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LUNG CANCERs: MANY DISEASES!

Adenocarcinoma
0,
EGFR ok EGFR Other 4%
Sensitizing 7% MET 3%
17% > 1 Mutation 3%
NSCLC HER2 2%
as one Squamous Adenoca ROS1 2%
disease 34% >>% S——
\ RET 2%
No Known .
Oncogenic Driver NTRK < 1%
Detected PIK3CA 1%
31% MEK1 < 1%

Histology-Based Subtyping

Li. JCO. 2013;31:1039. Tsao. J Thorac Oncol. 2016;11:613.
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EGFR MUTATIONS | e

10-25% North and South
America

10- 14% NSCLC tumors in Western pop/30-50% Asian

= (Clinical profile: non-smokers, female, CNS+,
adenocarcinoma

= Common EGFR mutations (85%) : ex19del & ex21
(L858R) mut.

=  Exon 20 ins mut (4%): in-frame ins or dupl between
amino acid positions 762 and 774 of the EGFR protein

=  Uncommon EGFR mutations: ex18 & ex20, rarer ex19 678
& ex21 mut., i.e., L861Q (ex21)
5-7 | EGF binding
13-16 | EGF binding 729
Other frame ns1¢ nsertions
shiftmutations 17 | Transmembrane p.D761Y
081y p.L747P
e ' 762 |ins20
:15:15{ 18-24 | Tirosine kinase p.S768I Exon 19 deletion
: ™ i Exon 20 : apiihoa — -'—><\
1:? ingertion. %, [ MUAUONS p.S784F
Bontd ’ p.T790M
T p.C797Y
de;?:m Exon 19 insertion 24-28 Autophosphorylation 824
414 p.T854A
Chr7
875
6.30% Adasted from Hamson PT, etdl. 2020

Van Sanden, S., et al . Targ Oncol 2022, Vyse, S., et al. Sig Transduct Target Ther 2019, Ferreira D et al, Int. J. Mol. Sci. 2021
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ESMO GUIDELINES

Different recommendations depending on the EGFR mutation

Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HER2/EGFRex20ins/KRAS G12C)

i

T T

1

I

v +

v 7 v hd N S hd
EGFR mutation ALK translocation ROST BRAFVE00 RET translocation NTRK/HER2/ MET ex14
(refer to Figure 2) (refer to Figure 3) translocation mutation EGFR ex20ins skipping mutation

(refer to Figure 4)

!

Osimertinib
[I, A; MCBS 4; ESCAT I-A]8se
Gefitinib
[, B; MCBS 4; ESCAT I-A]**
Erlotinib
I, B; MCBS 4; ESCAT I-A]**
Erotinib—bevacizumab
[1, B; MCBS 2; ESCAT |-A]*+*
Erlotinib—ramucirumab
[1, B; MCBS 3; ESCAT I-A]2«
Afatinib
[, B; MCBS 5; ESCAT I-A]*=*
Dacomitinib
[, B; MCBS 3; ESCAT |-A]*®
Gefitinib—carboplatin—
pemetrexed [l, B]'

(refer to Figure 5)

| [

Crizotinib [, A;
MCBS 3; ESCAT I-B]*
Entrectinib [Ill, A;
MCBS 3; ESCAT I-B]*+
Alternative:
Repotrectinib [lll, B;
ESCAT I-B]

Alectinib [I, A; MCBS 4;
ESCAT |-A]sb
Brigatinib [I, A; MCBS 4;
ESCAT |-A]*5
Lorlatinib [I, A; MCBS 4;
ESCAT I-A]>
Crizotinib [|, B; MCBS 4;
ESCAT I-A]"
Ceritinib [I, B; MCBS 4;
ESCAT I-A]o

!

Dabrafenib—
trametinib
[, A; MCBS 2;

ESCAT I-B]**

Pralsetinib [Il, A;
MCBS 3; ESCAT I-C]**
Selpercatinib [lll, A;
MCBS 3; ESCAT I-C]**

KRAS G12C
mutation

Platinum-doublet
ChT = ICI [IV, B]

l

Platinum-doublet ChT =
ICI [Iv, B]
Capmatinib [ll, A;
MCBS 3; ESCAT I-B]*~
Tepotinib [Ill, A; MCBS 3;
ESCAT |-B]*=

!

NTRK
translocation

Entrectinib [Ill, A;
MCBS 3; ESCAT -G+

Larotrectinib [ll, A;
MCBS 3; ESCAT I-C]*=

HERZ mutation

Trastuzumab—deruxtecan

[, B; ESCAT II-BJ*

EGFR ex20ins
mutation

Amivantamab [Ill, B;
MCBS 3; ESCAT I-B]**
Mobocertinib [lll, C;
MCBS 2; ESCAT I-B]*

Capmatinib [Ill, A;
MCBS 3; ESCAT I-B]**
Tepotinib [lll, A; MCBS 3;
ESCAT I-B]**

Refer to ESMO
CPG on non-
oncogene-addicted
mNSCLC™ [ill, A]

Sotorasib [l, B;
MCBS 3; ESCAT |-B]**
Adagrasib [Ill, B;
MCBS 2;

ESCAT I-B]*~
Alternative: if ICI
monotherapy given
in first line: platinum-
doublet ChT [ill, A]
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COMMON EGFR MUTATIONS
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ESMO GUIDELINES

Classical sensitizing EGFR mutation, treatment naive aNSCLC

Stage IV NSCLC with EGFR-activating mutation

A4
PS0-2[1,A]
PS 3-4 for all following options [lll, A]
&

Osimertinib [I, A; MCBS 4; ESCAT |-A]2=1
Gefitinib [1, B; MCBS 4; ESCAT |-A]**
Erlotinib [1, B; MCBS 4; ESCAT I-A]*

Erlotinib—bevacizumab [1, B; MCBS 2; ESCAT -A]*~

Erlotinib—amucirumab [l, B; MCBS 3; ESCAT I-A]**
Afatinib [1, B; MCBS 5; ESCAT |-A]=
Dacomitinib [, B; MCBS 3; ESCAT I-A]*
Gefriimb—carboplatin—pemetrexed [, BJ*

Hendriks L et al. Ann Oncol 2023;

+
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OSIMERTINIB: FIRST LINE GOLD STANDARD

Osimertinib, a third-generation, CNS active EGFR-TKI, is the preferred first-line treatment for EGFRm advanced NSCLC based on

superior PFS / OS benefit with osimertinib vs comparator EGFR-TKIs in the FLAURA study

Median PFS 18 months

Median OS 39 months

FLAURA double-blind study design

Patfents with lncally advanced or et
. o)
Hey iciusion crleria 4 I
+ &by 20 s 1 e miation stafus

+ \WH0 paromants szt 01 [Ex1Gdz!{ LAGHR) Rendomised 1:4
o R AR oLy L
ooz SR gl L Comparator EGFR-TK]
= W aicrsvzlen: a°loancer |
EGFRTH] ey Crossover s alowed of relies
» Sk CH neagiases d red in: comparator EGFR-TKI am,
who coukd racehia agen-abed
camertib upon canr coofimazcn
. of eorsgsion” and TT90 pestidly
08 was 2 key secondary endpoint

+ Final 05 analysis planned for wien sparovimately 214 oasth events hat occurred
o Forsfalisfical significance, & d-valie of ess than 0. 0485, dedermined by O'Bden-Fleming anpreach, wes requirad
+ Alpha spand for intedm O3 analysis was 0003
+ At cutaf, 61 patients [22°%) i the osimer.nb arm and *3 patents (5%) in the comparator arm wene anguing study tragtmerd

Lels atart . ur MY

A Progression-free Survival in Full Analysis Set

MNo. of Median Progression-free Survival
Patients (95325 CI)
mo

Osimertinib 279

18.9 (15.2-21.4)
Standard EGFR-TKI 277

10.2 (9.6-11.1)

Hazard ratio for disease progression or death,
0.46 (95% ClI, 0.37—-0.57)
P=0.001

1.0+

0.8+

0.6 . i
Osimertinib

Probability of Progression-free
Survival

0.4+
0.2+
Standard EGFR-TKI
0.0 T T T T T T T T 1
(o] 3 [ 9 12 15 18 21 24 27
Month
Mo. at Risk
Osimertinib 279 262 233 210 178 139 71 26 4 (o]
Standard 277 239 197 152 107 78 37 10 2 (o]
EGFR-TKI

