5vs. 4.3 0.72:055-094 20.5vs.19.2 097:0.71-1.32
PDWEREy  lewolzumah : BYZ & REC 58 10.3vs. 6.1  041:023-075 29.4vs.1841 0.60:0.31-1.14
vs. BVZ + PBC
IMPOWER 151  Atezolizumab + BVZ 3 PBC 163 8.5vs. 8.3 0.86: 061-1.21 NR NR
vs. BVZ + PBC
ATLAS ?Ste;‘;g“mab * BYE & RR 215 8.4 vs. 5.6 0.62:045-086 20.6vs.20.3 1.01:0.69-1.46
ORIENT 31 fs'"gg'gab # IBIRNG-+PE0 318 » 7.2vs. 4.3 0.51:0.39-067 21.4vs.19.2 0098 072-1.34
Atezolizumab + BVZ + PBC
ABC-Lung igr-iarsimadine—-c- i 6.3vs. 7.5 NR 15.4vs. 15.5 NR
HARMONi-A Ivonescimab + PBC 322 » 7.1vs. 4.8 0.46:034-062 17.1vs.14.5 0.80:0.59-1.08
vs. PBC + Placebo

J.Remon, ASCO 2024



HARMONI-A (lvonescimab) ROUSSY.

CANCER CAMPUS /
GRAND PARIS

* Ivonescimab (AK112/SMT112) is an anti-PD-1/VEGF bispecific antibody displaying cooperative binding characteristics.

( ) Ivonescimab Ivonescimab
Key Eligibility Criteria 20mg/kg Q3W .
Y =Agiory o 20maikg - +g Treatment until:
* nsg-NSCLC (Stage IIIB/C ineligible for surgery or + Sematrexad 500
local therapy and IV Pemetrexed 500 mg/m? emetrexe -
> ) Carboplatin AUC5 mg/m? Q3W * Intolerable toxicity
+ EGFR sensitive mutation positive Q3W for 4 cycles

No clinical benefit

+ ECOGPS0or1

Initiation of new

* Regardless PD-L1 expression anti-tumor therapy

Stratification Fact Placebo
ratirication ractors: + Q3w Up to 24 months
» Exposure to 3 EGFR-TKI before (yes vs. no) Pemetrexed 500 mg/m? -
_ Carboplatin AUC5 Pemetrexed 500
e Brain metastases (yes vs. no) ) Q3W for 4 cycles mg/m2 Q3W

—— Anti-VEGF —

—— Engineered
Fc-Null Region

Endpoints
* Primary: Progression-free survival by independent radiologic review committee (IRRC)

« Secondary: Overall survival, Response rate, Duration of response, Time to response and Safety K &
‘ﬂ_* " o

N ~
Anti-PD-1
Li Zhang et al, ASCO 2024



g g GUSTAVE/
tudy Met primary endpoint of PFS per IRR ROUSSY
s [\
P F S No. of events/No. of patients HR (95% CI)
Ivonescimab
100 1 Ivonescimab + Chemotherapy
Placebo + Chemotherapy . ) .
90 - All Subjects 0.46 (0.34, 0.62) ——
: ; 5 ; Baseline ECOG Score
-month rate -month rate g "
o 55.4% 37.9% ¢ ME 10.22; 0, 9_'_)
33.1% 18.3%
70 - Baseline EGFR Mutation
19Del 0.48 (0.32, 0
o0 L858k 0.43 (0.7,
50 - 1 Other 0.40 (0. 20,
1 .
| T790N Mutation Status
40 : Negative 0.46 (0.21,
: Positive 0.22 (0,09,
30 - I;-lledia;l g E;S (95% CT) : Bageline Brain Metastasis
1(5.9,8.7) 1 Presence 0.40 (0.22
2 4.8(4.2,5.6 ' ' e
20 (58 i Kisanea 0.8 (0.3,
1 I - :
10 - HR (95% CT): 0.46 (0.34, 0.62), p <0.001 I I Previously Received
: : EGFR-TKI Treatment
01— ] . ] , . : l . : l One Line 0,47 (0.30, 0.73) .
1 2 3 4 5 6 7 8 9 10 Two or More Lines 0.46 (0.31, 0.69) i

Time (Months) 007 1 3

MmPFS: 7.1 vs 4.8mo
HR: 0.46, p<0.001

Li Zhang et al, ASCO 2024



Overall Survival (at 52% of Data Maturity)

100 o =i
Ivonescimab + Chemotherapy

90 - 9-month rate Placebo + Chemotherapy
S 77.5%
é 80 — 73.1% 12-month rate
E’ 65.4%
2 70 4 59.8%
: 0 :
& ! |
= 60 l
= 1 I
: =
o W : |
= 40 — : . : i
B Median OS (95% CI) , i
= 17.1 (14.6, NE) : ‘
< 30 -
E 14.5 (12.8,18.1) | mPFS 17.1 vs 14.5mo
> 20 ~ ! :

