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BIOMARCADORES

HER2 PDL1 FGFR2b

ctDNA
NGS
TMB, MSI,
dMMR/MSI-H ERBB2 amp,
FGFR2b amp,

Claudina 18.2

MET, NTRK efc.

GCP test

Timeline BK & clinical practice

BangYJ, et al. Lancet 2010. Le DT, et al. Science 2017. Sun JM, et al. Lancet 2021. Janjigian YY, et al. Lancet 2021. Rha SY, et al. Lancet Oncol 2023.
Shitara K, et al. Lancet 2023; Shah M, et al. Nature Med 2023. Wainberg ZA, et al. Lancet Oncol 2022. Sato Y, et al. J Clin Med 2023
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BIOMARCADORES
Pembrolizumab
HER2 Trastuzumab PDL1 | Nivolumab FGFR2b
ctDNA
NGS
dMMR/MSI-H ERBED s,
FGFR2b amp,

Claudina 18.2

Zolbetuximab GCP test

MET, NTRK efc.

Pembrolizumab

Timeline BK & clinical practice
Firstin class

BangYJ, et al. Lancet 2010. Le DT, et al. Science 2017. Sun JM, et al. Lancet 2021. Janjigian YY, et al. Lancet 2021. Rha SY, et al. Lancet Oncol 2023.
Shitara K, et al. Lancet 2023; Shah M, et al. Nature Med 2023. Wainberg ZA, et al. Lancet Oncol 2022. Sato Y, et al. J Clin Med 2023
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Updated targets and therapies in gastroesophageal cancer
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T-cell activation and anti-tumor response

Technologic advances in gastroesophageal cancer
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Biomarcadores Establecidos: Biomarcadores Emergentes: Biomarcadores a futuro:
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- PDL1
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15-20% GC

900

Normal Cell HER2+ Cell

HER2 receptor. -— HER2 receptor

HER2 gene. HER2 gene
(ERBB2) (ERBB2)
Nucleus Nucleus

Amplification - multiple HER2 genes
] pression - many HER2 Pt

Test for HER2 protein
overexpression by IHC

Inmunoterapia y otros avances CG avanzado

Surgical specimen

Biopsy

No membranous staining or staining
of < 10% of the tumor cells

No membranous staining or staining only
in rare cells (less than 5 cohesive cells)

Staining is weak or detected in only
one part of the membrane in 2 10%
of the cells

Staining is weak or detected in only one
part of the membrane of at least 5
cohesive cells

Moderate/weak complete or
basolateral membranous staining in
2 10% of the cells

Moderate/weak complete or basolateral
membranous staining of at least 5
cohesive cells

Strong complete or basolateral
membranous staining in = 10% of
the neoplastic cells

Strong complete or basolateral
membranous staining of at least 5
cohesive cells

[ T T ] Score
Negative Negative Equivocal Positive
Score 0 Score 1+ Score 2+ Score 3+ 0
Test for HER2 gene 1
amplification by FISH *
|
| | .
Negative Positive
(HER2/CEP17<2) (HER2/CEP1722)
3+
Eligible for
Trastuzumab therapy

Sobre-expresion Her2 depende de:
Localizacion (+ proximal)

Subtipo histoldgico (+ intestinal)
Grado de diferenciacion (+ 61-G2)

Factor prondstico controvertido

©RosarioVidal

Heterogeneidad intratumoral, espacial y temporal.

Spatial HER2 heterogeneity

Temporal HER2

h .

