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Objetivos y Agenda

Revision de mutaciones EGFR y Relevancia Clinica

Resumir terapias de 1L iniciales

Describir mecanismos de Resistencia

Opciones terapeuticas tras progresion a Osimertinib en enfermedad avanzada

Nuevas evidencias en tratamientos de 1L



Mutaciones
EGFR Yy
relevancia
Clinica

« Las mutaciones EGFR se
presentan en 10-15% de los

adenocarcinomas de pulmoén .: L8SSR Point Mutation
en la poblacion occidental Exon 19 Deletion
siendo mas frecuentes en
paises asiaticos (40%) |
* Las dos mas comunes estan ; A,, 20
representadas por deleciones : Insertions

en exon 19 (ex19Del) y
sustitucion en codon 858 de
exon 21 (L858R)




Mutaciones
EGFR Yy
relevancia
Clinica

 Varios estudios Fase Il
demostraron la superioridad de
TKIls de primera (Erolitinib-
Gefitinib) y segunda
generacion (Afatinib) sobre la
quimioterapia estandar en
términos de ORR y PFS

« Lamentablemente los
pacientes desarrollaran
resistencia adquirida en el
término medio de 9-15 meses
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Median PFS in first-line phase Il
EGFR Mut+ studies
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Eriotinib Gefitinib Afatinib Platinum-doublet chemotherapy

Rosell, et al. ESMO 2012; Chen, et al. Ann Oncol 2013; Gefitinib SmPC 2010
Han, ot al. J Clin Oncol 2012; Mitsudomi, ot al. Lancet Oncol 2010; Maemondo, et al. N Engl J Med 2010
Sequist, et al. J Clin Oncol 2013; Wy, et al. ASCO 2013; Wy, et al. WCLC 2013



Mutaciones
EGFR Yy
relevancia
Clinica

« Osimertinib (TKI de 32
generacion) demostro
su eficacia en pacientes
con resistencia
adquirida producto de
una mutacion
secundaria (T790M)
Incluso con actividad en
SNC

N Engl J Med 2017 ; 376 : 629 - 640 DOI: 10.1056/NEJM0al1612674

A Patients in Intention-to-Treat Population
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Mutaciones
EGFR Yy

1.0

re I evan CI a Hazard ratio, 0.80 (95.05% Cl, 0.64-1.00)
0.9+ P=0.046
, -
Clinica
S o074
£
P . wv
« Mas recientemente en un = 067
ensayo fase Ill (FLAURA) & o0s-
osimertinib demostré mejor s Osimertinib
sobrevida global en primera £ 04-
, (e fa)
linea en comparacion con TKis g . Median Overall Survival e
de 12 generacion en pacientes & (95% Cl) P
con mutaciones comunes. 0.2- o mo
Osimertinib  38.6 (34.5-41.8)
« Osimertinib se impuso como la 0.14 C°E'2P:F;_='Tt;: il JAmEaR)
nueva terapia standard en 1L
en pacientes con deleciones L A A S SO S Sy S A S S —

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

en exon 19 (ex19Del) y
sustitucion en codon 858 de
exon 21 (L858R)

Months since Randomization

N Engl J Med 2020;382:41-50 DOI:
10.1056/NEJM0a1913662



Mutaciones
EGFR Yy
relevancia

Iyrosine Kinase domain

Clinica — o = _H H
G719X (3.1%) Del 19 (44.8%) ins 20 (5.8%) L858R (39.8%)
G719A E746_A750del V769_D770insASV
° EXlSte N Otras G719A+57681 D770_N771insSVD
mutaciones mg:“' ATES
Infrecuentes G7195+L861Q
caracterizadas por G7195+57681
una m ayO r E709X (0.3%) ins 19 (0.6%) S7681 (1.1%) L861Q (0.9%)
ag res IVI d ad y m e n O r classification BEEx
ta terapéutica = ST
reS p u eS a p Classical like E709K+L858R
T790M like E709A
E709A+G7195

exon 20 loop insertion

PACC

Unknown

Del18 (0.3%)

E709_T710delinsD




Resistencia Primaria a
Osimertinib

 Definicion: Demostracion de pérdida de beneficio clinico y/o
progresion de enfermedad dentro de los 6 meses desde el

Inicio del TKI
* Representan 20-30% de los pacientes y supone estar
relacionada a alteraciones moleculares presentes previamente
al inicio de la terapia
* Heterogenicidad molecular de mutaciones en EGFR

« Alteraciones coexistentes en otros genes



Heterogenicidad molecular de mutaciones en
EGFR

* Inserciones en sitios diferentes a Exon 20
« G719X, S768lI, L861Q
« Favorable sensibilidad a TKIs de 22 y 32 especialmente Afatinib

* Inserciones de Exon 20
* 50% de las mutaciones no comunes (10% del total de mMEGFR)
 Ausencia de eficacia de Osimertinib

« Multiples TKIs en desarrollo
* Poziotinib
* Mobocertinib
« Amivantamab



Alteraciones coexistentes en otros genes

 Por lejos menos frecuente gue las inserciones previamente
descriptas
« TP53 (54.6-64.6%)
« KRAS (6-35%)
* RB1 (9.6-10.33%)
- ERBB2 (8-11%)
« CTNNB1 (5.3-9.6%)
 PIK3CA (9-12.4%)
e NKX2-1 (12.2-16.7%)
« CDK4 (7-10%)
« CDK6 and CCNE1



Resistencla
Adquirida a o
OSI m e rtl n i b 1 L rIEoBERIE THSIOnS, S MET amplification, 15%

» Laresistencia en el objetivo (On-
Target) se debe a una mutacién en
EGFR que altera la unién de la
proteina TKI o permite que EGFR
funcione a pesar de la inhibicién de Unknown, 47%
TKI.

.« C797S (7%), G724 (1-4%),
L718Q, G796S, S768|

« Laresistencia fuera del objetivo (Off-
target) es causada por la activacion
de una via molecular alternativa
capaz de alimentar la supervivencia y
proliferacion de las células
cancerosas a pesar de la inhibicién de

Lineage plasticity; 14%

Cell cycle alterations,
10%

EGFR mutations, 7%

PI3K pathway
EGFR mutations, 4% HER2 ampliﬁcation, 2%

» Transformacion histologica o
plasticidad linear.



La resistencia fuera del objetivo (Off-target)
y Transformacion histoldgica

« MET (7-15%)

« Amplificacion HER2 (2-5%)

e Fusion de RET — ALK (raras)

* KRAS (3-4%)

 BRAF (V600E 3%)

* PIK3CA (3-10%)

« Transformacion Histoldgica (3-15%)

« SCLC mas frecuente
« Epidermoide y Neuroendocrino de células grandes



Resistencia a Osimertinib en Primera
L inea

Mechanisms of resistance to osimertinib

in first line

Acquired

EGFR-dependent

EGFR-independent

- Small cell cancer

- MET (amplification; exon 14
skipping)

P53 - Squamous cancer
- exon 19 insertion g .17180 - HER2 amplification - Large cell neuroendocrine
- exon 20 insertion . K-RAS mutation carcinomas

- HER2 amplification -G719X
- T790M de novo Bk - G729X rearrangements)
- exon 21 1861Q B ) ; Loss of 790M - RET fusion

- PTEN (delection; mutation) . ALK fusion

- NKX2 -PIK3CA

- KRAS (G12C, G12V, G12D) - PTEN loss

- Cell cycle genes (CDK4/6,

CCND1/2, CCNE1, BIM)