HR (95% CI): 0.80 (0.59, 1.08) . HR:0.80
10 -| Sensitivity Analysis: 0.77 (0.56, 1.07) ! :
l i
0 T T T T T T T T T T T T 1 T T T T T T T T T T
o 1 2 3 4 5 6 7 8 9% 10 11 12 13 14 15 16 17 18 19 20 21 22
Time (Months)
At risk (events)
Ivonescimab + Chema 161 (01159 (1) 159¢1) 189(1) 133 (5)L47 (13143 (17136 (24132(28)123(361 1543107 (50102 (5589 (58)93(64)73(70)64(T2)48(TRIZI(TTILT(7T) T(TT) 2(77) 0077)

Placebo + Chemo

161(04161(0)159(2)157(4)132(8)146(14138 (22132(25124(35116(4320915059(60! 94(64)91(67)81(735)67(82)54(86)40(88)32 (BE)22(89)10(80) 5190) 0(50)

GUSTAVE/
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HR: 0.80 (0.59, 1.08)
after 52% of data
maturity

OS is consistent for both
analysis

Data cutoff date: December 2023
(median follow-up of 17.6 months)

HR, hazard ratio; Cl, confidence interval.

Li Zhang et al, ASCO 2024



Agnostic treatment upon osimertinib disease PD

Bi-specific antibody Anti-EGFR & MET

Antibody drug conjugates

/ cytotoxic payload
drug which is used to fight
the cancerous cells

. 4 .

I o
linker

binding agent between
pavioad and antibody

0O—-——-unwo0oZ206pr

monoclonal antibody =

binds to a specific antigen on
the surface of cancer cells

wmO>XmZI

J.Remon, ASCO 2024



Best Change from Baseline in

SoD of Target Lesions (%)

CHRYSALIS-2 (Amivantamab+Lazertinib) ROUSSY.
Best Antitumor Response and ORR by Prior Therapy Group

A

60 5 Prior Therapy Groups BICR ORR (95% CI) INV ORR (95% Cl)
50'; B Osimertinib - platinum-based chemotherapy (n=39) 21% 21% (9-37) 26% (13-42)
40 W 19/2_generation EGFR TKI > osimertinib - platinum-based chemotherapy ( 30 %0 269 (25-49) 30% (19-42)
3048 B Heavily pretreated or out of sequence (n=56) 39% 39% (27-53) 29% (17-42)
P | e e

103
0
10 3
-20
30 _ _____
-40
50 3
60 3
70 -
-80
90 3

_100-:HIIIIIIIIIHlllllIIIIII[III!IIIIII]IIHIIIIIIIlllllllllllllllIIIIIHIIIIII]IIHIllllllllIlllllillllllilllilllllllllllllllIIIIIIIIIIIIIIIIIIIIIIII JEESH

Best response, n (%)
Complete response

Partial response 52 (32)

Unconfirmed partial response 1(0.6)

Stable disease 69 (43)

Progressive disease 28 (17) O R R u 3 3 o/

NE 10.(6) . 0
Clinical benefit rate2 57% (95% CI, 49-65)

Investigator-assessed ORR=28% (95% CI, 22-36 n
Investiga ssessed median DOR=8.4 mo (95% Cl, ! m . . m O

ponse_|_n=162__|
ORR 33% (95% Cl, 26-41) y
Median DOR 9.6 mo (95% Cl, 7.0-NE)

2l -

N=162pts

Catherine A.Shu et al, ASCO 2022



MARIPOSA-2
/ Key Eligibility Criteria \

+ Locally advanced or
metastatic NSCLC

Progressed on or after

osimertinib monotherapy
(as most recent line)

« ECOGPSOQor1

+ Stable brain metastases
were allowed;
radiation/definitive therapy
was not required (untreated)

Stratification Factors

« Osimertinib line of therapy
(1st vs 2nd)

* Asian race (yes or no)

+ History of brain metastases
\(yes or no) j

=657)

2:2:1 Randomization (N

Serial brain MRIs were required for all patients?

Amivantamab-Lazertinib-Chemotherapy
(n=263)

Chemotherapy
(n=263)

Amivantamab-Chemotherapy

(n=131)

( Dosing (in 21-day cycles)

Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then
1750 mg (2100 mg if 280 kg) every 3 weeks starting at Cycle 3 (week 7)

Lazertinib: 240 mg daily starting after completion of carboplatin®

Chemotherapy administered at the beginning of every cycle:
+  Carboplatin: AUCS for the first 4 cycles

\- Pemetrexed: 500 mg/m?2 until disease progression

\

6ual primary endpoint of PFS® by BICR \
per RECIST v1.1:

 Amivantamab-Lazertinib-Chemotherapy
vs Chemotherapy
* Amivantamab-Chemotherapy

\ vs Chemotherapy /

Secondary endpoints:

» Objective response rate (ORR)°

» Duration of response (DoR)

* Overall survival (OS)°

* Intracranial PFS

+ Time to subsequent therapy?