No. at Risk
Csimertinib

Probability of Overall Survival

Hazard ratio, .80 ($5.05% Cl, 0.64-1.00)

0.94 P=0.046

0.8
0.7-
0.6+
0.5+
Osimertinik
0.4~
Median Overall Survival
0.3+ parat ;
(95% Cl) Comparator EGFR-TKI
0.1~ A
’ Osimertinib 386 (34.5-418)
Comparator  31.8 (26.5-26.0)
0= EGRRTKI
00 T T T T T T T T T T T T T T 1

o 3 [ 9 12 15 18 21 M 27 30 33 36 19 42 45 48 51 54
Manths since Randemization

79 6 0 254 M5 236 217 204 193 180 166 153 133 123 86 0 17 2 0

Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0

ook 9T

Soria JC, NEJM 2018; Ramalingan S, NEJM 2019
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3RD GENERATION EGFR TKIS BEYOND OSIMERTI

Lazertinib ? Almonertinib ? Furmonertinib® TY-9591 SH-1028 Limertinib ¢ Abivertinib € Befotertinib ! Rezivertinib &
Structure L. . o .
pyrimidine and  cyclopropyl group  tphenyl ring and ) . Indole and pyrimidine and oxygen replacing
Respect ) _ Not released indole ring o _ Not released )
To Osi on phenyl rings  on the indole group methyl group pyrimidine ring  on phenyl rings on phenyl ring
0 Osi
IC5o nM Not
1.85 0.37 Not released 0.55 0.3 0.18 Not released Glsp 22 nM
(T790M+) released
RP2D 240 mg 110 mg 80 mg 160 mg 200 mg 160 mg BID 300 mg BID 75-100 mg 180 mg
MTD Not reached Not reached Not reached unpublished  unpublished unpublished Not reached Not reached Not reached
Approved . .
¢ Korea 18 January  China 18 March China 3 March
or - - - - - -
2021 2020 2021
T790M+
Tyial Phase I/I1 Apollo Phase [/I1 NCT04204473 Phase I/I1 Phase IIb Phase I/I1 Phase 1/11 Phase |
ria
Lee 2020 [84] Lu 2020 [91] Shi 2021 [92] Ongoing Xiong 22 [93] Li 2022 [94] Zhou 2022 [95] Lu 2022 [96] Shi 2022 [97]
ORR
58% 69% 74% - 60.4% 68.8% 56.5% 67.6% 60.5%
(T790M+)
mPFS
mos 11 12.3 9.6 - 12.6 11 8.5 16.6 9.7
(T790M+)
Approved : :
¢ Korea 30 June China 4 December China 28 June
or - - - - - -
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3RD GENERATION EGFR TKIS BEYOND OSIMERTI

Lazertinib ? Almonertinib ? Furmonertinib® TY-9591 SH-1028 Limertinib ¢ Abivertinib € Befotertinib ! Rezivertinib &
Structure . . c ey .
pyrimidine and  cyclopropyl group  tphenyl ring and ) . Indole and pyrimidine and oxygen replacing
Respect ) _ Not released indole ring o _ Not released )
To Osi on phenyl rings  on the indole group methyl group pyrimidine ring  on phenyl rings on phenyl ring
o Osi
IC5o nM Not
1.85 0.37 Not released 0.55 0.3 0.18 Not released Glsp 22 nM
(T790M+) released
RP2D 240 mg 110 mg 80 mg 160 mg 200 mg 160 mg BID 300 mg BID 75-100 mg 180 mg
MTD N - a - - - D - - - - ~ treached Not reached
Approved “In the absence of any head-to-head comparison
Kore
for . . . . 8 - -
T790M+ results, the real advantage taken from more similar drugs available in the market will be
Trial 1 the potential improvement in the cost-effectiveness of these drugs” 1ase 1/11 Phase |
Le 2022 [96] Shi 2022 [97]
ORR
58% 69% 74% - 60.4% 68.8% 56.5% 67.6% 60.5%
(T790M+)
mPFS
mos 11 12.3 9.6 - 12.6 11 8.5 16.6 9.7
(T790M+)
Approved : :
¢ Korea 30 June China 4 December China 28 June
or - - - - - -

) ) ) ) o i ) ) ) Attili I. Cancers 2023
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3RD GENERATION EGFR TKis IN EGFRm NSCLC

TKI

FLAURA Global Osimertinib 80%v76% 189mv10.2m (0.46) 38.6v31.8(0.8)

AENEAS China 429  Aumolertinib 4% v 72%  19.2mv 9.9m (0.46) Not reported

FURLONG China 358  Furmonertinib 89%v84% 20.8mv11.1m(0.44)  Not reported
Shun Lu China 362  Befotertinib 716% v78% 22.1mv 13.8(0.49) Not reported

Cho et al Global 393  Lazertinib 6% v76% 20.6mv 9.7 (0.45) Not reported
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IMPROVING LONG-TERM RESULTS IS KEY

Treatment options to prevent/delay

progression:
CT+ EGFR TKls
Amivantamb + EGFR TKI
VEGF inhibitors + EGFR TKils

Treatment options after disease

progression:
Biomarker-driven approaches

Agnostic strategies

Pilar Garrido. Hospital Universitario Ramén y Cajal, Madrid, Spain
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and dimerization
EGFR independant
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: Tvmsiﬂed*g:??e{ HER2, FGFR,  RET, A HER2, AXL, MET, |
| ain MET FGFR, FGFR, , TROF2, !
; NTRK MET ' HER2,
| EGFRTKI »—/ / HER3 |
: " "
: ATP : ;
: l i
i v Amp/mut Amp/mut /
O JAK (K)RAS PIK3CA Mut ! 8!
PTEN §
STAT l g g
signali a/
o ig . ng v v E
. (B)RAE AKT EMT g,
' Amp/mut/ ! £
| ot l MDM2 | =
i MEK mTOR ] |
i . i ] i
. : | !
i : ! : i
. : f i
2 v v v Mt v
RB1 ‘E N
Cell survival, apoptosis, growth and proliferation a]ﬂie‘iaﬁon:

Cyclin/CDK W

No known/targetable
resistance mechanisms

EGFR amplification
EGFR on-target
mutations
Upregulation

Mutations
Fusion

Amplification

Epithelial to mesenchymal
transition

o Non-genetic mechanism

Epigenetic alteration

Chemotherapy-based therapy
Chemotherapy +anti-VEGFR £ ICls
Immunotherapy-based combination
Combination of mAB plus TKI
ADCs

Agnostic clinical trial

New-generation EGFR TKI

1G EGFR TKI + 3G EGFR TKI
EGFR TKI + mAB

Non-EGFR TKI + mAB

ADCs

Specific driven TKI
Combination of mAB plus TKI
Specific driven TKI
Combination of mAB plus TKI
ADCs

Fusion-directed TKI + EGFR TKI

Specific driven TKI
Combination of mAB plus TKI

Chemotherapy-based therapy * ICls

Agnostic approach
or
clinical trial

jebuerup

1ebuE-yo

Passaro A, Peters S. Nature Cancer 2021
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EGFR TKI + CT UPFRONT: AGAIN NEGATIVE TRIAL

JCOG1404/WJOG8214L study design (revised)

NSgNSCLC »
Stage IIIB/IV or Randomization
recurrence 11
EGFRexon 19
DEL or L858R Adjusted by
ECOG PS 0-1 B institution
Age 20-T4 years |y B clinical stage
No prior systemic BV or
therapy recurrence
Stable CNS Wosex
metastases were | |® mutation type
allowed exon 19DEL
Total: n =500 or L858R
(osimertinib; n =174)

Osimertinib 80 mg/day
day 1-PD

n=87
(total: n = 250)

Osimertinib
day 1-56
n=_87

(total: n = 250)

Cisplatin 75 mg/m?
Pemetrexed 500 mg/m?
(q3w, 3 courses)

day 71, 92, 113

Osimertinib
day 134-PD

In October 2018, EGFR-TKI was changed from gefitinib to osimertinib considering the results of FLAURA
study.

Progression-free survival by EGFR-TKI

Primary endpoint: Overall survival (ITT)

(%)

Median OS (95% Cl), months
48.0 (40.8-55.2)
48.0 (43.2-54.0)

Standard arm

Experimental arm

0.985
(0.772-1.257)

" One-sided p-value calculated frem log-rank test
sirafified by drug and sex and EGFR mutaticn type.