Intratumoural Concurrent
HER2 heterogeneity genomic alteration
Primary Metastatic lesion

Intrapatient HER2 heterogeneity

g Y

HER2-
targeted
therapy

HER2 (os

|

HER2-
targeted
therapy

Acquired
genomic
alteration

Nakamura VY, et al. Nat Rev Clin Oncol, 2021
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Events Median HR(95%Cl) pvalue

overall
sVl Line Treatment Arms Hazard Ratio
— Trastuzumab 167 | 138 | 074(0:60-091) 0-0046
;C’t»schirhnmher:jw . 12 o Cape-P/FP 11.1 HR =0.74 J
> SRRy SR Cape-P/FP-trastuzumab 13.8 p<0.01
Z |
-g XELOX 105 HR=001__ x
_ﬂ. 05-
S . .
§ 04- Heterogeneidad intratumoral
w
ko JACOB? x
02- Activacion aberrante de via PIK3CA (downstream)
014 P
11 1138 TyTAN? - . . x
T T e T e e e : Amplificacion simultanea de EGFR, MET y CCNE1
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Number at risk Tk iivhn) 5 . gna. Q g = 2
Trastuzumab plus 294 277 246 209 173 147 113 90 71 S6 43 30 21 B 1 6 4 1 0 GATSBY Perdida de positividad bajo presidn de x
chemotherapy .
Chematherapy 290 266 223 185 143 117 90 64 47 2 24 16 14 7 6 5 0 0 0 tratamiento con Trastuzumab (30%)
alone WIOG7112GS R=1.230 x
(Ph 1) TTESTOZUTTa0 5YS p=0.199

1.BangYJ, et al. Lancet 2010. 2. Hecht JR, et al. J Clin Oncol 2015. 3. Tabernero J, et al. Lancet Oncol 2018. 4. Satoh T, et al. J clin Oncol 2014. 5. Thuss-Patience P, et al.
Lancet Oncol 2017. 6. Makiyama A, et al. J Clin Oncol 2020.
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Pembrolizumab plus trastuzumab and chemotherapy for

v
HER2-positive gastric or gastro-oesophageal junction
adenocarcinoma: interim analyses from the phase 3

™ : o KEYNOTE-811 randomised placebo-controlled trial
Yelena Y Janjigian, Akihito Kawazoe, Yuxian Bai, Jianming Xu, Sara Lonardi, Jean Phillipe Metges, Patricio Yanez, Lucjan S Wyrwicz, Lin Shen,

Yuriy Ostapenko, Mehmet Bilici, Hyun Cheol Chung, Kohei Shitara, Shu-Kui Qin, Eric Van Cutsem, Josep Tabernero, Kan Li, Chie-Schin Shih,
Pooja Bhagia, Sun Young Rha, on behalf of the KEYNOTE-811 Investigators*

N

900

’ KEYNOTE-811 Study Design (NCT03615326)

Phase 3 Randomized, Placebo-Controlled

Key Eligibility Criteria

*Advanced, unresectable G/GEJ Pembrolizumab 200 mg IV Q3W +
adenocarcinoma Trastuzumab and FP or CAPOX?

*No prior systemic therapy in for up to 35 cycles
advanced setting

*HER2+ by central review (IHC 3+
or IHC 2+ ISH+) Placebo IV Q3W +
*ECOGPS0or1 Trastuzumab and FP or CAPOX?

for up to 35 cycles

Stratification Factors

* Geographic region Endpoints
*PD-L1 CPS <1 vs CPS 21 +Dual primary: OS, PFS

* Chemotherapy choice *Secondary: ORR, DOR , safety

Trastuzumab: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP: 5-fluorouracil 800 mg/m? IV on D1-5 Q3W + cisplatin 80 mg/m? IV Q3W. CAPOX: capecitabine 1000 mg/m? BID on D1-14 Q3W + oxaliplatin 130 mg/m? IV Q3W. PFS, ORR, DOR per
RECIST by BICR.