- MET amplification




Estrategia Terapeutica ante Resistencia Adquirida a
Osimertinib

 Oligoprogresion asintomatica

* Progresion unica en SNC

* Progresion sistémica y sintomatica
 Estrategia considerando seleccion molecular del paciente
 Estrategia sin seleccion molecular del paciente



Estrategia
Terapéutica ante
Resistencia Adgquirida
a Osimertinib

» Oligoprogresion asintomatica
» Progresion unica en SNC

. Progressive lesions

@ controlied lesions

Sy LAT
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Cipster First-line continual EGFR-TKI plus local ablative therapy
T demonstrated survival benefit in EGFR-mutant NSCLC

B patients with oligoprogressive disease

%;‘Iiﬂr‘": ‘:,.;:’4:' G

Analisis retrospectivo de pacientes con NSCLC EGFR mutado con <5 metastasis tratados en 1L con
TKIs

CRITERIOS DE INCLUSION:

« Estadio IV con mutaciones EGFR m (Delecion Exdn 19 o mutacion L858R Exdn 21)
» Oligometastasis sincrénicas (1-5 Mts en multiples 6rganos)
* PET e IRM cerebral

Gefitinib, erlotinib o icotinib hasta progresion sintomatica o empeoramiento de PS

LCT (Cirugia, SBRT, RacioCx, XRT, ablacion por radiofrecuencia en Mts hepaticas)

Objetivos: 1: PFS1, PFS2y OS

2019; 10(2): 522-529. doi: 10.7150/jca.26494
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First-line continual EGFR-TKI plus local ablative therapy

demonstrated survival benefit in EGFR-mutant NSCLC

patients with oligoprogressive disease

Characteristic Patients (n) (%) CTHM 31 15.0
Median age, y (range) 58 (28~83) » . .
<65 143 69.4 M etastasis |ocation
0zM 63 30.6 Brain 124 60.2
G enld er . Bone 86 417
Male 7 41.7
Female 109 58.3 Adrenal 35 17.0
ECOG performance status Lung 40 19.4
0~1 153 74.3 Liver 18 8.7
2 =3 27 Chest wall 10 49
Histology
Adenocarcinoma 174 84.5 Neck lymph nodes 9 44
Squamous cell 2 0.9 Intestine 1 0.5
Large cell 7 3.4 LAT for oligometastasis
Adeno-squamous 14 6.8 .
NOS 9 aa Brain 124
Disease stage Whole-brain irradiation 23 18.5
I11B 39 18.9 SRS 89 71.8
v 167 811 Surgery + whole-brain irradiation 12 9.7
Smoking status
Non-smoker 125 60.7 Bone 86
Present or former smoker 81 39.3 Surgery + EBRT (30 Gy) 4 4.7
M etastases number EBRT (30-40 Gy) 82 95.3
! i 383 Adrenal 35
2 25 12.1
3 31 15.1 Surgery 10 28.6
4 42 20.4 SBRT 16 45.7
° _ 2 141 EBRT (45-50 Gy) 9 257
EGFR mutation
Exon 19 deletion 89 432 Lung 40
Exon 21 L858R 117 56.8 SBRT 26 65.0
EGFR TKIs EBRT (55-63 Gy) 11 27.5
Gefitinib 107 51.9 Surgery 3 75
Erlotinib 47 228 ; ’
Icotinib 52 253 Liver 18

esponse to first-line I's Radiofrequency ablation 16 88.9
Partial or complete response 140 68.0 Surgery 2 111
St'able disease ) 41 19.9 Chest wall 10
Disease progression 25 12.1

Tgoprogressive symptom EBRT (45-55Gy) 10 100.0

Symptomatic 71 34.5 Neck lymph nodes 9

Symptomatic EBRT (55-63Gy) 9 100.0
Second- or further-line treatment .
Ch Intestine 1

emotherapy

Osimertinib+=chemotherapy Surgery 1 100.0 2019, 10(2) 522-529. doi: 107150/]0’:126494
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First-line continual EGFR-TKI plus local ablative therapy
demonstrated survival benefit in EGFR-mutant NSCLC
patients with oligoprogressive disease

<7 PEMZ 1.0
0.6
0.8 -~ PFS1
mPFS1: 10.7 months
0.4 -~ PFS2
mPFS2: 18.3 months
0.6
0.2
mPFS1: 10.7 months
0.4
mPFS2: 18.3 months
0.0
L) l ] \J
0 120 240 36.0 0.2
isk Time (months)
206 70 . 0.0
168 25 1 T r T T
e 0 120 240 36.0
1 sk Time (months)
Table 3. Multivariable analysis of covariables associated with PFS and OS.
Variable PFS1 PFS2 (O8]
HR (95% CI) p Value HR (95% CI) p Value HR (95% CI) p Value
Gender (male VS. female) 0.69 0.025 0.61 0.016 0.612 0.006
(0.50-0.95) (0.43-0.82) (0.43-0.87)
Histology (adenocarcinoma vs. 1.27 0.281 0.85 0.445 1.70 0.016
nonadenocarcinoma) (0.83-1.94) (0.55-1.30) (1.10-2.62)
Smoking status (non-smoker vs. present or 1.08 0.648 0.95 0.753 1.02 0.916
former) (0.78-1.51) (0.69-1.31) (0.72-1.44)
EGFR mutation (exon19 vs. exon 21) 4.06 <0.001 3.90 <0.001 4.68 <0.001
(2.86-5.76) (2.75-5.98) (3.19-6.87)
Metastases number (1 vs.>1) 1.64 0.002 0.642 0.003 1.76 <0.001
(1.19-2.16) (0.48-0.86) (1.28-2.40)
Response to first-line EGFR TKIs (Partial or 2.92 <0.001 0.49 <0.001 1.93 <0.001
complete response vs. Stable disease or disease (1.37-2.69) (0.36-0.69) (1.38-2.70)

progression)

2019; 10(2): 522-529. doi: 10.7150/jca.26494
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z

1.004

0.751

0.501

Survival probability

0.251

Standard-of-care systemic therapy with or without stereotactic body
radiotherapy in patients with oligoprogressive breast cancer or non-small-cell
lung cancer (Consolidative Use of Radiotherapy to Block [CURB]
oligoprogression): an open-label, randomised, controlled, phase 2 study

Oligoprogression detected

Change or intensify
systemic therapy

0.00
0

Median PFS

SBRT 10 mo

NoSBRT 2.2mo P=0.004
SBRT
No SBRT
3 6 9 12 15 18
Time in Months
Number at risk

28 11 6 5 3 0 0

31 24

Volume 403, Issue 10422P171-182January 13, 2024

Treat progressing
lesions with SBRT
+
continue systemic
therapy



https://www.thelancet.com/journals/lancet/issue/vol403no10422/PIIS0140-6736(24)X0002-1
https://www.thelancet.com/journals/lancet/issue/vol403no10422/PIIS0140-6736(24)X0002-1
https://www.thelancet.com/journals/lancet/issue/vol403no10422/PIIS0140-6736(24)X0002-1

Estrategia Terapéutica ante Resistencia Adquirida
a Osimertinib

* Progresion sistémica y sintomatica
 Estrategia considerando seleccion molecular del paciente
 Estrategia sin seleccion molecular del paciente