» PFS after first subsequent therapy (PFS2)
»  Symptomatic PFS¢

+ Safety

A.Passaro et al, ESMO 2023; Annals of onco 2023



Ami/Chemo and Ami/Lazer/Chemo vs Chemo RovaLs/
lead to improvements in PFS and ORR

ORR (95% CI)

100

30

60

40

20

OR=3.0
P<0.001

OR=3.1
P<0.001

Amivantamab-

|
64%

63%

Amivantamab-

Lazertinib-
Chemotherapy Chemotherapy Cheniothle:'apyﬂ

Patients who are progression-free (%)

100

80

60

40

20

CANCER CAMPUS , \

GRAND PARIS

blinded independent central review Median progression-free
n survival, months (95% CI)

Amivantamab—chemotherapy 13 6.3 (5.6-8.4)

Amivantamab-lazertinib—chematherapy 263 8.3 (6.8-9.1)

Chemotherapy 263 4.2 (4.0-4.4)

Amivantamab-chemotherapy versus chemotherapy:
Hazard ratio for disease progression or death, 0.48 (95% Cl 0.36-0.64)
P<0.001

Amivantamab—lazertinib—chemotherapy versus chemotherapy:
Hazard ratio for disease progression or death, 0.44 (95% Cl| 0.35-0.56)

HR:0.44

Amivantamab-lazertinib—chemotherapy

Amivantamab-chemotherapy

No. at risk

Amivantamab—chemaotherapy 131
Amivantamab—lazertinib—chemotherapy 263

Chemotherapy 263

Patients who are progression-free (%)

80

60

40

20

T T T T
3 6 9 12 15 18
Months
99 49 27 7 1] 0
194 104 52 21 4 0
135 49 17 6 i] ]
I t_ t Median progression-free
n survival, months (95% CI)
nves Iga or Amivantamab—chemotherapy 131 8.2(6.8-10.9)
Amivantamab-lazertinib—chemotherapy 263 8.3(7.1-9.9)
Chemotherapy 263 4.2 (4.0-4.5)

Amivantamab-chemotherapy versus chemotherapy:

Hazard ratio for disease progression or death, 0.41 (95% CI 0.30-0.54)
Amivantamab—lazertinib—chemotherapy versus chemotherapy:

Hazard ratio for disease progression or death, 0.38 (95% CI 0.30-0.48)

Amivantamab-chemotherapy

Chemotherapy

I |
3 6 9 12 15 18
Months A.Passaro et al, ESMO 2023; Annals of onco 2023



PFS after first subsequent therapy

100

B D Q@
o o o

Patients who are progression-free
after first subsequent therapy (%)
N
o

0

No. at risk
Ami-Chemo
Chemo

GUSTAVE/
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PFS2 was significantly prolonged with amivantamab-chemotherapy vs chemotherapy®

1
_ 1
i
Median PFS2: | Ami-Gemo
Median follow-up: 18.1 mo (95% ClI) i i L1 Ll Chemo
{Ami-Chemo 16.0mo (13.9-17.6) 27%
Chemo 11.6 mo (10.1-13.0) _ ! :
HR, 0.64 (95% CI, 0.48-0.85); P=0.002¢ | ; :
- - -r - : ; T T 1
0 3 6 9 12 18 21 24 27
131 123 112 94 75 23 12 2 0
263 227 186 128 98 25 10 3 0

18-month landmark PFS2 was 39% for amivantamab-chemotherapy vs 27% for chemotherapy

S.Popat et al, ESMO 2024
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Overall survial ROUSSY

— — — — —— o — — v —— — — — ———

Amivantamab-chemotherapy continues to demonstrate a clear and improving OS trend vs chemotherapy?

100
= MARIPOSA-2 is ongoing
% 80 . and will proceed to final OS
= analysis as planned
g 60
» ) :
2 :
"’ :
£ 40 !
2 ! | Ami-Chemo
o Median OS I I
£ Median follow-up: 18.1 mo (95% CI) : : Chemo
S 20 {Ami-Chemo 17.7 mo (16.0-22.4) E i
a Chemo 15.3 mo (13.7-16.8) 1 i
- : !
15 18 21 24 2
No. at risk Months
Ami-Chemo 131 124 115 101 88 63 39 15 2 0
Chemo 263 242 213 174 147 103 49 21 6 0

18-month landmark for OS was 50% for amivantamab-chemotherapy vs 40% for chemotherapy

803 benafit of amivantamab-chemotherapy vs chemotherapy vas g lly i among pre-defined subgroups. "F-valua is from a log-rank test stratified by osimertinib line of theeapy (first-line vs second-
i fine), history of brain metastases (yes or no), and Asian race (yes vs no). OS5 was evaluated at a 2-sided alpha of 00142

Ami tamab; chemo, o y. (I, confidence interval, HR, hazard ratio; 08, overall survival SPOpat et al, ESMO 2024
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Signficant toxicities with Ami/Chemo and Ami/Lazer/Chemo  R2U*X

by preferred term, n (%) All grades Grade 23 All grades Grade 23 . .