©RosarioVidal Janjigian Y, et al, ESMO 2023. Janjigian Y, et al. Lancet 2023. Lonardi S, et al, ESMO 2024.  pu—_—_
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Pembrolizumab plus trastuzumab and chemotherapy for

HER2-positive gastric or gastro-oesophageal junction
adenocarcinoma: interim analyses from the phase 3
KEYNOTE-811 randomised placebo-controlled trial

Yelena Y Janjigian, Akihito Kawazoe, Yuxian Bai, Jianming Xu, Sara Lonardi, Jean Phillipe Metges, Patricio Yanez, Lucjan S Wyrwicz, Lin Shen,

H ice - Yuriy Ostapenko, Mehmet Bilici, Hyun Cheol Chung, Kohei Shitara, Shu-Kui Qin, Eric Van Cutsem, Josep Tabernero, Kan Li, Chie-Schin Shih,
F I n a I An a Iys I S ° 50. 2 m o nt h S of fo I Iow u p Pooja Bhagia, Sun Young Rha, on behalf of the KEYNOTE-811 Investigators*

N

o))

10 1 POBLACION GLOBAL (ITT) - POBLACION GLOBAL (ITT
. Events, n (%) Median (95% Cl), mo 100 4 ( ) Events, n (%) Median (95% CI), mo
90 Pembrolizumab group 267 (76%) 200 (17.8-22.1) 0 4 T e, 256 (14%) 100 (86-122)
80 - 11:-:-;%nu Placebo group 288 (83%) 16.8 (14.9-18.7) o0 Placebo group 263 (76%) 8.1(7.045)
1
70 4 70 -
60 HR 0.80 (95% CI, 0.67-0.94) p=0.0040 (p-value bound 0.0201) 60 <
= : ul-m,:l‘. Met the pre-specified criteria for significance at final analysis bt 33.""’ rate
g @ : - £ w- b
I
40 - i ! o0 - ! [ HR 0.73 (95% CI, 0.61-0.87) J
! 1
30 - : i { 30 - i
1 1 1 1
20 H H T 20 - !
1 1 1
10 o ! ! ' 10 - 1
1 1 ] 1
0 ——r—rt——t+rr-rt-r-r—r—r—r—Tr—r—r—r— 0 T T T T T T Tt T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9 12 15 18 20 24 27 30 33 36 30 42 45 48 51 54 57 60 63 66
Ho. at Risk Months No. at Risk Months
350 i 243 192 144 16 B 52 " 32 & 0 350 Pl 139 4] ot s 3 % 19 12 2 0
8 2 20 165 125 102 2 5 ar 1 [ 0 a " @ * » “ “ E " s z L

©RosarioVidal Janjigian Y, et al, ESMO 2023. Janjigian Y, et al. Lancet 2023. Lonardi S, et al, ESMO 2024.  pu—_—_
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v Pembrolizumab plus trastuzumab and chemotherapy for
HER2-positive gastric or gastro-oesophageal junction
adenocarcinoma: interim analyses from the phase 3
KEYNOTE-811 randomised placebo-controlled trial

Yelena Y fanjigian, Akihito Kawazoe, Yuxian Bai, Jianming Xu, Sara Lonardi, Jean Phillipe Metges, Patricio Yanez, Lucjan S Wyrwicz, Lin Shen,

N

o))