HR (95% CI) p=0.4496"

100
0
1]
0
80
50
W0
30
20
10
a
0 1
Standard arm 250 232
Experimentalarm 251 234

Progression-free survival (ITT)

Median PFS (95% CI), months

Standard arm 12.0 ({10.8-14.4)
Experimental arm 18.0 (15.6-20.4)
0.762 i

9 ="
HR (95% Cl} (0.628-0.925) p=0.0058

. Gefitinib cohort ™ Osimertinib cohort
A 3l
1 u
oY RN 100
| I\ o \':_\. )
whooLY W By
o TIEE o ik i
vl e | Au ¥ m
n Bt ) 0
(I 1 1 r~|‘I' + L} 1 1 II 1 B ‘m-‘- + 13 L} 1 50
Sacadam 18 a 1 " 3 1 0 Seedwdam a ;3 4 1 4 an
Bowreesor 155 ¥ @ El 1 H 0 Egedreldam % L ] 4 k4 4
a0
IMedian PFS (85% CI), months Median PFS (95% CI), months m
Standard arm 96 ( 96-12.0) Standard am 204 (14.4-28.8) 0
Experimental arm 144 (120-18.0) Experimental arm 252 (18.0-34.8) 0 ; : p =
. 0.687 . 0812 .
HR (95% CI) ; p=0.0015" HR (85% Cl) p=0.2475
(0.544-0.867) (0.572-1.155) Standard aim 250 123 64 28
* Twe-ghded 2zl caculated *om co-rark teal. * Twn-sided prvalue alvuliad from eg-rank besl. Expe[irrenta,l am 251 168 a7 46

4 5 ] T

Years after randomization

10 3 1 a
11 7 2 0

* Two-sided p-value calculated from log-rank tast,

2 3 4 5 6 T
Years after randomization

200 124 70 36 T 0

188 134 70 33 8 0

Response rates and subsequent therapies

Quierel tespoise vl (359 01) :?2.5%?3?3%] (55.31%3%]
n Gefitinib 153 Osimertinib 97 Gefitinib 155 Osimertinib 96

Ongoing study freatment 5 3 ) I
Discontinues sudy treatment 148 (i3] 150 6
15t subsequent therapy 138 1 138 (i3]
Jrid gengration EGFR-TKI 28 32t 29 43

The other EGFR-TKI 78 7 97 5
Platinum-based therapy 24 2 il 12

The ather chematherapy 3 1 G 5

Znd subsequent therapy "7 44 102 40

g generafion EGFR-TKI i £ 34 1

The other EGFR-TKI 8 il 18 4
Flatinur-bazed therapy il 24 22 2

The other chamatharapy 12 10 2 13

* I ading gefitireh o osimedting beyond 20
e e e - e Reirie o el

S ———

Kanda S. ASCO 2023



OSIMERTINIB WITH / WITHOUT PLATINUM-BASED CT

(FLAURA 2)

9 months improvement in PFS !

Safsty run-n period (N=30)
Published in ESMO Open, 2021

Patients with untreated locally

advanced | metastatic EGFRm NSCLC

Key inclusion criteria:
« Aged 218 years (Japan: 220 years)
+ Pathologically confirmed
non-squamous NSCLC
+ Ex19del /L858R (local  central test)
« WHOPS0/1
+ No prior systemic therapy for advanced

Osimertinib 80 mg (QD)
+ pemetrexed 500 mgim?
+ carhoplatin AUCS Maintenance @
or cisplafin 75 mg/m? @ osimertinib 80 mg (QD)
(Q3W for 4 cycles for + pemetrexed (Q3W)t
Stratification by: platinum-based Follow-up:
+ Race (Chinese Asian/ e + RECIST 1.{ assessment a
_ Non-Chingse Asian/ ~_| | Band 12 weeks, then every
non-Asian) Randomization Q 12 weeks until RECIST 1.1
+ EGFRm (local | cental 1:1 (N=357) defined radiological disease
tesf) progression or other withdrawal
+ WHOPS 0/1) criteria were met

Progression-free survival per investigator

+ Median PFS was improved by ~8.8 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy

Median PFS, months (35% CI)

16.7(14.1,21.3)

1.0= Osimertinib + platinum-pemetrexed 255 (247, NC)
09 = Osimertinib monotherapy

HR (95% CI)
0.8

0.7 = Overall maturity: 51%

06 = ) 66%]

“No copiar ylo d|fund" de
0.5+ forma integral”
04 =

03 =
0.2+

Probability of progression-free survival

0.1=
NSCLC + Primary endpoint; PFS by investigator assessment per RECIST 1.1% "

+ Stable CNS metastases were allowed" o . : 4 . J i : : : ' .
” e R CT + Sensitivity analysis: PFS by BICR assessment per RECIST 1.1 0 3 6 9 2 % o #u 7 B %

+ Brain scans at baseline . o o raniisadioniinoih

+ Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2: No.atrsk: i i

279 254 14 225 207 187 165 133 84 42 21 3 0
I 278 246 27 203 178 148 119 94 67 48 21 1 0

Pilar Garrido. Hospital Universitario Ramdn y Cajal, Madrid, Spain

Janne P WCLC 2023; Planchard D, NEJM 2023
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0.62 (0.49, 0.79);
p<0.0001

Median follow-up for PFS*, months {range):
Osimertinib + platinum-pemetraxed, 19.5(0-33.3)
Osimertinib monotherapy, 16.5 (0-33.1)




FLAURA 2 KEY FINDINGS

PFS per investigator by EGFR mutation type at baseline*

Ex19del

Median PFS, months [86% CI}

Osimertinib + platinum-pemetrexed 27.9 (25,1, NC)

L858R

Medlan PFS, months (B86% CI)

Osimertinib + platinum-pemetrexed 24.7 (19.5, 27.4]

DOslmertinlb monatherapy 19.4 (15.5. 2.6 Osimertinip monatherapy 128111, 18.4)
HR {95% CI) 0.60 (0.44, 0.83) HR (95% I} 0.63 {0.44, 0.90)
= 1.0 1.0
2
2
= 3 0.8 0.3
zd os 06
5L
£5 04 0.4
E w
“'g‘ 0.2 02
= o T T T T T T T T T T T 1 a T T T T T T T T T T T T 1
3 3 8 12 15 18 21 24 27 30 33 36 o 3 B g 12 15 18 21 24 27 30 33 36
Time from randomization (months) I
Mo, at risk:
l1?2 159 150 142 131 120 103 86 S3 23 9 3 O 108 95 91 83 78 67 62 47 3 19 12 0 0
189 152 144 135 17 96 79 B3 43 33 16 a 107 8 B2 B8 61 52 40 31 19 15 5  0n

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

With CNS metastases

Median PFS, months (96% CI}

* platl 24.9(22.0. NC)
Osimartinib manatharapy

138 (110 167)

Without CNS metastases

Median PFS, months {356% €I}

o + platl 27.6(24.7, NG}
2 DIET, 205
0.75 (0.55, 1.03)

Qsimertinih monatharapy

HR (5% CI} 0.47 (0,33, 0.68) HR [95% CI}
.:, 1.0 1.0
_E o8 0.8
Q@
28 0s aG
3z
25 04 a4
e E
=5 4 az
g
Sriisy T T T T T T T T T T T 1 - T T T T T T T T T T T 1
3 [} a 12 15 18 21 24 27 30 33 36 a 3 [} a 12 15 18 21 24 27 30 33 36
Time from randomization (months) I
Mo, aat risk:
116 101 98 95 84 77 F0 58 34 19 &8 2 0O 162 153 143 132 123 110 95 75 50 23 13 1 D
110 985 B84 73 @0 S0 37 3 2 12 5 1 0 168 151 143 130 118 58 B2 B2 46 35 1§ Q o