Progresion sistemica y sintomatica
Estrategia considerando seleccion molecular del paciente

* MET

« Savolitinib
« Tepotinib
« Capmatinib

« Amplificacion HER2
« TDM1

 BRAF ALK, RET
e Crizotinib, Alectinib, Dabrafenib/Trametinib
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Savolitinib combined with osimertinib versus chemotherapy in
EGFR-mutant and MET-amplified advanced NSCLC after
disease progression on EGFR tyrosine kinase inhibitor: results
from a randomized phase 3 SACHI study

Shun Lu', Jie Wang?, Nong Yang®, Dongging Lv4, Lijuan Chen®, Lin Wu3, Xingya Li¢, Longhua Sun’, Yongfeng Yu', Bo Jin8 Lin Yang®,
Yubiao Guo'? Haipeng Xu', Tienan Yi'2, Aiping Zeng'3, Xiaorong Dong'4, Jianhua Chen3, Ziping Wang'®, Tony Mok'®, Weiguo Su'”
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Hospital of China Medical University, Shenyang, China; 9. Shenzhen People’s Hospital, Shenzhen, China; 10. The First Affiliated Hospital, Sun Y at-Sen University, Guangzhou, China; 11. Fujian Provincial Cancer Hospital, Fuzhou, China;
12. Xiangyang Central Hospital, Xiangyang, China; 13. The Cancer Hospital Affiliated to Guangxi Medical University, Nanning, China; 14. Union Hospital Tongji Medical College Huazhong University of Science and Technology, Wuhan,
China; 15. Beijing Cancer Hospital, Beijing, China; 16. Department of Clinical Oncology, Faculty of Medicine, The Chinese University of Hong Kong, Hongkong, China; 17. HUTCHMED, Shanghai, China

2025 ASCO #ASCO25 presenTen By: Shun Lu, MD, PhD ASCO AMERICAN SOCIETY OF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



SACHI Phase 3 Study Design

COORandomized, open-label, multi-center phase 3 study conducted across 68 centers in China.

Savolitinib 600mg (BW=50kg),

Unresectable or metastatic NSCLC or 400mg (BW<50kg) QD + Until PD or
EGFRm, PD on first-line EGFR-TKI Osimertinib 80mg QD intolerable toxicity

> 1st/2nd G: T790M-, METamp; N =106

» 34 G: METamp
METamp (FISH+) confirmed by

Conditionally crossovered
to Savo-Osi after IRC-
assessed PD

central lab ycle then Pemetrexec | Until PD or
ECOG PS 0-1 maintenance intolerable toxicity

METamp: Stratification factors: Primary endpoint: PFS by investigator
o st /ond 3- > . i ie-
Post 1st/2nd G: MET copy number 25 or Brain metastasis: (yes or no) Secondary endpoints: PFS by IRC, ORR, DCR,
> ° i rd - &
MET/CEP7 22 Prior 3" G EGFR-TKI: (yes or no) DoR, TTR, OS, safety
« Post 39 G: MET copy number = 10 « EGFR mutation: (ex19del vs L858R vs others)

1= /274 G: first or second generation; 3 G: third generation; BW: body weight; DCR, disease control rate;
DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR,

2025 As‘ O presenTED BY: Shun Lu, MD, PhD epidermal growth factor receptor; EGFRm, EGFR mutant; FISH, fluorescence in situ hybridization; IRC, AS‘ O A Y oF
#ASCOZS independent review committee; METamp, MET amplification; NSCLC, non-small cell lung cancer; ORR,

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org objective response rate; 0S, overall survival; PD, progression disease; PFS, progression-free survival; QD, KNOWLEDGE CONQUERS CANCER
once daily; Savo-Osi, Savolitinib-Osimertinib; TKI, tyrosine kinase inhibitor; TTR, time to response.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Progression-free Survival: IRC

100

90

80

70

60

50

40

Probability of PFS (%)

30

20

10

Prior 15t /2"4 G EGFR-TKI-treated population

—+— Savo-Osi

0 | —+— Chemo

Savo-Osi Chemo
N=69 =68
Events, n (%) 38 (55) 39 (57)
mPFS (95% Cl), months 8.2(6.8,11.1) 5.7(4.2,7.0)

0.47 (0.29, 0.76)
p =0.0017

Stratified HR (95% CI)

No. at risk
Savo-Osi
Chemo

68(0) 48(14) 37(18) 18(25)

I 1 1 I I I I I I I I
10 12 14 16 18 20 22 24 26 28 30
Time (Months)

69(0) 55(10) 47(13) 34(15) 23(20) 14(24) 11(24) 7(25) 7(25) 6(26) 4(27) 4(27) 3(28) 2(29) 0(31)

8(26

8(26)

2(29) 0(29)

100+

90

80—

70

60—

50

40—

Probability of PFS (%)

30

20—

104

—+— Savo-Osi
——t—  Chemo

ITT population

Savo-Osi Chemo

N=106 =105

Events, n (%) 65 (61) 69 (66)
mPFS (95% Cl), months 7.2(5.7,11.1) 4.2(4.0,5.7)

0.40 (0.28, 0.59)
p < 0.0001

Stratified HR (95% Cl)

+ Censored

No. at risk

T T T

0 2 4

T T T T T T T T T T T

10 12 14 16 18 20 22 24 26 28 30
Time (Months)

Savo-Osi  106(0) 83(14) 72(17) 50(20) 36(25) 26(29) 20(30) 14(31) 14(31) 11(33) 6(35) 6(35) 5(36) 3(38) 0(41)

Chemo

105(0) 73(18) 49(23) 22(31) 8(33)

2(36) 0(36)

The PFS assessment according to IRC was consistent with investigator.

2025 ASCO

ANNUAL MEETING

presenTen By: Shun Lu, MD, PhD

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Median duration of PFS follow-up: 8.5 months (95%Cl: 6.9, 16.5) for prior 1% /2"¢ G EGFR-TKI-treated

population, and 13.8 months (95%CI: 8.3, 19.4) for ITT population.

1= /2" G: first or second generation; chemo, chemotherapy; Cl; confidence interval; EGFR, epidermal
growth factor receptor; HR: hazard ratio; ITT, intent to treat, (m)PFS, (median) progression-free survival;
Savo-Osi, Savolitinib-Osimertinib; TKI, tyrosine kinase inhibitor.

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Progression-free Survival

- Prior 39 G EGFR-TKI treated subgroup
Investigator IRC

100 100+
Savo-Osi Chemo Savo-Osi Chemo

90 N=37 N=37 90 N=37 N=37

80 - Events, n (%) 30 (81) 32 (86) 80 - Events, n (%) 27 (73) 30 (81)
£ o mPFES (95% Cl), months 6.9 (4.2,9.7) 3.0(2.7, 4.6) & S mPFS (95% Cl), months 6.9 (4.3, 11.1) 3.0(2.7, 41)
) 1)
- Unstratified HR (95% Cl) 0.32 (0.18, 0.57) Ty Unstratified HR (95% Cl) 0.32 (0.18, 0.58)
P 60 p < 0.0001 s 60 - p <0.0001
Z Z
= 50+ S 50+
S S
S 40- S 404
a a

30 30

20 20

10 10

Savo-Osi Savo-Osi
—— —_—
0 —— Chemo 04 __.__ Chemo
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 0 2 4 6 8 100 12 14 16 18 20 22 24 26 28 30
No. at risk Time (Months) No. at risk Time (Months)
Savo-Osi 37(0) 29(3) 25(3) 20(3) 16(3) 11(3) 10(3) 7(3) 7(3) 6(4) 3(5 3(6) 2(6) 1(6) 0 Savo-Osi  37(0) 28(4) 25(4) 16(5) 13(5) 12(5) 9(6) 7(6) 7(6) 5(7) 28) 28) 2(8) 1(9) 0(10)
Chemo 37(0) 26(4) 14(4) 6(4) 1(5) 0(5) Chemo 37(0) 25(4) 12(5) 4(6 7

PFS benefits in the population progressing on prior 3" G EGFR-TKI treatment were comparable to those
in ITT and prior 15t /2"d G EGFR-TKI treated populations.