Pooja Bhagia, Sun Young Rha, on behalf of the KEYNOTE-811 Investigators*

POBLACION GLOBAL (ITT) Overall Survival in Key Subgroups at

100% - Final Analysis (ITT)
I_ A 12.6% (5.6-19.4)
90% 72.6% 0 Responders,n  Median DOR (range), mo Events/Patients, N HR (95% ClI)
(67.6-77.2) Pembrolizumab group 254 11.3(1.1+ -t 60.8+) Overall 556/698 HH 0.80(0.67-0.94)
80% A 90+ Placebo group 200 9.5(1.4+1060.5+) Age, years
1 5:‘;_1:: ) a0 <65 318397 HH 0.72 (058-0.90)
_ 70% R (54.7-65.2) >65 2371301 0.99 (0.77-1.27)
© 704 Sex
= 60% A 17.0% 36-mo rate !
8 CR ~e 601 24% Female 109/134 0.53 (0.36-0.78)
R s 15% &
5_ 50% - 11.8% g s Male 446/564 0.92 (0.77-1.11)
o R P=) Race
40% 1 40 4 Asian 164/240 1.05(0.77-1.43)
Non-Asian 389/456 HH 0.72 (0.59-0.87)
30% 304 Geographic Region
204 e T T RTT T Europe/North America/Australia  193/224 0.79(0.60-1.05)
20% - i wia Asia 161/237 1.05(0.77-1.43)
104 Ract of Warld 204927 - 065 (0 49-0 86)
10% 4 0 T T T T T T T T T 7T T T T T T T T T ~ PD-L1 Status un 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 6 CPS 21 470/594 0.79 (0.66-0.95)
0% Ntk Months CPS <1 85/104 110 (0.72-168)
Pembrolizumab Group Placebo Group 254 181 109 2 3 8 35 % 18 ] 2 0 ~ MSI Status
N=350 N=348 209 131 7 I 21 2 18 15 12 5 1 0 Non-MSI-H 522/655 HH 0.83(0.70-0.99)
o.l1 Favors Pembrolizumab 4 Favors Placebo 1‘0
Group Group
©RosarioVidal Janiigian Y, et al, ESMO 2023. Janjigian Y, et al. Lancet 2023. Lonardi S, et al, ESMO 2024.
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Final Analysis: 50.2 months of follow-up

POBLACION PDL1 CPS > 1

Events, n (%) Median (95% CI), mo Events, n (%) Median (95% Cl), mo
Pembrolizumab group 226 (76%) 201(17.8-22.9) Pembrolizumab group 221 (74%) 109 (85-125)
Placebo group 244 (82%) 15.7 (135-18.5) Placebo group 226 (76%) 73(6.8-84)
1004 1004
0. [ HR 0.79 (95% Cl, 0.66-0.95) ] 90] HR 0.72 (95% Cl, 0.60-0.87)
12-mo rate 12-n!o rate
80 69% 804 46%
61% 24-mo rate 33% 24-mo rate
70: 43% 704 24%
35:»:, 36-mo rate 14% 36-mo rate
60 20% 604 19%
= 23% = 1%
o % & 5
o a
4 \ 404
30 \“.l 304
20 '.'.“g . 204 -‘u"‘w.m.lum_‘_.u_u_._u_,
10 104 L—‘—J—-._m_u
T T T 17T 5 N U LUNNEL B I B B B B N B ) '\lll T 17T T L G NI .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at Risk Months No.at Risk Months
298 265 207 166 127 102 78 59 48 32 0 298 2200 123 73 60 50 3% 28 19 12 2 0
266 244 180 135 104 8 63 50 30 13 3 0 26 152 78 45 29 23 18 4 13 6 2 0
. o
©RosarioVidal

Janjigian Y, et al, ESMO 2023. Janjigian Y, et al. Lancet 2023. Lonardi S, et al, ESMO 2024.
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Pembrolizumab plus trastuzumab and chemotherapy for
HER2-positive gastric or gastro-oesophageal junction
adenocarcinoma: interim analyses from the phase 3
KEYNOTE-811 randomised placebo-controlled trial

Yelena Y Janjigian, Akihito Kawazoe, Yuxian Bai, Jianming Xu, Sara Lonardi, Jean Phillipe Metges, Patricio Yanez, Lucjan S Wyrwicz, Lin Shen,
Yuriy Ostapenko, Mehmet Bilici, Hyun Cheol Chung, Kohei Shitara, Shu-Kui Qin, Eric Van Cutsem, Josep Tabernero, Kan Li, Chie-Schin Shih,
Pooja Bhagia, Sun Young Rha, on behalf of the KEYNOTE-811 Investigators*

ORR and DOR
Responders, n Median DOR (range), mo
Pembrolizumab group 218 11.3(1.1+ -0 60.8+)
Placebo group 173 9.5(1.4+ 10 60.5+)
100% D14.7% (7.1-22.2
g ( )
90%
73.2% (67.7-78.1)
80%
— 0% R 58.4% (52.6-64.1)
o
=
Y 60% i R
= 50% PR
s PR
& 0%
o
30%
20% . -
- Sinergia con PDL1
0%