Pilar Garrido. Hospital Universitario Ramén y Cajal, Madrid, Spain

PFS per investigator across subgroups*

+ PFS benefit was consistent across all pre-defined subgroups

Osimertinib +

Osimertinib

Subgroup P apy HR (95% CI)
{Eventz / patientz)  (Events | patients)
Al 5 Stratified log-rank 120 /278 166 / 278 —— ] 0.62 (0.45, 0.78)
(FEEnS Unadjusted Cox PH 120 279 166 / 278 —a— | 0.62 (049, 0.78)
o Male 51106 737108 —a— | 0.54 (037, 0.77)
Female 59173 93/ 169 S 0.67 (0,48, 0.82)
Chinesa Asian 26471 43768 e " 0.49 (0.30, 0.81)
Race Maon-Chinese Asian 54 7107 657107 .—.—L| 0.76 (0.53, 1.09)
Man-Asian 404101 561102 —. : 0.55 (037, 0.83)
g Ceniral S22 677118 e 0.73(0.51, 1.05)
EGFR mutation testmethod | ) 681158 991158 D : 0.6 (0.40, 0.74)
P ey <=B3 years 73174 a7 / 166 —a— 1 0.59 (0.44, 0.80)
9 265 years 471105 887112 —_— 0.68 (0.47, 0.98)
Sy Yes 43i91 57197 —— 0.63 (0,42, 0.84)
moking history No 777188 108 7 181 —l— 1 0.61 (0.46, 0.B2)
) Ex19del 85172 94/ 168 —.— 0.60 (0.4, 0.83)
EGFR mutat t
i onitvoe LasaR 557108 707107 il 0.62 {0.44, 0,80
0 487101 571102 — 0.79 (0.54, 1.18)
oS 1 727178 108/ 176 —a— 1 0.53 (0.38,0.72)
2 Yes 520116 781110 —— | 0.47 (0.33, 0.66)
EHSR Al SaL EzEline Ne 68 /163 a7/ 168 R — 0.75 {0.55, 1.03)
0.1 L5} ;

Tumor response per investigator

60— Osimertinib + platinum-pemetrexed (n=279)"
= 40
B -
g 2u]i- ----------------------------
@
23 oy
g5
= !
= _404
25
wE -60
o
o
-804
=100 -

Median best percentage change in target lasion size, % (range)

60 Osimertinib monotherapy (n=278)"

Osimertinib monotherapy (

-52.6 (-100.0, 20.0} -50.0 {-100.0, 40.4)

BoR:
HCrR
FR
sD
H FD
W NE

Objective response rate, % (959 CI) 53 (78, 87) TE (70, 80)

Adjusted odds ratio (95% CIyt 1.61(1.06, 2.44) %
Complete reeponse, n (%) 1(=1) 21} =
Partial responsc. n (%) 231 (B3) 208 (75)

Stable disease 235 days, n (%) 34012) 51 (18)

Progression, n (%) T3 12 (4}

Madian duration of responsa, months (85% Cl)

24.0(20.%, 27 .8} 16.3 (12.7,19.4)

Janne P WCLC 2023; Planchard

D, NEJM 2023
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FLAURA 2 LONGER PFS BENEFIT COMES AT THE
COST WITH HIGHER TOXICITY

AEs (Combo vs Osi)

Grade 3 : 64% vs 27%
Hematological 71% vs 24%
Pneumonitis 3% vs 4%
Cardiac Effects 9% vs 4%
Deaths 5vs 1

Leading to
Discontinuation 11% vs 6%
Interruption 43% vs 19%

Dose reduction 10% vs 3%

Pilar Garrido. Hospital Universitario Ramén y Cajal, Madrid, Spain

Common adverse events (215% of patients)*

Anemiat

Diarrhea

Nausea
Neutropeniat
Thrombocytopeniat
Decreased appetite
Constipation

Rash

Fatigue

Vomiting

Stomatitis
Paronychia
COVID-19¢

ALT increase

Dry skin

AST increase

Blood creatinine increase
WBC count decrease
Edema peripheral

Osimertinib + platinum-pemetrexed (n=276)

Osimertinib monotherapy (n=275)

20 I 7 8] <
34 407 «
11422 10 0
4 I 18 8l
2 N 1 |
s 91
< |28 107 0
< |2 200
3 W5 9] «
115 60
< |24 18] <1
102 2] <1
1120 4 0
1 49 7] <
0 /48 % 0
< |47 4] <
Grade 1/2 M Grade 3 0 EE 40
B Grade 4 < [EN 13 Bl <t Grade 1/2 M Grade 3
0 45 40
- ) S Y ' 1|
60 40 20 20 40 60

Patients with adverse events, %
Janne P WCLC 2023; Planchard D, NEJM 2023
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LAZERTINIB + AMIVANTAMAB: RATIONALE

CHRYSALIS Part 2: Phase 1 CHRYSALIS: 20 patients with reatment-naive, EGFR Ex13delL856R advanced NSCLC

Dose Expansion

Part 1: Post-any EGFR TKI
Dose Escalation (T790M+, C7975+)

Post-any EGFR TKI
(T790M-, C7975-)

Post-osimertinib

(C7975+)

Monotherapy
Post-osimertinib
(MET amplified)

MET Exon14 skipping

- - Miiontype WEOE 1 LB
Progressive disease; PD
NSCLC EGFR+ Post-osimertinib
Combination | | [ | | | | | | | | | | | | | | | | |
02 4 6 8 10 1 M8 N UEBNN YW

NSCLC
Time on treatment (months)

Cho BC, et al. J Thorac Oncol. 2022;17(9_suppl):S126. 2. Lee S-H, et al. J Clin Oncol. 2023;41(16_suppl):9134

Pilar Garrido. Hospital Universitario Ramdn y Cajal, Madrid, Spain .
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



MARIPOSA: PHASE 3

[Key Eligibility Criteria\

Serial brain MRIs were required for all patients?

Locally advanced or : Amivantamab + Lazertinib
mefastatic NSCLC 5 (v=429; open-abel)
Treatment-naive for ,I.z" ,
advanced disease :
Documented EGFR | E Osimertinib
Ext9del or L85ER E (n=429; blinded)
« ECOGPS0or1 :
¥
Stratification Factors : Lazertinib
EGFR mution ype . (n=216; blinded)
(Ex19del or L856R)
Asian race (yes or no) -
Dosing (in 28-day cycls)
History of brain Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, then every 2 weeks

\ metas[asesa (yes or nfy Lazertinib; 240 mj dﬂlfy

Osimertinib: 80 mg daily

Pilar Garrido. Hospital Universitario Ramdn y Cajal, Madrid, Spain

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 (0S)°

+ Objective response rate (ORR)

+ Duration of response (DoR)

+ PFS after first subsequent therapy (PFS2)
v Symptomatic PFS*

+ Intracranial PFS®

v Safety

Lazertinib monotherapy arm was included
o assess the contribution of components

7 months improvement in PFS !

Primary Endoint Progression-ee Survival by BICR?

Amivantamab + lazsrtinib reduced the sk of progression ar aeath by 30% and improved msalan PFS by 7.1 manfhs

100

i

#

FPatients who are progression-free (2G)

Wecian PFS

Nschar oo 220 mesthe 5% )

Brnivantamah # Lagertinio. 257 moit8A=E1T)

Qsimertinib

165 moitd =133

HR, 0.70 185% C1,0.58-0.85;; P<0.001

fmivantamab + Lazertinib

Osimertinib

No. at rsk

bvarame+ Lazadinie 228 R W WA MW ¥ 1%

Osrenip 48 44 33 3

5

Months

oW

R T A I

El

4

= =
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MARIPOSA: KEY RESULTS

Consistent PFS (BICR) Benefit With or Without Brain Metastases  PFS Benefit Seen Across Predefined Subgroups