Median duration of PF S follow-up: 24.9 months (95%Cl: 6.6, NE) for investigator assessment, and 19.4

' : months (95%Cl: 11.1, NE) for IRC assessment. " AMERICAN SOCIETY OF
2025 ASCO #ASCO25 presentep By: Shun Lu, MD, PhD 3+ G: third generation; chemo, chemotherapy; Cl; confidence interval; EGFR, epidermal growth factor ASCO CLINICAL ONCOLOGY

Py £ th hor and ASCO. P f receptor; HR: hazard ratio; ITT, intent to treat, (m)PFS, (median) progression-free survival; Savo-Osi,
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Progression-free Survival: Subgroups in ITT
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Subgroup

Overall
Sex
Male
Female
Age at randomization
<65
>= 65
Baseline ECOG performance status
0
1
Smoking status
Current/Previous smoker
Nonsmoker (Never)
Current tumor stage
msnic
IVIIVA/IVB
Brain metastases
Yes
No
Liver metastases
Yes
No
Number of metastases sites
<3
>='3

Previous use of 3rd generation EGFR-TKI

Yes
No

Type of EGFR mutations
Exon 19 Deletion
L858R
Other

Event/N

70/106

26/44
44/62

54/77
16/29

20/28
50/78

17/28
53/78

on
70/105

28/38
42/68

9/11
61/95

19/35
51/70

30/37
40/69

24/40
38/54
8/12

Event/N

76/105

39/50
37/55

49/65
27/40

18/27
58/78

21727
55/78

3/6
73/99

31/39
45/66

13/15
63/90

24/31
49/68

32/37
44/68

33/41
37/52
6/12

Investigator

Savolitinib + Osimertinib Pemetrexed + Platinum

HR (95%Cl)

0.325 (0.224,0471)

0.259 (0.145, 0.463)
0.379 (0.232,0.618)

0.369 (0.240, 0.567)
0.234 (0.108, 0.504)

0.304 (0.142, 0.653)
0.333 (0.217, 0.511)

0.230 (0.105, 0.504)
0.349 (0.228, 0.536)
0.330 (0.228, 0.479)

0.399 (0.225, 0.707)
0.297 (0.183, 0.482)

0.097 (0.021, 0.449)
0.362 (0.244, 0.538)

0.269 (0.133, 0.545)
0.333 (0.212, 0.524)

0.316 (0.175, 0.569)
0.324 (0.199, 0.527)

0.307 (0.166, 0.570)
0.319 (0.193, 0.528)
0.694 (0.210, 2.291)

Hazard Ratio

Ao dflifs

-1

1 2 3

(=]

«—Savolitinib + Osimertinib better Pemetrexed + Platinum better—

chemo, chemotherapy; Cl, confidence interval, ECOG, Eastern Cooperative Oncology Group; EGFR, " AMERICAN SOCIETY OF
epidermal growth factor receptor; HR: hazard ratio; IRC, independent review committee; PFS, progression- CLINICAL ONCOLOGY

free survival; TKI, tyrosine kinase inhibitor.
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Overall Survival-ITT

« OS data were still evolving, with overall maturity of 40%. 55 (52%) patients in Chemo group received subsequent MET inhibitor
treatment (including 45 patients receiving study crossover treatment and 10 patients receiving other MET inhibitors).

100 - Savo- Osi Chemo
N=106 N=105
90 —
Events, n (%) 39 (37) 45 (43)
80 — mOS (95% Cl), months 22.9 (16.8, NE)  17.7 (14.9, 26.3)

70 — Unstratified HR (95% Cl) 0.84 (0.55, 1.29)

60 —

Probability of OS (%)
3
|

40 — s -
l_‘_Q,_
30 —
b —t-
20 _
——+4— Savo-Osi
171 —— chemo
0 — + Censored
| | | | | | 1 | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Time (Months)
Savo-Osi 106(0) 96(7) 87(10) 80(15) 65(22) 52(30) 47(30) 44(33) 36(39) 25(48) 23(49) 16(54) 11(57) 7(60) 4(63) 1(66) 0(67)
Ch
emo 105(0) 96(4) 82(10) 72(16) 63(20) 53(27) 43(32) 40(33) 33(36) 26(39) 22(43) 13(50) 10(52) 7(55) 1(59) 0(60)
A Median duration of OS follow-up: 17.7 months (95%CI: 15.3, 19.8) for ITT population. -
2 h , ch th i, Cl, fide int I; HR: h: d ratio; ITT, intent to treat; 0S8, di AMERICAN SOCIETY OF
2025 ASCO PRI ]  rresereoer: Shun Lu, MD, PhD e s s s Seve ou oo s T woss i rone NS CO) AmESEI
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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Progresion sistemica y sintomatica
Estrategia SIN seleccion molecular del paciente

« Considerando la alta prevalencia de alteraciones en MET

« Amivantamab/Lazertinib
 MARIPOSA 2
 PALOMA 3

* Considerando ausencia detectables de mecanismos de resistencia
« TROP2
* OptiTROP-Lung03 (
« HER3
 Antiangiogénicos? (IMPOWER 150) Inmunoterapia? (KN 789)



EREMD™ The MARIPOSA-2 study

Amivantamab plus chemotherapy +/- lazertinib in EGFR-
mutated advanced NSCLC after progression on osimertinib

A phase 3, global, randomized, controlled trial

2:2:1 Randomization (N=657)
Serial brain MRIs were required for all patients?
Key Eligibility Criteria \

Amivantamab-Lazertinib-Chemotherapy
(n=263)

* Locally advanced or
metastatic NSCLC

+ Documented EGFR
Ex19del or L858R

* Progressed on or after ChemOtherapy
osimertinib monotherapy (n=263)
(as most recent line)

+ ECOGPSOor1

+ Stable brain metastases Amivantamab-Chemotherapy
were allowed; (n=1 31 )

radiation/definitive therapy
was not required (untreated)

Stratification Factors

(" 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)

» Osimertinib line of therapy . _ . _ .
1st vs 2n d) Lazertinib: 240 mg daily starting after completion of carboplatin®
( Chemotherapy administered at the beginning of every cycle:

* Asian race (yes or no) +  Carboplatin: AUCS for the first 4 cycles
\- Pemetrexed: 500 mg/m? until disease progression /

« History of brain metastases
(yes or no)

LBA15 - Amivantamab plus chemotherapy (with or without lazertinib) vs chemotherapy in EGFR-mutated advanced NSCLC after progression on
osimertinib: MARIPOSA-2, a phase 3, global, randomized, controlied trial (Antoinio Passaro)