Pembrolizumab Group

N =298

*85% PDL1CPS 21

Placebo Group
N =296
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Final Analysis: 50_2 months of fo"ow_up Pooja Bhagia, Sun Young Rha, on behalf of the KEYNOTE-811 Investigators*

PFS, median (95% Cl
HR (95% Cl)

08, median (95% Cl)
HR (95% Cl)

©RosarioVidal
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g D Pembrolizumab plus trastuzumab and chemotherapy for

HER2-positive gastric or gastro-oesophageal junction
adenocarcinoma: interim analyses from the phase 3
KEYNOTE-811 randomised placebo-controlled trial

Yelena Y fanjigian, Akihito Kawazoe, Yuxian Bai, Jianming Xu, Sara Lonardi, Jean Phillipe Metges, Patricio Yanez, Lucjan S Wyrwicz, Lin Shen,
Yuriy Ostapenko, Mehmet Bilici, Hyun Cheol Chung, Kohei Shitara, Shu-Kui Qin, Eric Van Cutsem, Josep Tabernero, Kan Li, Chie-Schin Shih,

o))

EMA
IPD-L1 CPS 21 ' APPROVED  pp.11cPps <

Pembrolizumab Group Placebo Group Pembrolizumab Group  Placebo Group

N = 298 N = 296 N = 52 N = 52
), Mo 10.9 (8.5-12.5) 7.3 (6.8-8.4) 9.5 (8.3-12.6) 9.5 (7.9-13.0)
0.72 (0.60-0.87) 0.99 (0.62-1.56)
Mo 20.1 (17.9-22.9) 15.7 (13.5-18.5) 18.2 (13.9-22.9) 20.4 (16.4-24.7)
0.79 (0.66-0.95) 110 (0.72-1.68)

Janjigian Y, et al, ESMO 2023. Janjigian Y, et al. Lancet 2023. Lonardi S, et al, ESMO 2024. _
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Humanized anti-HER2 1gG1 mAb
with same AA sequence as

trastuzumab
,/ Tetrapeptide-based cleavable linker oou
® @ o N
3 o W o % o N N
- Mvv\)luqruszk)[.»o«("
® ® 0 "o o *”r\o <
7%
no’\fo

B Cysteine residue

NH
@~ Drug/linker >
' o

Topoisomerase | inhibitor (DXd) payload oo
(exatecan derivative)
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Q @ »] Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*
Trastuzumab Physician’s Choice
Deruxtecan of Chemotherapy
Characteristic (N=125) (N=62)
No. of previous systemic therapies for advanced or
ORIGINAL ARTICLE metastatic disease — no. (%) |
2 66 (53) 38 (61)
A . 3 34 (27) 18 (29)
Trastuzumab Deruxtecan in Previously = 5(0) 6(10)
_ 1$1 1 y/ - Previous treatment — no. (%)
Treated HER2 POSIthC GaStrIc Cancer //. \‘ Therapy containing trastuzumab 125 (100) 62 (100)
K. Shitara, Y.-J. Bang, S. Iwasa, N. Sugimoto, M.-H. Ryu, D. Sakai, H.-C. Chung, \& 'f’," Therapy containing taxane 105 (84) 55 (89)
Therapy containing ramucirumab 94 (75) 41 (66)
Irinatecan or other topoisomerase | inhibitor §(6) 5(8)
Immune checkpoint inhibitor 44 (35) 17 (27)

Study objective

* To evaluate the efficacy and safety of trastuzumab deruxtecan (T-Dxd) in patients with
HER2-positive advanced gastric or GEJ adenocarcinoma