Events/N
o . . ) . . . Favors Favors Amivantamal
With History of Brain Medloan PFS Without History of Brain Medloan PFS Subgroup  Amivantamab + Lazertinib «—}—> osimertinib HR (95% CI) Lazertinib Osimertinib
Metastases — (35% Cl) Metastases — (36% Cl) Al randorized ptients o 070 (0.58-0.85) 1921429 252420
Amivantamab + Lazertinib 18.3 mo (16.6-23.7) Amivantamab + Lazertinib  27.5mo (22.1-NE) Age category i
] .
Osimertinib 13.0mo (122_‘]64} QOsimertinib 199mo [166_229) <65 years HH 0.50 {0.39-0.65) 94/235 1631237
265 years i-lb-| 1.06(0.80-141) 98/194 99/192
<75 years HH | 0.70 (0.57-0.85) 1651378 2201376
HR, 0.69 (5% CI, 0.53-0.92) HR, 0.69 (5% CI, 0.53-0.89) 275 years — - 0.77 (0.46-1.30) 27151 253
Sex |
g 104 10 Female HH! 0.70 (0.55-0.90) 120275 1401251
s 0 Male HoH 0.74 (0.55-0.96) 801154 121178
.g \g Race [
: 801 ¢ 901 Asian HH | 0,67 (0.52-0.86) 1051250 1441251
7 i Amivantamab wuo:t-Asian HH 0.75 (0.56-0.99) 85117 108/177
g 60 i 2 g0 +Lazertinib eight category -
3 % Amwantlarlnab ] o0 <80 kg 1 0.70{0.57-0.86) 1611376 2091368
: + Lazertinib £ 280 kg — 0.77 (0.48-1.22) 31153 4361
9 4. ¢ 44 ECOGPS |
R 5 0 @ 0.79 (0.56-1.12) 56141 761149
§ £ Osimertinib 1 HH | 066 (0.52-0.82) 1361288 1761280
a 0 e n 201 History of smoking :
; Osimertinib € Yes . 0.78 (0.56-1.08) 671130 T9/134
F = No HH ! 067 (0.53-0.84) 1250299 1731295
e O | B B B B R R R E— — — L 0 —rrrrerer—r——t History of brain metastases :
03 6 9 12 15 18 21 4 27 N0 3 0 3 6 9 12 15 18 2 4 27 W Yas I 069 (0.53-0.92) 94/178 111172
Months Months No n—o-ci 0.69(0.53-0.89) 98/251 141i257
No.arisk No.atrisk EGFR mutation :
vntaras < Lezstnlb 19 182 M6 1% 16 % T M M 23 0 Ambeamebelestab 250 2% 21 18 46 182 13 T2 % A 60 Ex19del HH | 0.65(0.51-0.85) 1011257 1420257
Osimertaib 172 164 146 128 95 & 47 N 1 6 1 0 Osimertnib 267 240 212 18 T 1 M3 &8 3 28 0 L858R I-.-I 0.78 {0.59—1.02) 90171 1101172

Pilar Garrido. Hospital Universitario Ramén y Cajal, Madrid, Spain .
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



MARIPOSA: LONGER PFS BENEFIT COMES AT THE COST

WITH HIGHER TOXICITY

Median treatment duration was 18.5 mo for amivantamab + [azertinib and 18.0 mo for osimertinib

Most common TEAEs (220%)
by preferred term, n (%)

Related to EGFR Paronychia
inhibition Rash
Diarrhea

Dermatitis acneiform

Amivantamab + Osimertinib

TEAE, n (%) Lazertinib (n=421) (n=428)
Any AE 421(100) 425(99)
Grade 23 AEs 316(79) 183 (43)
Serious AEs 205 (49) 143 (33)
AEs leading to death 34(8) 31(7)
Any AE leading to treatment:

Interruptions of any agent 350 (83) 165 (39)

Reductions of any agent 249(59) 23(5)

Discontinuations of any agent 147 (35) 58 (14)

Treatment-related AES leading to discontinuations of all agents occurred in 10% of patients treated

with amivantamab + lazertinib and 3% with osimertinib

VTE rates were higher for amivantamab + lazertinib: Pulmonary embolism and deep vein thrombosis

Pilar Garrido. Hospital Universitario Ramdn y Cajal, Madrid, Spain

Stomatitis

Pruritus

Related to MET Hypoalbuminemia
inhibition Peripheral edema
Other IRR

ALT increased
Constipation

AST increased
COVID-19
Decreased appetite
Anemia

Nausea
Hypocalcemia

Cough

LU 0.5%
30% [RED
4% [RES
13%
AU 0.2%
(el 0.2%
6%

6%

1% PAS

13%
12% [k
22%

iFl  24% 16% &S
20% Rl
13% [ves

2% % 8%
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OPEN QUESTIONS IN THE FIRST LINE SETTING FOR EGFRm aNSCEC

v Key differences between FLAURA and MARIPOSA trial:
v Serial brain MRIs required on MARIPOSA /FLAURA2
v PFS by BICR (MARIPOSA) vs. Investigator (FLAURA2)

v No crossover on MARIPOSA (vs. access to sequential

chemo on FLAURA2) may impact final OS analysis.
v Toxicity impact: risk/benefit ratio
v PFS/0S
v Subsequent treatment options
v Selection of patients Which one?
v" ct DNA clearance?

v" FLAURA 24% persistent ctDNA at 3 wks (mPFS 11
mo) Gray J, et al. CCR 2023

v Co-mutation status?

v Clinical characteristics?

Pilar Garrido. Hospital Universitario Ramén y Cajal, Madrid, Spain

FLAURA

Osimertinib
(mPFS 18.9 mo)

FLAURA2
Osimertinib + Carbo/Pem

(mPFS 25.5 mo; HR 0.62 vs. osi)

MARIPOSA

Amivantamab + Lazertinib
(mPFS 23.7 mo; HR 0.70 vs. osi)

Carbo/Pem

(MPFS 4.2-5.5 mo)

Amillazer*
(MPFS 5.1mo’

Carbo/Pem
(mPFS 4.2:5.5ma)

Oral (caily)
Rash, Diarrhea, Paronychia- mainly mild

Amillazer*
{mPF3 5.1ma)!

TIME

Intravenous (every 2 weeks)
Paronychia, rash, IRR, VTE
AFE’s likely to continue through first-line treatment

Intravenous (every 3 weeks)
Hematologic toxicities, nausea
AE's greatest during first 3 months?

Piotrowska Z, ESMO Congress 2023

ctDNA clearance of EGFRm and PFS: exploratory analysis

| ctDNA clearance at 4 weeks
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EGFT-TKI AND ANTI-VEGF: RATIONALE

Synergistic preclinical activity

@ Direct effects on immune cells

e
roliferation ':::‘ecu[‘?:m]
Ii“:,lt.‘%:;" [Maturation | f‘i’.?é‘!ﬁ?:iéz“n_ P | i @
. . o ey . . VEGF .
Resistance to EGFR inhibition associated with PDGFAB s

Dendritic cell

; , First Generation: Erlotinib, Gefitinib
. ~ - |Second Generatian: Afatinib, Dacomitinib
increased VEGF levels CO8'Teell  Macrophage  Momoorte | NN

T . cell

EGFR signaling pathway can upregulate VEGF |, iarec efrects on endothetium

Endothelial cell

—_—

+
rk
m TVEGF Production

expression.

Expression
of adhesion
molecules

Alleviates immunosuppression and promotes

efficient tumor infiltration by effector immune ﬁgg}'{girumaa

antitody)

¢ Indirect physical effects EGFR mut+
cells S —— r— e )
L Hypoxia Hypoxia TImmune-cell infiltration}; ol curface "
TImmune-cell Limmune-cell T Endothelial cell—cell o o
infiltration | infiltration | contacts

l ...‘ H -_-‘_ .__ '\"I. X A’ : .
¥ T / A AN k RASTH P miTOR
) /N - Ptk Sazburay
Y Angiopoietin-2 L ’
blockade
Transient vascular Tortuous tumour Stabilized vascula d . i E
normalization vasculature normalization Tumorigenesis Angiogenesis
Matura Raviews | Clinical Oinealan

Le X et al. J Thorac Oncol 2020; 16:205-215

Pilar Garrido. Hospital Universitario Ramdn y Cajal, Madrid, Spain .
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CLINICAL VALUE OF DUAL INHIBITION
VEGF/EGFR (ERLOTINIB)

STUDY TREATEMENT PHASE N mPFS HR {34
. 0.52
BELIEF Erlotinib + Bev multinatio 109 13 ’ 77
: P:0.016
national
JO25567 . RII 0.52
Erlotinib + Bev Japan 154 16 vs 9,7 P- 0.0005 69 vs 64 47 vs 47,4
ALLIANCE AeHs 2 e RIl 88  17,9vs 13,5 0.81 81vs83 | 32.4vs50,6
P:0.39
NEJO26 Erlotinib + Bev 11 298 16,9 vs 13,3 0.61 79 vs 66 46,2 vs 50,7
Japan P: 0.016
ARTemis
Erlotinib + Bev 11 0.55
CTONG1509 China 311 18 vs 11,3 P<0.001 86,3vs 84,78 36.2vs 31.6
Erlotinib + 0.59
. Il 19.4 vs
RELAY Ramucirumab Multi 449 124 P<0.001 76 vs 75
Beverl Erlotinib + Bev . 9.7vs 15.4 Gl 23 vs 28
y = Italy ' ' P 0.0039