Assocated with EGFR mFiiton E—T1 —rYYy »  AmilLazer/Chemo led to the highest rates of
Paronychia 1(0.4) 0 48 (37) 31(2) 133 (51) ¥ 7011 (4) v wge ;

Rash 12.(5) 0 56 (43) 8 (6) 126 (48) 17 (6) tOXlCItIES, though Ami/Chemo was also
Stomatitis 21(9) 0 41 (32) 1(1) 120 (46) 24 (9) .

Diarhea 16 (7) 1(04) 18 (14) 1(1) 68 (26) 10 (4) challenging.

Associated with MET inhibition = . 0 !

Hypoalbuminemia 21 (9) 1(0.4) 29 (22) 3(2) 104 (40) 12 (5) 4 drugs. 2% grade 2 3 TEAE's

Peripheral edema 15 (6) 0 42 (32) 2(2) 85 (32) 1(0.4) e 3 drugs; 72% grade >3 TEAE's

Associated with Chemotherapy -

Neutropenia 101 (42) 52 (21) 74 (57) 59 (45) 181 (69) 144 (55)

Thrombocytopenia 72 (30) 22 (9) 57 (44) 19 (15) 158 (60) 96 (37) .

Anemia 97 (40) 23 (9) 51 (39) 15 (12) 141 (54) 48 (18) Ami/Lazer/Chemo

Leukopenia 68 (28) 23 (9) 37 (28) 26 (20) 106 (40) 71 (27) . 0

Other cco * |Interruption: 77%

Infusion-related reaction 1(0.4) 0 7(5) | 148 i56i L /9(3) D pd t 650/

Nausea 90 (37) 2 (1) 58 (45) 1(1) 131 (50) 16 (6) ° .

Constipation 72 (30) 0 50 (38) 1(1) 96 (37) 3(1) 0Se reauction. 0

Decreased appetite 51 (21) 3(1) 40 (31) 0 85 (32) 7(3) I | | . 0

Vomiting 42 (17) 1(0.4) 32 (25) 1(1) 76 (29) 10 (4) ° D|SCOnt|nuat|0n. 34 A)

Fatigue 47 (19) 4(2) 36 (28) 4 (3) 69 (26) 15 (6)

Asthenia 40 (16) 5(2) 34 (26) 1(1) 67 (25) 14 (5)

Alanine aminotransferase increased 67 (28) 10 (4) 26 (20) 7(9) 55 (21) 14 (5)

AESIs by grouped term, n (%) 5 e - ;
Rashe 30 (12 0 92 (71 13(10) 197 (75 wps) *  Lazertinib appears to add significant toxicity to this
VTEe 11 (5) 7(3) 13 (10) 3(2) 17 (6)

regimen — which patients really need it?
Will delayed initiation of Lazertinib help improve the

ILD 0 0 2 2) 1?/ 75} 5(2)
AEs leading to death sy VTE: 10%0 TE: 22%::5 "

Any AE leading to treatment:

e ) i S safety profile of Ami/Lazer/Chemo?
Reductions of any agent 37 (15) 53 (41) 171 (65)
Discontinuations of any agent 9(4) 24 (18) 90 (34)

VTE: venous thromboembolism A.Passaro et al, ESMO 2023; Annals of onco 2023



Management of EGFR-mutant NSCLC in early 2023  RoUssY,

FLAURA 1L 2L
Osimertinib Carbo/Pem
(mPFS 18.9 mo) (MPFS 4.2-5.5 mo)

Osimertinib + Carbo/Pem mPFS per BICR: 29.4mo
(mPFS 25.5 mo; HR 0.62 vs. osi)

FLAURAZ

MARIPOSA 2

Osimertinib Carbo/Pem + Ami/Lazer
(mPFS 18.9 mo) (mPFS 8.3 mo; HR 0.44 vs chemo)

Osimertinib
(mPFS 18.9 mo)

TlME FLAURA J.C.Soria et al, NEJM 2018
FLAURA 2 D.Planchard et al, NEJM 2023
MARIPOSA-2 A.Passaro et al, Annals of onco 2023



SC vs [V Amivantamab + Lazertinib (PALOMA-3)

ﬂey eligibility criteria \

-

Stratification factors

Locally advanced or
metastatic NSCLC

Disease had progressed on or
after osimertinib and platinum-
based chemotherapy,
irrespective of order

Documented EGFR Ex19del
or L858R

ECOG PS 01

Brain metastases (yes or no)

EGFR mutation type (Ex19del
vs L858R)

Race (Asian vs non-Asian)