Amivantamab plus chemotherapy with and without lazertinib in EGFR-
mutant advanced NSCLC after disease progression on osimertinib: primary
results from the phase Ill MARIPOSA-2 sl:udf*i"
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Amivantamab plus chemotherapy with and without lazertinib in EGFR-
mutant advanced NSCLC after disease progression on osimertinib: primary
results from the phase Ill MARIPOSA-2 study™

Talde 3. Treairmedn-Easdrpint Ddvarsd S

Ewent, n (%)

fdvers svent”
hutropenia’ .
Thrombocytopenia
irfusdnn-related reaction
JnEmia
Paronpchia
I Li e
Rash
Srorratite:
Lmakepania

Adverse events of specil intenest
Rash'
Verous thromboembelism”
irtershital lurg clsease”

Cremctheapy (n = 240)

All Grade =3
101 (4z] 52 {21)
72 30) 248
1 [0.4) ]
ur (0] g
1|0.4) ]
50 37) 211
12 |5} ]
21 (9} ]
BE [ 28] 49
Al Grade >3
30 |13) 0
11 {5] 78]
0 B

Amiraarriamas —
chemoieragy (o = 1310
Adl Grade =1
M {57) 53 |45]
LT 1= [15]
6 {58 RG]
51 (¥ 1% 12)
& (3T 33}
B8 {5 1|1}
55 (3] & |6}
41 {x) 111}
5 {2 26 [20)
an Grade >3
2271 13 |14)
13 {15 ¥ 2|
112 111

ek amab— laaertinin -
cthemotherapy @ = D3|
Al Grade =1
181 (e8| 144 (55§
158 [(=0) 36 (37)
148 (36] 3%
141 (34] 48 (1%}
133 (31} 11 74)
131 (504 16 (5]
126 (48| A7 (&)
120 (46) 2 9
106 (40 nan
&l crade >3
197 [75) 40 (15}
SN (22 17 (8
k] R B

hnpsdtdolong 1010168 annonc 2023100117



PALOMA-3: Phase 3 Study Design

my eligibility criteria \

* 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 0-1

Stratification factors
* Brain metastases (yes or no)

* EGFR mutation type (Ex19del
vs L858R)

* Race (Asian vs non-Asian)

« Type of last therapy
\(osimertinib VS chemotherapy

1:1 randomization

(N=418)

SC Amivantamab + Lazertinib
(n=206)

IV Amivantamab + Lazertinib
(n=212)

[Dosin in 28-day cycles b

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

\Lazertlmb: 240 mg PO daily )

Prophylactic anticoagulation recommended
for the first 4 months of treatment

PALOMA-3 (ClinicalTrials.gov Identifier: NCT05388669) enroliment period: August 2022 to October 2023; data cutoff: 03-Jan-2024.
#SC amivantamab was co-formulated with tHuPH20 at a concentration of 160 mg/mL.°C1 for IV: Days 1 to 2 (Day 2 applies to IV split dose only [350 mg on Day 1 and the remainder on Day 2]), 8, 15, and 22; C1 for SC: Days 1, 8 , 15, and 22; after C1 for all: Days 1 and 15 (28-day cycles). °For
calculating primary and key secondary outcomes, we estimated that a sample size of 400 patients would provide >95% power for a 1-sided alpha of 0.05 allocated to each of the co-primary endpoints and 80% power with a 1-sided alpha of 0.025 allocated to ORR. A hierarchical testing approach ata 2-
sided alpha of 0.05 was used for the co-primary endpaints (noninferiority), followed by ORR (noninferiority) and PFS (superiority), with a combined 2-sided alpha of 0.05. “Two definitions of the same endpoint were used as per regional health authority guidance. *Measured between C2D1 and C2D15.

fAssessed by modified TASQ

O

PALOMA-3
Ami+Lazin
3L EGFR+NSCLC

Co-primary endpoints¢:
* Cyougn (NONinferiority)d
+ C2 AUC (noninferiority)®

Secondary endpoints:
* ORR (noninferiority)

» PFS (superiority)

* DoR

Patient satisfactionf

+ Safety

Exploratory endpoints:
+ OS

AUC, area under the concentration-time curve; C, Cycle; Cyoyuqn, Observed serum concentration of amivantamab at steady state; D, Day; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion;
IV, infravenous; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PO, orally; rtHuPH20, hyaluronidase; SC, subcutaneous; TASQ, Therapy Administration Satisfaction Questionnaire.
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Progression-free Survival

PFS was numerically longer with SC vs IV amivantamab, with an HR of 0.84

. . Median PFS
Median follow-up: 7.0 mo (95% CI)
SC Amivantamab Arm 6.1 mo (4.3-8.1)
IV Amivantamab Arm 4.3 mo (4.1-5.7)

l HR, 0.84 (95% CI, 0.64-1.10); P=0.20

Patients who are progression-free (%)

Wy =l P -4 SC Amivantamab Arm
20 4 IV Amivantamab Arm
20%|
0 T T T 1

Overall Survival
There was an OS benefit associated with SC amivantamab, with an HR of 0.62 compared to the IV amivantamab arm?

Median follow-up: 7.0 mo

100 -
o | HR, 0.62 (95% Cl, 0.42-0.92); nominal P=0.02 |
85%
s 80 A
5 65%
o
— 1L T Ll B LE Sc Amivantamab Arm
©
o B0 IV Amivantamab /
© L - - | VO | l
VR
=;
3 40 -
c
ko
2
[}
o 20 4
0 ; g . ; ; .
0 2 4 6 8 10 12 14 16

Months



Incidence of IRR-related Symptoms

IRRs, all grades
IRRs, grade 3

Infusion-related
AEs (22%)

Chills

Pyrexia

Dyspnea

Nausea

\Vomiting

Cough

Hypoxia
Hypotension
Sinus tachycardia
Erythema

Chest discomfort
Hypertension
Flushing
Dizziness

Rash
Hyperhidrosis
Increased heart rate

100%

SC Amivantamab Arm

(n=206)
13%

IV Amivantamab Arm
(n=210)

66%

Patients with VTE (%)

25%

0%

5%

50

40

30

20

10

100%

Rates of VTE by Treatment Arm and Prophylaxis Status

SC Ami

Grade 23 B
Grade 2 |
Grade 1

14%

| 9% .

IV Ami

12%

N _

26%

17%

n=206  n=210
All patients

n=164 n=171
On prophylactic
anticoagulation

n=42 n=39
No prophylactic
anticoagulation



OptiTROP-Lung03 Study Design

Open-label, randomized, multicenter, registrational trial (NCT05631262)

Key Eligibility
+ ECOG score 0 or 1
+ Nsg-NSCLC (stage llIB/IIIC Sac-TMT Treatment until disease + ORR* assessed by BIRC

ineligible for surgery or radical 5 mg/kg IV, Q2W
radiotherapy or stage 1V)

+ EGFR-sensitizing mutations,
including 19-Del and L858R
* Progression after prior combination

Primary Endpoint?

progression, intolerable Secondary endpoinis?

toxicity, or any other
reason for discontinuation.

. PFS
. 0Os

or sequential treatment with + ORR assessed by investigator

EGFR-TKIs and platinum-based
chemotherapy Docetaxel =

+ DOR, DCR, TTR

After PD verified by BIRC, » Safety
patients could be permitted to
mimleg cross over to receive sac-TMT.