Pilar Garrido. Hospital Universitario Ramdn y Cajal, Madrid, Spain
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OSIMERTINIB + BEVACIZUMAB UPFRONT: NEGATIVE TRIAL

WJOG9717L: Study Design

/I'_(EY ELIGIBILITY CRITERIA\

Osimertinib (80 mg, daily)

+ Non-squamous NSCLC +
harbormg EGFR activating Bevacizumab (15 mg/kg, q3w)
mutations

Clinical stage B, llIC, IV, or
recurrence after surgical
resection

Previously untreated

ECOG PS 0-1

Age 20- years

Absence of symptomatic brain
L metastases /

Osimertinib (80 mg , daily)

Stratification factors
Sex (female vs. male)
Clinical stage (llIB-IV vs. recurrence)
EGFR mutation (Del19 deletion vs. LB38R)

Primary endpoint: PFS by the BICRs
Secondary endpoints: PFS by investigators, Overall response rate
Overall survival, Adverse events

Clinical trial information: UMINO00030206

Safety summary

Primary Endpoint: PFS (ITT), assessed by BICRs

100% Osimono (N=61)  Osi+Bev (N=61)
Number of events 38 37
3 Median PFS (35%CI) 202 mo (125-329) 22.1 mo (19.8-34.0)
g 5% 2-year PFS (95%C1) 455% (32.0-580) 49.8% (36.1-62.1)
£ 3-year PFS (95%CI)  33.1% (20.8-459) 319% (19.8447)
é Median follow up: 36.5 mo
'3 50%
£
g
%25%
HR 0.864 (60% Cl 0.711-1.049), (95% CI 0.549-1.359)
0% ' . . . : : ;
Number at risk 0 6 12 18 24 0 36 4 8
(number censored) Time since randomization (months)
Osimerinib monotherapy 61(0) 48(9) 35(20) 28 (26) 24(30) 1032 14(3)
Osimerfnib plus bevacizumab ~ 61/(0) 54 (4) 40(15) 36(19) 27(28) BN 1337

Osimertinib monotherapy Osimertinib plus bevacizumab

Pilar Garrido. Hospital Uni

(n=60) (n=61)
Median duration of osimertinib (weeks)(range) 57.6 (1.4 —-157.9) 94.0 (1.6 —158.0)
Median duration of bevacizumab (weeks)(range) - 33.4 (0.1 -133.9)
Grade 3-5 adverse events (AEs) 29 (48.3%) 34 (55.7%)
Serious adverse events (SAEs) 12 (20.0%) 20 (32.8%)
AEs leading to treatment discontinuation 16 (26.7%) 34 (55.7%)
SAEs leading to treatment discontinuation = (5.0%) il (11.5%)
AEs leading to dose modification 25 (41.7%) 39 (63.9%)
AEs leading to dose reduction 0 - 3 (4.9%)
AEs leading to treatment-related death 0 0 -

UL U s st s 1o sy g wna wopononsnny o s UEOT. Permission is required for re-use.
Kenmotsu H. J Thorac Oncol 2022



OSIMERTINIB + RAMUCIRUMAB

Different designs, different results
RAMOSE Phase 2 Study Design

OSIRAM-1 (TORG1833) : Study Design

NCT03909334 )
Osimertinib monotherapy
Key Eligibilities po y by i
— . Follow up (B0mg, daily) s
unacceptable
Towicity

ization 2:1

Ramumrumah 1.1 (inglkg, g2w) p

Stratification Factors:

Ewilg del vs. LBSBR)
ender (male vs. rmale)
Primary endpoint: PFS i nvestigator Byr RECIST.1 Primary Endpoint:  PFS assessed by€he BICRs

Second dpoints: ORRTBER=0'S, and . e
ey Snipons an salely Secondly Endpoints:  PFS assessed by investigators, ORR, DCR, OS and Safety

Progression-free survival by investigator (primary endpoint) ~ Progression-Free Survival, assessed by BICRs (Primary Endpoint)

hoosier. LUN18-335

11 US sites
Projected enroliment 3-4 years

Osimono  Osi+ Ram

(n=58) (n=5T)

.....

medan PFS (354C1) mu SR T8 (11,228) a0 08 mono Median PFS  24.0mon.  20.0 mon.
i HR (35%C1) 055 (032,09 —— Osi+Ram (95%cCl)  (15.8-30.5) (159-28.3)
) fegan Paue 002 70

HR (95% CI) 1.05:}[:.5?4-1 .648)

Median follow-up: 16.6 mon. Median follow-up 36.0 mon.

Frogression-Free Survival

Progression-free survival (%)
b
L

I
I
I
|
I
I
I
|
I
|

0 I | | | T | T T T LI T 1 T | I

3 12 18 4 = 5 20024 7 30 03 ¥ ¥ 42 & 4 H
- T rommionasion| - ACLOrS iNfluencing PFS: Months
= : o 7 1. Ram delive(: gSw Vs Q2w aaasraL L
Pilar Garrido. Hospital 2. Follow-up visit: q3-9w vs q2w
Le X, ESMO 2023 3. PFS by Invest. vs PFS by BIRC Nakahara Y. ESMO 2023 n is required for re-use.
4. Exon19:69% vs 61%



MANAGEMENT OF PRETREATED IV NSCLC EGFR+

ESMO GUIDELINES

\
4B EGFR on-target resistances
S | B C797X mutations
l P ® BLU945
Ry ® BLU701
V il
Local reatment — Rebisy or cONA s tesing o east TT90M for progpession o o N EGFR TKIs treatment
L ueyol) le& ) o fsteonnd-gneration T LA NGS for prgression on Sl Aa (, EGFR off-target resistances
coniue C imeri I, ], vith ebiosy i gt P
Umﬁff;[;ﬁm vt [, C], i biopsy lasma tst s gt 8 . | o T vl
' | g " © EGFR TKI +BRAF inhibitor
\ ; [ | ® EGFR TKI +HER2 inhibitor
I frt lng simetinb [Hﬁrstl'me ﬁm—wsmrﬁmmmﬁmm]
|
¢ ¥ v |
. - Unknown resistances
Resistane Mo et En T Fon 20 T et : -*ﬁ*
Mechiii dened mechani dntfed Mutzion s tegaive o rbioeyindicated i: U @ ADC drugs
but ot feasble > r._ D & HER2 ADC
i ol Trop2 ADC
. MET ADC
I fesistance mechanism mﬂ:’;_wm - B-llllBSS]' P.temlilumab-h&ranimn;d}-
_ paciae-cabopltn [, MEBS 3

Pilar Garrido. Hospital Universitario Ramdn y Cajal, Madrid, Spain .
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EXPLORING OPTIONS AT DISEASE PROGRESSION

Bispecific Ab ADC CTx+10
MET TKI + EGFR TKI + EGFR TKI + EGFRTKI ADC CTx+10 +antiangiogenic

" CHRYSALIS-2 Teliso-V TROPION U31402-A- CcM722 ORIENT-31
E ORCHARD SOVANNA Ll COHORTD + Osimertinib -PanTumor01 (AGA) U102 /KN789 /IMpowerl50

D Osimertinib Osimertinib Osimertinib Amivantamab Teliso-V Datopotomab Patritumab 10+ CT 10 + CTx
rug +Savolitinib +Savolitinib +Tepotinib + Lazertinib + Osimertinib deruxtecan deruxtecan * +Anti-angiogenic
N=20 N=193 N=122 N=108 N=25 N=102
n (1L Osi) (Prev Osi) (1L Osi) (Prev Osi) (Prev Osi) R (Prev Osi) SRS sl
Target EGFR/MET EGFR/MET  EGFR/MET EGFR/MET EGFR/MET TROP2 HER3 - -
MET IHC 3+ GCN25
Biomarker NGS FGCN25 Liquid NGS = MET IHC - = = =
MET/CEP722 MET/CEP722
ORR 41% 32% 44% 30% 58% 35% 40% 31%/ 29% 44%/70%
mPFS - 5.3 (4.2-5.8) 54 5.7 (4.0-8.2) - - 6.4 (5.3-8.3) 5.6/5.6 6.9/ 10.2
mDOR NR 8.3 (6.9-9.7) LTy 10.8 (5.5-NR) - 9.5 (3.3-NR) 7.0 (3.1-NR) 6.7/ 6.3 8.3/ 11.1
Grade 2
3 TRAE 30% 45% 28% 9% 44% 26% (@6mg/kg) 32% 45%/ 55.9% 51%/ 64%