Trastuzumab  Physician’s Choice
Deruxtecan  of Chemotherapy

Variable (N=119) (N=56)
Key patient inclusion criteria
. Objective responsef
» Advanced gastric or GEJ i
adenocarcinoma (n=125) No. of patients 61 8
HER2-positive (IHC3+ or Percent of patients (95% Cl) 51 (42-61) 14 (6-26)
IHC2+/ISH+) R &St response — no. (%)
22 prior r_eg_i",‘e”‘“’ including a 2:1 Complete response 11 (9) 0
fluoropyrimidine and a .
platinum agent ks o Partial response 50 (42) 8 (14)
rinotecan or paclitaxel :
i _ ., ) Stable disease 42 (35 27 (48
Progression on trastuzumab (physician’s choice) (33) (48)
containing regimen (n=62) Progressive disease 14 (12) 17 (30)
(n=743) Could not be evaluated 2(2) 4(7)
PRIMARY ENDPOINT SECONDARY ENDPOINTS O S N N B B N N S B .
- ORR (ICR) » 08, PFS, safety j 0S:12.5m Vs 8.4m (HR0.59) |

I PFS:5.6m Vs 3.5m (HR 0.47)

©RosarioVidal Shitara K, et al. NEJM, 2020. Yamaguchi K, et al. Ann Oncol 2020;31(suppl):abstr O-11 (ESMO-G12020)  pumme



Inmunoterapia y otros avances CG avanzado

HER2+

19%Jornados HITOS |, 2024 N
ONCOLOGICOS: e g

N

900

-
T

DESTINY-Gastric02

Objective: To determine the efficacy and safety of T- monotherapy in Western patients with HER2 positive (IHC 3+, IHC

Trastuzumab deruxtecan in patients in the USA and Europe
with HER2-positive advanced gastric or gastroesophageal
junction cancer with disease progression on or aftera
trastuzumab-containing regimen (DESTINY-Gastric02): Key eligibility criteria Primary endpoint

primary and updated analyses from a single-arm, phase 2 * Pathologically documented, unresectable + Confirmed ORR by ICR
stu dy or metastatic gastric or GEJ cancer

2+/ISH+), unresectable or metastatic gastric or GEJ cer who progressed on or after a trastuzumab-containing dose

Secondary endpoints®
—— IR LTGROk, - PFSbyICR

Eric Van Cutser, Maria di Bartolomeo, Elizabeth Smyth, lan Chav, Haeseong Park, Salvatare Siena, Sara Lonard, Zev A Wainberg, Jaffer Ajari, Centrally confirmed HER2 positive
Joseph Chaa, Yelena Janjgian, Amy Qin,Jasmeet Singh, Ferdous Barlaskar, Yoshinari Kawaguchi, Geaffrey Ku disease (defined as IHC 3+ or IHC

2+/ISH+) on biopsy after progression on CD)(S)R
first-line trastuzumab-containing regimen . Safety
~ fcomes
- ECOG l? l ‘
e + Primary 4l 1 (95% Cl,
& 27.3-49. D
% ] ORR: 42% APPROYED
3 Trastuzumab-deruxtecan en monoterapia esta indicado para el
£
tratamiento de pacientes adultos con adenocarcinoma gastrico o de
£ la union gastroesofagica HER2-positivo avanzado que han recibido
‘g - una pauta previa con trastuzumab.
< 5o
g B L o o e -
12345678 91011213141516171819202122 2324252627 282930 31 2 3343536373839 4041 424344 5253545556 071273 TST6 d DEST I NY—GaStr|CO4 (N CT04704934)
_________ mPFS: 5.6 mos; mOS: 12.1 mos PHASE 3: HER2 positive metastatic/unresectable gastric/GEJ cancer (vs

ramucirumab and paclitaxel) 2L.
* Central HER2 confirmation by fresh biopsy after PD on trastuzumab is required

©RosarioVidal Van Cutsem E, et al ESMO 2021. Van Cutsem E, et al. Lancet Oncol 2023. Ku G, et al. ESMO 2022. e ——
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P

vas estrategias

e

Anticuerpos biespecificos (Zanidatamab —-oRR 84%-1)

- ADCs (TDXd 1L -ORR 78%, 63%,58%-2, Disitamab vedotin -ORR 94%-3...)
- Combinaciones con Inmunoz23

Mecanismos de resistencia (primaria/adquirida)*

Activacion aberrante de via PIK3CA (downstream). Amplificacién simultanea de
EGFR, MET y CCNE1...