Type of last therapy
(osimertinib vs chemotherapyy

1:1 randomization

(N=¢It18)

SC Amivantamab + Lazertinib

[Dosinq (in 28-day cycles) k

SC Amivantamab?? (co-formulated with rHuPH20 and
administered by manual injection): 1600 mg (2240 mg if
280 kg) weekly for the first 4 weeks, then every 2 weeks
thereafter

IV Amivantamab®: 1050 mg weekly (1400 mg if 280 kg)
for the first 4 weeks, then every 2 weeks thereafter

\Lazertlnlb: 240 mg PO daily k'

Prophylactic anticoagulation recommended
for the first 4 months of treatment

GUSTAVE/

ROUSSY
CANCER CAMPUS /\

GRAND PARIS

Co-primary endpoints®:
* Cyougn (nONinferiority)?
« C2 AUC (noninferiority)®

Secondary endpoints:

* ORR (noninferiority)
PFS (superiority)

* DoR

Patient satisfaction’
Safety

Exploratory endpoints:
¢ 0S

N.B.Leighl et al, ASCO 2024



Crrougn at C2D1 C2 AUCp,.01s

PK Endpoints met noninferiority

(90% Cl, 1.04-1.26) (90% Cl, 0.98-1.09)
criteria = Jwm
700 g 300,000
5% e § 250,000
u5§ i § 200,000+
| B §
3 | *é 150,000
ORR and PFS vl
0 . == 0
SC Amivantamab Arm IV Amivantamab Arm SC Amivantamab Arm IV Amivantamab Arm
; : (n=160) (n=142) (n=140) (n=132)
SC Amivantamab ' n )
Am (n=206) (n=212) Progression-free Survival
ORR, % (95% CI) PFS was numerically longer with SC vs IV amivantamab, with an HR of 0.84
All responders ,30 (,24_37) o |25 34) _
. g Median follow-up: 7.0 mo Mf;;: g:? S
Confirmed 27 (21—33) 21 (21—33) E SC Amivantamab Am 6.1mo (4.3-8.1)
: : = IV Amivantamab Arm 4.3mo (4.1-5.7)
responders Relative risk, 0.99 (95% CI. 0.72-1.36); P<0.001 : [ HR,084 95% GL064-1.10) P020
Best response, n (%) @ "
CR 1(0.5) 1(0.5) 1
PR ( 0) 68 (32) E L SC Amivantamab Arm
SD 93 (45) 81 (38) 3
PD 37 (18) 42 (20) ﬁ 8
Not evaluable 14 (7) 20 (9) g | ,
0 = ; + : T i r !
DCR, % (95% CI)° 75 (69-81) 71 (64-77) 0 2 4 § 8 10 12 14 16
Median time to No. at sk Months
1.5 (1.2—6.9) 1,5 (1,2—9.9) SC Amlaantamab Am 206 153 116 51 37 14 3 0 0
response (range), mo IV Amivantamab Am 212 154 109 8 23 7 3 0 0

N.B.Leighl et al, ASCO 2024



Incidence of IRR-related symptoms

SC Amivantamab Arm

(n=206) (n=210)

IV Amivantamab Arm

IRRs, all grades
IRRs, grade 3

Infusion-related
AEs (22%)

13%
0.5%

66%

GUSTAVE/

ROUSSY
CANCER CAMPUS /\

GRAND PARIS

« |RRs were observed in 13% of

patients in the SC arm vs 66% in
the IV arm, representing a 5-fold

reduction

Chills

Pyrexia

Dyspnea

Nausea

Vomiting

Cough

Hypoxia
Hypotension
Sinus tachycardia
Erythema

Chest discomfort
Hypertension
Flushing
Dizziness

Rash
Hyperhidrosis
Increased heart rate

6%

2%

1%
2%
1%
0.5%
0.5%
12%

2%
2%

o There were no grade 4 or 5

IRRs

100%

IRR: infusion-related reactions

75% 50% 25% 0% 25%

50%

-9
o

—_
o

Patients with VTE (%)

w
o
1

o]
o
1

0
9% i
| "L

Rates of VTE by TreatmentArm and Prophylaxis Status

SC Ami IV Ami

Grade >3 B} ]
Grade2 W 0
Grade 1

14%

26%

n=206  n=210 n=164  n=171
All patients On prophylactic
anticoagulation

n=42 n=39
No prophylactic
anticoagulation

N.B.Leighl et al, ASCO 2024




Overall Survival

There was an OS benefit associated with SC amivantamab, with an HR of 0.62 compared to the IV amivantam:

Patients who are alive (%)

No. at risk
SC Amivantamab Arm

[V Amivantamab Arm

80 4

60 -

40 4

20 -

GUSTAVE/
ROUSSY

CANCER CAMPUS / \
GRAND PARIS

Median follow-up: 7.0 mo

100 el
dics HR, 0.62 (95% Cl, 0.42-0.92); nominal P=0.02
Ea 165%
iy . . ILLL IIIEII I I 1 | SC Amivantamab Ai’m
m‘% IV Amivantamab Arm
i N J:l I I
HR: 0.62, p=0.02
» Future studies are needed to evaluate whether SC absorption via the lymphatic system enhances amivantamab’s
immune-mediated activity
0 2 4 6 8 10 12 14 16
Months
206 192 163 109 7 36 10 0 0
212 191 144 92 51 24 10 1 0

N.B.Leighl et al, ASCO 2024



Encouraging efficacy of TelisoV + Osimertinib, ROUSSY
in pts with EGFRmut, c-MET+

Best Percentage Change in Target Lesion Size (per Investigator)?