Pilar Garrido. Hospital Universitario Ramén y Cajal, Madrid, Spain .
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



n
MARIPOSA 2: EGFR+ PROGRESSED ON OSIMERTINIB
: H N H H cnemotherapy Amivantamab-cnemomerapy Amivantamab-Lazertinib-
/ﬁ Serial brain MRIs were required for all patients® Primary Endpoint: Progression-free Survival by BICR Most common TEAES (25%) Chemotherapye (12263
Key Eligibility Criteria Al

ALE et fallis-ug OF .7 months, ariver i aivantaman-azetinib-chemutierasy _by preferred term, n (%) Allgrades | Grade>3 | Allgrades | Grade>3 | Allgrades | Grade23

+ Locally advanced or £ Amivantamab-Lazertinib-Chemot peckiceff sk of proghession ar death by 524 and 563, espectiucly ‘Associated with EGFR inhibition
metastatic NSCLC § (n=263) z T u e Paronychia 1(04) 0 48(37) 32 133(51) 14}
+ Documented EGFR z v Hedian PR3 6.5 05 4.2 mavits Heclar FF3: 53 1 4.2 el Rash 12{5) 0 56 (43) 8(8) 126 (48) 176}
Ex19del or L858R 5 = T . Stomatits (g 0 4132) 1{1) 120 (48) 241(8)
+ Progressed on or afer | Chemotherapy Frr TR Diarrhea R 16(7) 1(04] 18 (14) 1(1) 68 (26 10(4)
osimertinib monotherapy E (n=263) 5 ¥ Associated with MET inhibition
(as most recent line) T 3 Hypoalbuminemia 2109 1(04) 29(22) 32) 104 (40 12(5)
+ ECOGPSDor1 = a @ _— Peripheral edema 15 (6) 0 42(32) 2(2) 85 (32) 1(04)
* Stable brain metastases 5 Amivantamab-Chemotherapy H : Associated with Chematherapy
MERAIRIEE s (n=131) » . i vt Shemotheray Neulropenia 101(42) 52(21) 74(57) 50 (45) 181169) 144 (55
radiation/defintive therapy | Thrombosytopenia 72(30) 2(9) 57 44 18(15) 158 (60) 96 (37)
odialis b ab ) Dosing (i 21-day cvcles) ot . : - . : ) Aneria 7 40) %) s 15(12) | w1 | 4801
Stratification Factors Amivantamab: 1400 g {1750 g if 280 kg) for the first 4 weeks, then i " ' Menths Leukopenia 68 (26) 30 37(28) 26 (20) 106 (40) 7n)
+ Osimertinib line of therapy 1750 mg {2100 my i 280 kg) every 3 weeks starting at Cycle 3 (week 7) “w.-‘:.;m_;:n:;!& @ 2 “ z N ; ; Other
(13t vs 2nd) Lazertinib: 240 mg daily starfing after completion of carboplatin® T o i i v ’ ! Infusion-related reaction 1(04) 0 76 (38) 7(5) 148 (56) 9(3)
+ Asian race (yes or no) Ch herapy admini | at the beginning of every cycle: | Consistent PFS bhenefit by investigator: HR, 0.41 (8.2 vs 4.2 mo; P<0.001Y & HR, 0.38 (8.3 vs 4.2 ma; P<0,001%) Nausea o0 (37) 2(1) 58 (45) 1) 131(50) 16 (8)
+ History of brain metastases + Carboplatin: AUCK for the first 4 cysies Cansfipation 72(30) 0 50 (38) 11(1) 96 (37) 31
\ iesorno) / + Pemefrexed: 500 mg/m?unti disease progression ORR and DoR by BICR Decreased appetite 51 {21) ) 40(31) 0 85(32) i3
e Voriting 2(17) 1(04) 32(25) 1{1) 76(29) 10(4)
100 P00 Faligue 47 (19) 4(2) 36(28) 43 69 (26) 15 (6)
Asthenia 40(16) 5(2) 34(26) 1) 67 (25) 145)
" R . ... | amieriamar. _Mlanine aminofransferase increased 67 (28) 10 (4) 26 (20) 7(5) 55 (21) 14 (5)
. - . . - = Response n 1) ] 23 AESIs by grouped term, n (%)
Currently ongoing $ Modified Amivantamab-Lazertinib-Chemotherapy g o = — - - Rasht 0(12) 0 Q1) 13(10) 10775 40(15)
2 (n~60) E . " s i woer TR 1) () 13(10) 3() 5 (22) 176)
Same eligibility § s = — — T ILD 0 0 2(2) 1{1) 703) 5(2)
criteria as the " HEWLRK e fi 211
! ks 2 = AEs leading to death 3 3(2 14(5
main study g i l&'m%ls.:.g@su ras&sr,}lg. P -r-)sxgr.'f B g I: ] ( :I { )
g Amivantamab-Chemotherapy 0 : Any AE leading to treatment:
& {n~30) P nentann e Interruptions of any agent 81(33) 84 (65) 202(77)
Reductions of any agent 37 (15) 53(41) 171 (65)
IDMC identified increased hematologic toxicities in the amivantamab-lazertinib-chemotherapy arm Discontinuations of any agent 9(4) 2 (18) 9 (34
e The amivantamab-lazertinib-chemotherapy regimen was modified to start lazertinib after
carboplatin completion
¢ An extension cohort was started, enrolling new patients, to evaluate the safety/efficacy of the
modified regimen Passaro A. ESMO congress 2023; Ann Oncol 2023
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TROPION LUNG 05
__Screening

- Endpoints?

Key inclusion criteria
« Stage lIIB, llIC, or IV NSCLC

NTRK, BRAF, MET exon 14 skipping, or RET)
« ECOGPSofOor1

» 21 line of targeted therapy

» Radiographic disease progression after targeted therapy

» Presence of 21 actionable genomic alteration (EGFR, ALK, ROST,

» 1 or 2 prior cytotoxic agent—containing therapies in the metastatic setting

Primary: ORR by BICR

Secondary:

Dato-DXd « ByBICR and investigator: DOR,
6 mg/kg > DCR, CBR, PFS, TTR
Q3w « Byinvestigator: ORR

» 08, safety, PK, immunogenicity

23 prior lines of therapy for adv/imet disease

22 prior lines of targeted therapies for
indicated genomic alteration

Relative Frequency of Genomic Alterations®-d

EGFR

mutation®
57%

ROS1 rearrangement
7%
™ RET rearrangement
6%
MET exon 14 skipping
BRAF mutation 4%
3%

98 (72)
82 (60)

Best percent change

EGFRm+:

ORR 43.5% (49% in pretreated with osi)

DCR 82.1%
=} mMDOR 7 months st ances of Btastatic diakass
jg m 12 N =3

+: Ongoing participant Patient
atien

Paz-Ares L, MO 1314 ESMO 2023

~ Pilar Garrido. Hospital Universitario Ramon y Cajal, Madrid, Spain
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EARLY STAGE SETTING
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WE ALSO NEED TESTING IN EARLY STAGES!!
SIGNIFICANT BENEFIT OVER PLACEBO IN DFS AND OS

PRASE [ ADAURA STUDY DESIGN

Pafientswithcomplesfy resectad

stage’ I, 1A NSCLC, it or without
ajuvan chemaferapy

Higynctson etz

2 B e Taa 200

KO perfrmance stas 11

Corrmed ey on-sguemous RS
SIS

Bran magng ot camleled precperey
Conpeleesefion it egetie g

M. it e sugery andrndomsalio:
o Tlueets wibout aduart cremoterepy

o dnveets wih aduan! cenchery

Randomisafion
i
6t

Planned regtment duration:  years

Treafment confinaes unf:
) i

Followup:
o Unllveurence

A Pationts with Stage Il to |IIA Disease
1.0

A Patients with Stage |B Disease

1.0
Csimertinib
0.9 %

.H»m
08 —

-
H
& 0T
E 06 Placeba
5 0.5 5-¥r Ovarall Survival
i (95% CI)
e percent
E i Osimertinib 94 (R6-0T)
E 0.2+ Placcha 8 (80 93)
0.1 Hazard ratio for death, 0.4 [95% CI, 0.17-1.02)
o T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 &0 & 72 78 B4 90
Manths since Randomization
No. at Risk
Osimertinib 106 103 101 100 98 5 9 9 94 B2 6l 38 17 6 o
Placebo 106 106 106 105 104 102 100 95 96 BS 70 44 13 9 1 0