75 mg/m? IV, Q3W

Stratification factors:
- Brain metastases (present vs. absent)

+ Tumor assessments will be performed every 6 weeks (£ 7 days) within 48 weeks after randomization
+ After 48 weeks of randomization, tumor assessments will be performed every 12 weeks (£ 7 days).

2 Tumor response was assessed using RECIST version 1.1.
* Confirmed ORR;
BIRC, blinded independent review committee; |V, intravenous; PD, progressive disease; DOR, duration of response; DCR, disease control rate; TTR, time to response; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors.
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Confirmed ORR by BIRC

Sac-TMT improved ORR with a statistically significant difference of 28.9% over docetaxel.

Sa ‘ D("“"";)" ORR (BIRC assessment)
CORR, n (%) 41 (45.1) 7(15.6) i 451%
(95% Cl) (34.6,558) (6.5,29.5) >
40.0%
Difference (95% Cl) 28.9 (14.5,43.2)
28.9% (95% Cl: 14.5%-43.2%
One-sided P-value 0.0004 30.0% i AAEN)
P=0.0004
DCR, n (%) 75 (82.4) 27 (60.0)
(95% Cl) (73.0,89.6) (44.3,74.3) 200% 15.6%
Difference (95% ClI) 22.3(6.0,38.7)
10.0%
DOR, n (%) 26 (63.4) 6(85.7)
Median DOR, months (95% CI) 7.0 (5.4,9.1) 5.1 (3.1, NE) 0.0% o W
(n=91) (n = 45)
+ ORR benefit favoring patients with sac-TMT over d | across all pre-sp d subgroups, brain EGFR type, etc.

Data cutoff date: Dec 31, 2024

presenteo ay: Professor Li Zhang Yoo
325ASCO \ 2282
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Progression-Free Survival by BIRC

Sac-TMT significantly improved PFS over docetaxel with 70% lower risk of disease progression or death.

100 4 Sac-TMT Docetaxel
(n=91) (n = 46)
PFS events, n (%) 64 (70.3) 42(91.3)
o Median PFS, months (95% CI) 6.9(54,82)  28(16,4.1)
&
g 6-month PFS rate, % 542 1486
S 60
'-g HR: 0.30 (95% CI: 0.20, 0.46)
£ — P <0.0001
2 4] mPFs:28mo mPFS: 6.9 mo
4
a
204
Sac-TMT
Docetaxel
+ Censored
0
T T T T T T
0 3 6 9 12 15
Time (Months)
No. at Risk
Sac-TMT 91 63 45 28 2 0
Docetaxel 46 17 6 2 o

Data cutoff date: Dec 31, 2024
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Overall Survival

At the interim analysis, Sac-TMT significantly improved OS over docetaxel with 51% lower risk of death.

100 4
80
g
= 604
k- HR: 0.49 (95% Cl: 0.27, 0.88)
3 P=0.0070*
£ 40 Sac-TMT ocetaxel
3 (n=91)
S events, n (%) 25 (27.5) 21(45.7)
204 SacHiHT Median OS, months (95% CI) NR (NE, NE) NR (8.0, NE)
Docetaxel
& Censored 12-month OS rate, % 728 543
0 T T T T T T T
0 3 6 9 12 15 18
Time (Months)
No. at Risk
Sac-TMT 91 88 83 73 39 2 0
Docetaxel 46 42 35 28 10 0
Data cutoff date: Dec 31, 2024 (pi interim is; median foll: p 12.2 mo).

* Based on OS interim analysis, one-sided P value was less than the pre-specified efficacy boundary to achieve statistically significant improvement (alpha level of 0.0123 determined by alpha spending function)

NE, not evaluable; NR, not reached

2025 ASCO

ANNUAL MEETING

#ASCO25 eresenten By: Professor Li Zhang
Prosentaion i property of the authar and ASCO.

' AMIRICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Overall Survival Adjusted for Crossover

+ Of 44 patients who discontinued docetaxel, 36.4% crossed over to receive sac-TMT.
+ After using RPSFT model adjusted for crossover, sac-TMT significantly improved OS over docetaxel with 64% lower risk of death.

100
80 4
g
g 60 -
3 HR: 0.36 (95% CI: 0.20, 0.66)
g 40 4
3
20 4 0OS events, n (%) 25 (27.5) 21 (45.7)
— Sac-TMT o
Docatial Median OS, months (95% Cl) NR (NE, NE) 9.3(7.3,NE)
% Censored 12-month OS rate, % 72.8 43.2
01 T T T T T T T
0 3 6 9 12 15 18
Time (Months)
No. at Risk
Sac-TMT 91 88 83 73 39 2 0
Docetaxel 46 41 35 14 1 0

Data cutoff date: Dec 31, 2024 (median follow-up 12.2 mo)
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Avances en Estrategia Terapéutica en Primera Linea

* Osimertinib + Quimioterapia vs Osimertinib
« FLAURA 2
« Amivantamab + Lazertinib vs Osimertinib

* MARIPOSA
* PALOMA 2

e Sacituzumab Tirumotecan + Osimertinib
* OptiTROP-Lung04



Key inclusion criteria:

Patients with untreated locally
advanced / metastatic EGFRm NSCLC N=557

Aged 218 years Stratified by:

. Racs
Pathologically confirmed (Aslan Chinese /
non-squamous NSCLC . Asian non-Chinese | __|

non-Asian)
Ex19del / L858R (local / central test) EGFRm test

{local / cantral)
WHOPS0/1 WHO PS

Stable CNS metastases were allowed RN

Brain scans at baseline
(MRI/ CT; mandatory)

+ Primary endpoint: Investigator-assessed PFS (RECIST v1.1)!
« Secondary endpoints included: OS, TFST, DoR, DCR, PFS2, TSST, HRQoL

LASLL 2025 World Conference #WCLCZS

- J on Lung Cancer
SEPTEMBEA 6.9, 2025 | BARCILONA, SPAIN f n X8 an

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

Maintenance
carboplatin AUCS5
or cisplatin 75 mg/m? osimertinib 80 mg (QD) +

(Q3W for 4 cycles for pemetrexed 500 mg/m? (Q3W)
platinum-based treatments)

Treatment beyond PD allowed per investigator discretion

Osimertinib 80 mg (QD)

b—

Follow-up:

+ RECIST v1.1 assessment at 6 and
12 weeks, then Q12W until RECIST
v1.1-defined radiological PD

+ Survival follow-up for Q12W until
data cut-off for the planned final

OS analysis

OS was a key secondary endpoint*
Final OS analysis performed at 57% maturity



Primary analysis: Progression-free survival’

Probability of PFS
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Investigator-assessed PFS: HR=0.62 (95% Cl: 0.49, 0.79); p<0.001 ?E\‘, N nf:;‘ ‘(’;L et