Telisotuzumab vedotin + Osimertinib: Phase 1

a7
57% 5 [ 1.6 mglkg Q2W (n=20)
55% 56% 0 __.:j 157 167 1.9 mglkg Q2W (n=18)

53% 327 50% (18, 90)

(36, 69)

593

f_..-: 45

0- W 00 o

47
-10.0

Overall response rate

mPFS: 6.8mo (5.3-9.2)

w0 4

Total 16 19 Yes  No 1 2 >2 28

nin: 20/38 1120 918 36 10/21 M5 916 47 mDOR 80m0 (56-NR)

Dose, mglkg METamp FISH 240 No. prior lines (metastatic) (0

¥
-100.0

Patients (N=38)
B Confirmed PR (n=20) ® SD (n=11) M PD (n=6)

H. Horinouchi et al, ESMO Asia 2023



Study of BL-B01D1-101

Dose Escalation

Dose Expansion

(Key Inclusion Criteria:

» Locally advanced or metastatic
NSCLC or other solid tumors

« ECOG PS 0-1

Wil 1

\ feasible treatment

« Measurable disease per RECIST

- Failed standard therapy or without

~N

P

QW 4-week cycle
0.27, 1.5, 3.0 mg/kg

D1D8 Q3W
2.5, 3.0, 3.5 mg/kg

D1 Q3W
4.5, 5.0, 6.0 mglkg

NSCLC (EGFRmt and EGFRwt)

D1D8 Q3W + D1 Q3W

NPC previously treated

D1D8 Q3W + D1 Q3W

=)

SCLC previously treated

D1D8 Q3W + D1 Q3W

HNSCC previously treated

D1D8 Q3W + D1 Q3W

O BL-B01D1 is a first-in-class (FIC) ADC

consisting of an EGFRxXHERS3 bispecific
antibody bounded to a novel topoisomerase
| inhibitor payload via a cleavable linker.

U Here, we update its safety, tolerability in

patients with solid tumor and preliminary
efficacy in NSCLC patient cohort in a first-

in-human (FIH) trial (BL-BO1D1-101).

Li Zhang et al, ESMO 2023 - Yuxiang MA et al, lancet onco 2024
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Efficacy in NSCLC EGFRmut

Li Zhang et al, ESMO 2023 - Yuxiang MA et al, lancet onco 2024

gg N =40
DCR 87.5%

4 e CORR: 52% NSCLC EGFRmt with

v CORR 52.5% . NSCLC EGFRmt treated/no CNS mets
a} AO..I.........................................._.................._................. e R i e R e (targetdose)1
£ 10 I
g o s
) e
- 20 ne
90— " FN : ! ) :
5 :; Prior systemic chemo line
4 = cPR
Q 50  =PR

ap % Progressed with new CNS mets

o ¥ Progressed with new non-CNS mets — 50% (20/40) 46% (6/13)

-100

e 9 L]
mPFS: 5.6mo
3 DCR (95%Cl), % 87.5(73.2,95.8) 92.3 (64.0, 99.8)
g 27 mDOR: 8.5mo
s i : T ORR (95%Cl), % 67.5 (50.9, 81.4) 69.2 (38.6, 90.9)
s cORR (95%Cl), % 52.5 (36.1, 68.5) 61.5 (31.6, 86.1)
E
‘E‘ mDOR (95%Cl), mo 8.5 (2.8, NR) 12.3 (2.7, NR)
;5', : mPFS (95%Cl), mo 5.6 (3.9,9.7) 15.0 (4.3, NR)
E -80 * PD in existing CNS mets / New CNS mets

.90 © PD not related to CNS mets '2.5mg/kg D1D8Q3W and 4.5mg/kg D1Q3W

0 1 T T e S s e e " e g e
Months ¢



Patritumab Deruxtecan (HERTHENA-Lung01 study)

phase || HERTHENA-Lung01 in pts with EGFR-mutated NSCLC after progression on EGFR TKI therapy and platinum-based chemotherapy
Tumor reduction across diverse mechanisms of EGFR TKI resistance

100.0
80.0
60.0
40.0
200 AR, - — = == = = = e e e e e e e e e e e e e e e -

0.0
—200 .
—40.0 .

o ORR: 29.8%

EGFR-activating ”II I I II I
0 AR AR A

mutations

Confirmed best overall response (BICR)
M CR MWPR SD W PD B NE

+ Ongoing treatment

Diameters
(BICR) From Baseline (%)

Best Change in Sum of

EGFR- |||

dependent _ 1 i
Unidentified |

HEFi?.ex;:»ressionb II I I !