Endpoints

+ Prmary endpoint DFS by investigeorassessment n tage 1A pafients, cesied for supenorty undar e assumed DFS HR o 170
v Key secondary endpoins: DFS it ovralpopuleton DFS a2 3 4. and § years. 0, sall, el ey o e
v Pre-specified exploratory endpoins: Patems of recumence, tme o CNS dsease recumencs ordeeh (CNS OFS)

0.9+
- 034
=
=
2 a7
M Csimertinib
;¥ 0.6+
]
@ 054
o
B g4 . . .
B Median Disease-free Survival
= (95% CI)
= 0.3 Wil
£ Osimertinib R [38.8-NC) Placebio
2 Placebo 19,6 {16.6-24.5)
Hazard ralio for discase recurrence
01— or death, 0.17 (99.06% CI, 0.11-0.26)
P,001
0o | | | | !
o 6 12 18 24 30 36 41 48
Months since Randomization
Mo, at Risk
Crsimertinib 233 219 183 137 a7 52 13 2 [}
Placebe 237 190 17 an 51 27 9 1 [}
B Patients with Stage 1B to 1l1A Disease
10
0.9+
_ 08
H
" Crsimertinib
£ o7
@
]
& 06
2
=
$ 05
$
= L Median Disease-free Survival Placebo
= (95% CI)
'§ 034 [t
£ Osimertinib NR (NC NC)
0.2 Placebo 27.5 [22.0-35.0)
Hazard ratio for disease recurrence
0.1 or death. 0.20 {99 12% CI, 0.14-0.30)
P<0.001
0.0 T T T T
o & 12 18 24 a0 £l a2 48 54
Maonths since Randomization
Mo. at Risk
Orsimertinib 319 313 272 208 138 iL] 27 5 o
Placebo 343 287 207 148 1+ 53 20 i 1 1}

B Patients with Stage |l Disease

Lot
—e——
o e Csimertinib
0.8
0.7

=
£
£
5
a
3 osd Placebo
& s 5-¥r Overall Survival
5 g (955 CI)
£ 0.3 it
g o Osimertinlb a5 (F7-01)
g 0.2 Placcha 78 (E9-85)
0.1+ Hazard ratio for death, 0.63 [95% CI, 0.34-1.12)
a T T T T T T T T T T T 1
[ € 12 18 24 30 36 42 48 54 & & 72 78 B4 90
Manths since Randomization
No. at Risk
Crirmertinib 118 116 112 112 112 109 104 14 100 B3 61 36 13 4 [
Placeha 118 118 117 114 110 107 104 103 o4 79 56 32 16 7 2 o

C Patlents with Stage 1I1A Disease

Osimertinib

1.0-
0.8 e 1 -

E os ] ]

£ os 5.¥r Overall Survival 1 Placebo

T 4 (9554 €1)

£ percent

3 " Osimartinib 5 (76-01)

2 o2 Flacebo &7 (57-75)

e Hazard ratio for death, 0.37 (35% C1, 0.20-0.64)

o : " r - - - - -
@ & 1z 18 24 3 3 4z 48 M 60 66 72 78 B4
Maonths since Randomization

Neo. at Risk
Csimertinib 15 113 M2 112 109 105 14 101 100 & S 33 M 5 0
Maceho 119 114 1o% 107 100 a5 B Ea ] ) "% ELS 21 9 1 0
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Wu, YL, NEJM 2020

Tsuboi M, NEJM 2023
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NEOADJUVANT SCENARIO FOR EGFR +

Study Therapy Primary
endpoint

NeoADAURA [I-1IB (N2) 328
(NCT04351 555)

ANSWER Il 1A N2 168
(NCT04455594)

NCT04201756 |l I 47
Neolpower Il [-11IB 27
(NCT05104788)

NCT03749213 I 1A N2 36

Pilar Garrido. Hospital Universitario Ramén y Cajal, Madrid, Spain

neoadjuvant chemo + placebo vs chemo MPR
+ osimertinib vs osimertinib 9 wks = sx
-> investigator choice (osimertinib x 3yrs)

neoadjuvant almonertinib vs investigator  ORR
choice (erlotinib or chemo)

neoadjuvant afatinib x 16wks = sx 2> ORR
afatinib x 1 yr

neoadjuvant icotinib + chemo x 2 cycles = MPR
=> SX

neoadjuvant icotinib x 8wks = sx 2> ORR
icotinib x 2 yrs

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



Neoadjuvant Osimertinib

Neoadjuvant Osimertinib for Stage I-lllIA EGFR-
Mutated NSCLC (r:: coliin Biakely, ucsF)

Stage I-lIA EGFR-Mutated . .
NSCLC Surglcal Resection

Osn'nerhnlb

Pre-treatment ¥ N 1 -2 months f
Biopsy
N=27 ( 1

Multi-institutional Phase Il Trial

UCDAVIS
HEALTH

Surgically resectable NSCLC
Stage I-llllA (AJCC VT)
Documented EGFR mutation
(ex19del, L858R)

203 Asco #ASCOZ3 mesentes g Jacqueline V. Aredo, MD, M5, UGSF, USA @dJackinAredoD ASCO:

827 oy o the shor 52 ASCEY eSS s AR, EOrURS PATT R SFAZRAES £OD

2 Pathological Response Rate = 48% (13/27) pCR: 0% (0/27) LMN-downstaging: 44% (4/9)

* Mo significant difference iIn mPR based on clinical stage at diagnosis or EGFR mutation subtype

85 CAMCER

Primary Endpoint:
Major Pathologic Response Rate = 15%

T

Hl L858R
Exon 10 del MPR = 15%* (4/27 patients) by ITT analysis

Median duration of neocadjuvant osimertinib: 56 days (IQR 41-62)

koo o Jacquelive V. Aredo, MD. MS, UCSF, USA n.Jaw;-medo\dD 5
2 ASCe I ASCO

Pilar Garrido. Hospital Universitario Ramon y Cajal, Madrid, Spain

Primary Endpoint: Major Pathological Response Rate

Primary Endpoint:
Major Pathological Response (MPR) Rate
{Powered to detect MPR ~ 50%)

Stage I-lIA EGFR-Mutated
NSCLC Surgical Resection

Osimertinib

Pre-traatrnenl/"'

Biopsy
N
\

Secondary Endpoints:

N=27 | Safety: Efficacy:
Surgical Complications ~ Lymph Node Downstaging
Unresectahility Rate  Pathological Response Rate
pCR Rate

5-year DFS/OS

Exploratory Endpoint:
Identify mechanisms underlying disease persistence

2023 ASCO m e Jacque'lne V. Aredo, MD, M5, UCSF, USA @Ja:keAre:iorfD ASCO

Srepty o the mehor ana ASCC Farmasen msred IS rmiss: £ontned pamancnsgag om KHOWLEDGE CONGUERS CANCER

Surgical Resectabilit
24 of 27 patients (89%) completed
RO surgical resection

3 of 27 (11%) were converted to definitive
concurrent chemoradiotherapy, 1 (3.7%)
due to disease progression

Adverse Events

SAEs: 3 patients (11%) Pulmonary Embolism,
Atrial Fibrillation, Dyspnea

Perioperative complications:

9 patients (38%) total, all grade 1-2

6 patients (25%) with grade 2 post-op atrial
fibrillation, unrelated to osimertinib

Surgical complications:

MNone

21 ASCO




TAKE- HOME MESSAGES

- There are new first-line treatment options for patients with aNSCLC EGFR mut tumors (FLAURA2,
MARIPOSA) with better outcomes (PFS) but also higher toxicity.

- Additional data (biomarkers, PRO, PRE) and OS will help us to prioritize
- In the second line scenario we still need better options to improve long term survival
- In early stages, neoadjuvant trials largely awaited

- In all cases, treatment decisions should always be individualized to meet the specific needs and goals

of each patient.

Pilar Garrido. Hospital Universitario Ramdn y Cajal, Madrid, Spain .
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GOOD SCIENCE
BETTER MEDICINE
BEST PRACTICE

Thanks!!!!!

pilargarridol@gmail.com

Contacts ESMO

European Society for Medical Oncology
Via Ginevra 4, CH-6900 Lugano

T. +41(0)91 973 19 00
esmo@esmo.org

esmo.org
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