Subgroup patients) patiants) HR (95% C1)
Stratified logrark 1201278 166/ 278 —.— 0.62 (0.48, 0.79)
1.0= Median PFS, months (95% Ci) B uuapm? CoxPH  120/279 166/ 278 — : 0.62 (0.48, 0.78)
L W Osi+CTx 25.5(24.7,NC) - M 511106 737109 oo 054 (0.37,0.77)
80% mOsimono 16.7 (14.1,21.3) x Female 691173 g3/ 169 o 0.67 (0.49, 0.92)
0.8 : SRR Asian Chinese 26171 43789 [ — 0.49 (0.30, 0.81)
579 Race® Asian non-Chinese 547107 65/ 107 o L 0.75 (0.53, 1.09)
0.6 66%: . Nan-Asian 407101 58/ 102 — ! 0.55 (0.37, 0.83)
5 EGFR mutation Central 521121 671119 -—-ﬁ«' 0.73 (0.51, 1.08)
0.4 testmethod | ocal 587158 29/ 159 —a— 0.55 (0.40, D.74)
Age at <55 years Tai174 a7/ 166 —— | 0.59 (0.44, 0.80)
screening 2655 years 471108 69/ 112 . 0.68 (0.47, 0.98)
0.2+ Smoking Yos 43/91 57197 ! 0.63 (0.42, 0 94)
history No 771188 108/ 181 i : 0.61 (0.48, 0.82)
0 T T T 1 T T T t I T T 1 EGFR Ex16ce 867172 84/ 169 —.— | 0.60 (0.4, 0.53)
0 3 6 9 12 15 18 21 24 27 30 33 36 [mutsiontype' LassR 551106 70/ 107 —— 0,63 (0.4, 0.90)
Time from randomisation (months) WHO PS 9 ik o1 e = 7S
No. at risk : A T

CNS mets 63 :
W279 254 241 225 207 187 165 133 84 42 21 3 0 .t..:".:,.. No 687163 87/ 168 — ; 0.75 (0.55, 1.03)

W278 246 227 203 178 148 119 94 67 48 21 1 0 e AR - 2
- Favours Favou:s
osi*CTx  osimono

Osi + CTx showed a statistically significant and clinically meaningful improvement in PFS versus osi mono;
PFS benefit was consistent across predefined subgroups
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FLAURAZ2: Overall survival

Median OS with osi + CTx was 47.5 months

No. Events /

Median OS,
no. patients (%) months (95% ClI)

i B osi+CTx 144 /279 (52)  47.5(41.0,NC)
: A . ‘\\ 2 yoars B osimono 171/278(62) 37.6(33.2,43.2)
- 80% HR (95% Cl) 0.77 (0.61, 0.96); p=0.02
ante ™ 3 years
0,
m 72% 63%
© 0.6 | i 4 years
'g : | 49%
% I 51%1
‘g 0.4 - ! ! i 1
2 I I 41% !
e I I I
I I |
0.2 I I I
I I I
Median follow-up (censored patients), months (range): : : :
Osi + CTx 51.2 (0.2-60.4); Osi mono 51.3 (0.1-60.1) 1 . "
0.0
T T T 1 T T T | T T T I T | T 1 T 1 T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time from randomisation (months)
No. at risk
. 279 267 258 253 245 240 235 226 218 202 196 183 170 158 143 123 1 7 36 5]
. 278 267 260 57 52 245 229 214 195 180 165 152 137 13 118 103 93 61 38 16



MARIPOSA: Study Design

= International, randomized phase Il study

Stratified by EGER mutation type (Ex19del ar
L&58R), roce (Asian or non-Asion), history of
brain metastases (¥ vs M)

Amivantamab 1050 mg IV QW cycle 1, then Q2W +
Lazertinib 240 mg PO QD
(n=429; open-label)

1
1
Adults with locally advanced or I

metastatic NSCLC and v

documented EGFR Ex19del or Serial brain MRis required
L858R; no prior tx for advanced Osimertinib 80 mg F‘D QD + Placebo for all patients
(n 429; blinded)

disease; asymptomatic or stable
brain metastases allowed;
ECOG PS 0/1
(N =1074) Lazertinib 240 mg PO QD + Placebo

No tx crossover allowed

(n = 216; blinded)

*Prespecified interim OS analysis: 2-sided alpha of
0.005. Final 0%: protocol specified ~320 deaths in

" Primaw Endpﬂint: PFS b? BICR per RECIST Ul‘]‘ amivantamab + lazertinib and osimertinib arms;

= Key secondary endpoints: OS,* icPFS, icORR, icDoR, TTSP, safety ~ “@ledatazsdedsignificance level of 0.048
Yang. ELCC 2025. Abstr 40. Slide credit: clinicaloptions.com Emm



MARIPOSA: OS

100 -

Median 05
(95% c1) Evants, n
Amivanmtamab + Lazertinib MR (42.9-NR) 173
&0 4 Osimertinib 36.7 mo (33.4-41.0) 217
HR: 0.75 (95% Cl: 0.61-0.92); P<.005*
— B0%
¥ 60 A 56%
vy Amivantamab + Lazertinib
o
40 - 44% Osimertinib
*Log-rank test P stratified by mutation
20 type, race (Asian vs non-Asian), and
brain metastasis history (present vs
absent).
Median follow-up: 37.8 mo
D LI LI | | L | | L] | | | L | | | L] 1 1 1 | L] |
o 3 & 9 12 15 1B 21 24 27 30 33 3 39 42 45 4B 51 54 57 60
Patients at Risk, n Mo

Amivantamab + Lazertinib 425 404 390 383 375 363 343 328 310 287 277 232 168 111 61 1R 1 0
Osimertinib 429 416 409 396 374 354 333 311 291 270 251 201 132 87 49 15 0 0

= (S was significantly longer in amivantamab + lazertinib arm vs osimertinib arm
"Based on exponential distribution

* 0S curves continue to diverge with time; projected >1-yr median OS benefit’ assumption of 05 in both arms.

Yang. ELCC 2025, Abstr 40, Reproduced with permission. Slide credit: clinicaloptions. com E

ey



MARIPOSA: Prophylaxis for Early-Onset AEs

Tx Regimen Participants With AE on Participants With AE
E Tx Regimen, % Without Tx Regimen/SoC, %
Grade 22: 38.6 Grade 22: 76.5
Dermatologic! COCOONDM Grade 2: 34.3 Grade 2: 67.6
Grade 3: 4.3 Grade 3: 8.8
IRR2 SKIPPirr
Dexamethasone 8 mg IRR prophylaxis e Al
VTE? Prophylactic anticoagulation 114 20.0

= Early-onset AEs can be reduced using approaches that are simple, accessible,
and preventative?®

1. Girard. ELCC 2025. Abstr 10M0O. 2. Spira. ] Thorac Oncol. 2025:[Epub)]. m
3, Lim. ASCO 2024. Abstr LEABG12. 4. Yang. ELCC 2025. Abstr40. Slide credit: clinicaloptions.com
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PALOMA-2 Cohort 5 Study Design

* Documented EGFR
Ex19del or L858R
mutations

« If brain metastases are
present, they must be
stable®

* ECOG PS score of 0 or 1

& 4

Hachudes seyplanaic o reacusly bested pariciarte with stsile brais metstases. “Colrmuisied with mcombiren! harcss hyshrondiass PHO “Tumer megores was ssamaed sconding 1 RECIST v1 1 “Clrsce Sermfil rads was dofned 3% corfirmed reepores of stabls daesee foe 211 weeks

Dosing (in 28-da

Amivantamab SC®:

Subcutaneous abdominal injection with a Q4W dosing regimen of
1600 mg (2240 mg if 280 kg) weekly for the first 4 weeks, and

cles

3520 mg (4640 mg if 280 kg) Q4W thereafter

Lazertinib: 240 mg

orally daily

/ Amivantamab SC Q4W
+
Key :l?g’g:g:;"’m lazertinib Primary endpoint:
(N=77) « ORR by INV©
Prophylactic anticoagulation recommended
* Treatment-naive, for the first 4 months of treatment :
locally advanced or Secondary endpoints:
metastatic NSCLC * ORR by ICR®

* Duration of response

* Time to response

* Clinical benefit rated

* Progression-free survival
* Overall survival

« Safety

* PK

wclc.iaslc.org 3 ZebE



ORR and Best Response f

MARIPCISA
popiaticn)

Best confirmed overall response by INV (n=75)°

+ Among all participants, ORR was 82% °
(95% CI, 71-90) by INV® and

87% (95% CI, 77-94) by ICR

» Results are consistent with the primary
analysis of MARIPOSA, which
demonstrated an ORR of 86%

(95% Cl, 83-89) by BICR with
amivantamab IV Q2W + lazertinib!