EGFR-
independent

EGFR
TKI resistance
mechanisms

Helena A. Yu et al, JCO 2023



Patritumab Deruxtecan is Being Evaluated vs Chemotherapy in Advanced ROUSSY
EGFRm NSCLC After TKI Failure in the Phase 3 HERTHENA-Lung02 trial

» Locally advanced/metastatic non-squamous NSCLC
not amenable to curative surgery or radiation
* EGFR exon 19 deletion or L858R

* 1-2 prior lines of EGFR TKI treatment, including third- ]
generation TKI, in locally advanced/metastatic setting :

* No other prior systemic therapies in the locally
advanced/metastatic setting

* Progression during or after treatment with third-generation
EGFR TKI for locally advanced/metastatic disease cisplatin/carboplatin

« 21 measurable lesion
« ECOG PS 0-1

WISERLTION September 2024. Patritumab deruxtecan demonstrated statistically significant
improvement in PFS vs doublet chemotherapy

« Primary endpoint: PFS (BICR RECIST v1.1)
« Secondary endpoints: OS, PFS (INV), PFS (LSCP), ORR, DOR, CBR, DCR, TTR QOL, safety

1. https:/clinicaltrials.gov/study/NCT05338970.



Tropion-Lung 05 (Dato-DXd)

Patients Best Percentage Change from Baseline in Sum of Diameters in Target Lesions

, Patients 100
All with . Confirmed BOR
Respanseiper treated EGFR Wt acs © gg H cR BrR M Stabledisease
Bl (N=137)  mutations rear;:lr;girent _g 10 NON-CR/non-PD [l PD M Not evaluable
(N=78) 2 2 |
. 80 .
g'(:f,f) wmfinmed, [‘;3 g’iﬂ 345(3,35.6!)0 § (!2'35.52° 8 x4 JAl| |
(3 .0,44. @ A0 - ot Hy + .
195% CIJe | [32.4,55.3] [10.7,41.2] &4 NG
. -80 - %
Medlt?]n EOR, 7.0 7.0 7.0 +1004 +: ongoing partiipant Patient Ui
months
[95% Cl] [4.2,9.8] [4.2,10.2] [2.8,8.4]
_ 108 Percent Change from Baseline in Sum of Diameters in Target Lesions in

E‘(:j/’:)c"“f"med’ (788)  64(821)  25(735) S Patients With Confirmed CRPR® .
[95% ClJ? [71.0],85.3 [71.7,89.8] [55.6,87.1] Al
Median PFS, 5.4 5-58?10 4?'3“0 §-5o .
months? ' ' ' =
195% CI] [4.7,7.0] [5.4,8.3] [2.6,6.9] i

a 00 |
BOR: In the overall population (N=137), 4 (3%) patients o

achieveda CR and 45 (33%) patients achieved a PR 0 1 2 3 4 5 6 7 8 9 0 1 28 15678 D
Time (Months)

Luis Paz-Ares et al, ESMO 2023



ADC in EGFR mut — upon TKI progression
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ADC agent

Clinical Trial

Response Rate (%) PFS (mo.)

0S (mo.)

. A Iy Patritumab deruxtecan

L adndialad,

1) j:, : ir”’s Y ADC Anti HER3
PR —— ~:b‘ ¥ topoisomerase | inhibitor

Tt is | Pl
sariad (Dhd)

Datopotamab deruxtecan

ADC antiTROP2
topoisomerase | inhibitor

/J;"; S e
ik

SKB264 / MK2870
ADC antiTROP2
belotecan-derivate Topo |

BL-BO1D1
Bispecific ADC EGFR/HER3
topoisomerase | inhibitor

Telisotuzumab Vedotin
ADC anti MET

4

U31402-A-U102. Ph I N=78

Post Osimertinib + PBC. Ph i

microtubule inhibitor (MMAE)

HERTHENA-Lung 01. N=209
Post Osimertinib + PBC. Ph lI

TROPION-Lung 05. N=78

Post-TKI + PBC

SKB264 /MK2870. N=22

Post-TKI + PBC

' BL-BO1D1. N=40

Most Post Osimertinib + PBC

Post osimertinib & MET+

11.2

« I -

16.2

22.7

- I -
- I

80

60 40 20 0 10

Yu—Ao00 2024 * Yu—JCO 2023 * Paz-Ares—ESMO 2023 * Fang— AACR 2024 * Zhang - ASCO 2023 * Zhang— ESMO 2023 * Horinouchi—ESMO Asia 2023

20 30

J.Remon, ASCO 2024



MARIPOSA-2 in the context of different trtt options

st | . . Osimertinib Lazertinib
1stline Osimertinib )
. + chemo + amivantamab
PFS: 18.9m
PFS: 25.5m PFS: 23.7m

Rebiopsy » __——> " NIl
2nd |ine + Chemotherapy Amivantamab ADCs
Targeted +/- (ICl+bev.) + chemo (+ laz.) > HER3, TROP2, MET...
combinations PFS: 5.4 - 8.3m PFS: 6.3m (8.3m) PFS 5-6m:
— MET, BRAF, RET,
HER2, KRAS MARIPOSA.-2
Various treatment sequences possible
v

> influence on OS hard to assess

J.Wolf , ESMO 2024



US Availability

Regimen
Osimertinib monotherapy
Osimertinib + Platinum-Pemetrexed

Lazertinib + Amivantamab

GUSTAVE/
ROUSSY-

CANCER CAMPUS , \
GRAND PARIS

FDA Approved? National guidelines?
Yes (April 2018) Yes
Yes (February 2024) Yes
Yes (August 2024) No

National S
comprehensive NCCN Guidelines Version 8.2024 NCCN Gulldem Index
Table of Contents
BRI Cancer | Non-Small Cell Lung Cancer .
EGFR EXON 19 DELETION OR EXON 21 L858R MUTATIONS""
FIRST-LINE THERAPY9d
Preferred
Osimertinib™ (category 1) Progression - ?ﬂsgequeﬁém-zz
Other Recommended
EGFR mutation Osimertinib + pemetrexed Systemic Therapy,
discovered + (cisplatin or carboplatin) Progression— > |Subsequent
prior to first-line (nonsquamous) (category 1) (NSCL-K 4 of 5)
systemic therapy or Erlotinib™ (category 1)
or Afatinib™ (category 1)
or Gefitinib" (category 1) _ Subsequent
fg:‘i:h’fo" or Dacomitinib™ (category 1) Progression * Therapy (NSCL-23)
or a:u o or Erlotinib + ramucirumab
21 LBS:R or Erlotinib + bevacizumabSs:t

mutations
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Key considerations in choosing treatment approach L

« Side effect profile * Patient preference
* Intensity of monitoring « ECOG
* Later line options « Co-morbidities

Shared decision-making with patient
Accessibility |

+ Reimbursement « Sites of metastases

policies « EGFR subtype
E E * Chair time « Co-mutations

* Drug availability + ctDNA positivity

Not ‘one-size-fits-all’

Stephanie Saw, ASCO 2024
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History of EGFR TKI SR

for first-line treatment of advanced EGFR-mutated NSCLC

MARIPOSA showed superiority of amivantamab +

lazertinib over osimertinib’2

3G combi > 3G

FLAURAZ2 showed superiority of osimertinib plus
chemotherapy over osimertinib™’

2 Phase 3 RCITs showed superiority of

Gefitinib plus chemotherapy over Gefitinibeto | 1€ *chemo>1G

FLAURA showed superiority of Osimertinib (3

generation TKI) over 1%t generation TKI* 3G>16

—_—— e — . — e — — — — — —

| 3G + anti-VEGF vs 3G: :
| Bevacizumab + osimertinib™ ¢ |
| Ramucirumab + osimertinib'4 :

ARCHER 1050 showed superiority of Dacomitinib
(2nd generation TKI) over Gefitinib3

LUX-Lung -3 and -6 showed superiority of | T

]
Afatinib (2" generation TKI) over chemotherapy? Other 3G > 1G: |

|
: Aumolertinib®, Furmonertinib®,
| Lazertinib?, Befotertinib® !

IPASS trial showed superiority of Gefitinib (1t
generation TKI) over standard chemotherapy’

2009

Mok et al, NEJM 2009; 2Yang et al, The Lancet Oncol 2015; *Wu et al, The Lancet Oncol 2017; “Soria et al, NEJM 2018; ® Lu et al, JCO 2022; € Shi et al, Lancet Resp Med 2022; 7 Cho et al, JCO 2023; € Lu et al, Lancet Resp Med 2023; *Noronha et al,
JCO 2020; "®Nakamura et al, JCO 2018; ""Planchard et al, NEJM 2023; 2Cho et al, ESMO 2023, "*Kenmotsu et al, JTO 2022; "“Le et al, ESMO 2023 Stephanie Saw, ASCO 2024



THANK YOU !

Benjamin BESSE

GUSTAVE/ Thierry LE CHEVALIER
ROUSSY Fabrice BARLESI
cancenoawrus | Jordi REMON
- e Charles NALTET
\ CANCERS Anas GAZZAH
o Pamela ABDAYEM
o Mihaela ALDEA
universite Maxime FRELAUT
PARIS-SACLAY Cécile LE PECHOUX
Angéla BOTTICELLA @dplanchard

Antonin LEVY

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. M
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