* Confirmed ORR was 79%
(95% CI, 69-88) by INV and
83% (95% CI, 73-91) by ICR®

+« Confirmed CBR was 97%
(95% CI, 91-100) by INV and ]
96% (95% CI, 89-99) by ICR ® Partial response

» Stable disease

3

-

Best change from baseline in
SoD of target lesions (%)

2

=100 -

Thes primiary endpsint s reel e sul paees 2 QRA <E0K by INV was rejecked. "Canlmatios of respasses by sspeal assessmanks s perbamisd =4 wosks afer e oitona for PR or CR wens el %nnrqp:ﬂ:h:.ﬂﬂrrﬁu.ranmnu ol haselna.
R cincal berwlit rale |delised 3% confireed responss o0 sabls desime e 201 wesks); S0, sum of direlen,
1. Cra EC, #i ol N Exgl J Mad. 2004 33116 1438- 1438,




Paloma-2 Cohorte 5 — Eventos adversos

Most common TEAEs (220%), n (%)

Associated with EGFR inhibition
Paronychia
Rash
Dermatitis acneiform
Stomatitis
Pruritus
Diarrhea

Associated with MET inhibition
Hypoalbuminemia
Peripheral edema

Other
Increased ALT
Increased AST
Dry skin

56 (73)
45 (58)
31 (40)
29 (38)
26 (34)
22 (29)

49 (84)
28 (36)

25 (32)
21 (27)
18 (23)

All grades Grade 23

4 (3)
a(12)
6 (8)
3 (4)
1(1)
2(3)

4(3)

3 (4)
1(1)

Any WTE, n (%)

Grade 23

Grade 5
Any VTE leading to any discontinuation, n (%)
Grade 23 bleeding, n (%)

Prophylactic
anticoagulation
(n=67)

7(10)
0
0
0

101

No prophylactic
anticoagulation
(n=10)

3(30)
0

1]
0
0

Overall
(N=TT)
10 (13)

0

0

0

101




OptiTROP-Lung04 Study Design

Randomized, multicenter, open-label, phase 3 trial (NCT05870319)

Key Eligibility Sac.TMT Primary endpoints’

» ECOG score 0 or 1 5 mglkg IV, Q2W * PFS assessed by BICR

* Nsg-NSCLC (stage IIIB/IIIC or stage IV) Secondary endpoints”

» EGFR-sensitive mutations a [+ 0S (key secondary endpoint)

« Progression after 3rd gen TKI therapy * Pemetrexed 500 mg/m? + Carboplatin AUC 5 |} * PFS assessed by investigator
or progression after 1st or 2nd gen TKls or Cisplatin 75 mg/m2 Q3W for up to 4 cycles * ORR, DCR, DOR, etc.

with negative T790M * Pemetrexed 500 mg/m? maintenance, Q3W « Safety

Treatment until disease progression, intolerable toxicity, or patient request to discontinue treatment.

Stratification factors: Statilstical gonsidgrations:
1. Prior EGFR-TKI therapy . 1= Hierarchical testing was conducted for PFS by BICR and OS.

. Pre-specified interim analysis for OS:
(3rd gen TKl in 1st line vs in 2nd line vs no 3rd gen TKI) : at approximately 50% maturity,

2. Brain metastases (yes vs no) or 24 months after the first patient randomized.

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

*Tumor response was assessed using RECIST version 1.1.

BICR, blinded independent central review; OS, overall survival; ORR, objective response rate; DOR, duration of response; DCR, disease control rate; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; 1A, interim analysis;
ECOG, Eastern Cooperative Oncology Group.

Professor Li Zhang

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



Progression-Free Survival by BICR

Sac-TMT significantly improved PFS over chemotherapy with 51% lower risk of disease progression or death.

100 . Sac-TMT  Chemotherapy
| n=188 n=188
_— I PFS events, n (%) 144 (76.6) 159 (84.6)
= | Median PFS, mo (95% Cl) 83(6.7-99) 4.3(42-55)
E 0 I 12-mo PFS rate, % (95% Cl)  32.3 (25.5-39.2) 7.9 (4.4 - 12.8)
@ I
E 1
| HR 0.49 (95% Cl: 0.39 - 0.62)
g
- ! P <0.0001
Chematherpy 1 1.9%
+ Censored
0-— T T T U T T T T
] 3 6 9 12 15 18 21 24
Time (Months)
No. at risk
Sac-TMT 188 144 108 82 Sh 35 14 - 0
Chemotherapy 188 125 51 22 12 6 4 o

Data cutoff: July 08, 2025; the final analysis of PFS.

For pre-specified IA of PFS (data cutoff: July 11, 2024), HR was 0.47 (95% Cl, 0.35-0.62) and P<0.0001 was less than the pre-specified efficacy boundary (two-sided alpha level of 0.0337 determined by the O'Brien-Fleming alpha spending function).

Professor Li Zhang
Content of this is copyright and

of the author. Permission is required for re-use.

Overall Survival

At the interim analysis, sac-TMT significantly improved OS over chemotherapy with 40% lower risk of death.

100 | Sac-TMT  Chemotherapy
1 (n =188) (n =188)
ol LS 0S events, n (%) 67(356)  101(537)
R 165.8%  Median0S, mo (95% Cl)  NR(215-NE) 174 (157-204)
g 18-mo OS rate, % (95% CI) 65.8 (56.3— 72.3)48.0 (40.2- 55.4)
= oo
wv
- | HR 0.60 (95% Cl: 0.4 - 0.82)
3 1 0, . -
48.0% two-sided P = 0.001*
20 Sac-TMT I
Chemotherapy 1
+ Censored ]
01— T T T T T 4 T T
0 3 6 9 12 15 18 21 24
Time (Months)
No. at risk
Sac-TMT 188 184 167 158 147 127 75 25 0
Chemotherapy 188 180 162 147 132 110 57 13 0

Data cutoff: July 06, 2025; the pre-specified 1A of 0S.

“Based on pre-specified OS IA, two-sided P value was less than the pre-specified efficacy boundary to achieve statistically significant improvement (two-sided alpha level of 0.0124 determined by the O'Brien-Fleming alpha spending function).

NE, not evaluable; NR, not reached.
Professor Li Zhang

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



Conclusiones

Existen importantes avances en el conocimiento de la identificacion
molecular en adenocarcinoma de pulmoén tanto en enfermedad virgen
de tratamiento como en las previamente tratadas.

El desarrollo de nuevas moléculas a partir de este conocimiento ha
demostrado beneficios que impactan en los resultados terapeuticos.

Es crucial considerar el testeo molecular al diagndstico vy,
eventualmente a la progresion, teniendo en cuenta el uso de NGS o
tejido tumoral de rebiopsia cuando sea posible.