Re-Biopsia!

- GASTHER2° (4%‘tasa de conversidn) .

": e .,,._'-l ..‘,"F!' 1 ) - ki g
i ﬁ‘_‘ R ol R ot eS8 s T £ P -_.‘___.._M

©RosarioVidal 1. Elimova E, et al. ESMO 2024. 2. Janjigian Y, et al. ESMO 2024. 3. Li S, et al. ASCO 2024. 4. Janjigian Y, et al. Cancer Discover 2018. 5. Hyung J, et al Cancer Res Treat 2024.
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©RosarioVidal —
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¢ Determinacion Complicada

PDL1 CPS > 1: 80%
PDL1 CPS =2 5: 60%

900

N

High 1 h
F sample sites
i pecimen
i biopsy timing theaaﬂy-m;geoflatn-sugelesm
; Sample quality:

storagelima too long or too short §

E

i J

Sample Biopsy

Marei HE, et al. Cancer Cell Int. 2023 Apr 10;23(1):64. Janjigian Y. ESMO 2023.

©RosarioVidal
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Immune checkpoint inhibits T-cell activation Anti-PD-1 antibodit

permit T cell

Immune anack

Tumor cell Activated T cell

Tumor cell death

=i

Anti-PD-1
antibody

PD1 PD-L1

Fig. 1 Immune Checkpoint Inhibitor against Tumor Cell. Through the interaction between PD-1 expressed on the surface of T cells and PD-L1
expressed on the surface of tumor cells, the immunological checkpoint prevents T-cell activation. Through contact between PD-1 on the surface of
T cells and anti-PD-1 antibodies, T cell activation and immunological attack are enabled

INMUNOTERAPIA

[T p—
[Errspa——
CPS
Unsuned v ct @)
PoL pon T cot @) umoe cells Tumor cel
[mprocyes
PD- L1 staining PD- L1 staining PD- L1 staining 'v"'v'-wv!
. rophages " Macrophages
ore Viabie tumor celis e e Viable tumor cells 10 tumor area "

Zeng Z et al. Front Oncol 2021;11:650481. Sajjadi E. Ecancer. 2020.
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First-line nivolumab plus chemotherapy versus
chemotherapy alone for advanced gastric, gastro-
oesophageal junction, and oesophageal adenocarcinoma
(CheckMate 649): a randomised, open-label, phase 3 trial

Yelena ¥ janjigian*, Kohei Shitara, Markus Moehles, Marcelo Garrido, Pamela Salman, Lin Shen, Lucjan Wyrwicz, Kensei Yamaguchi,
Tomasz Skoczylas, Arinilda Campos Bmgngrmfv Tianshu Liu, Michael Schenker, Patricio Yanez, Mustapha Tehfe, Ruben Kowalyszyn,

Michalis V' inde 1z0-Cid, Erika Hitre, Kynan Feeney, James M Cleary, Valerie Poulart,
Dana Cullen, Ming Lei, Hong Xiao, Kanmknnda Mingshun L Jaffer A Ajani

e 100% ADC
(GC 70%; UGE 17%; Esofago 13%)

* PDL1CPS=5:60%

EMA

APPROVED

©RosarioVidal

agencia espafola de
medicamentos y
. productos sanitarios

Janjigian YY, et al. Lancet

Cleje)

Key eligibility criteria

* Previously untreated, unresectable,
advanced or metastatic gastric/GEJ/
esophageal adenocarcinoma

* No known HER2-pasitive status

* ECOG PS5 0-1

Stratification factors

+ Tumour cell PD-L1 expression
(21% vs. <1%0)

+ Region (Asia vs. US/Canada vs. ROW)
+ ECOGPS(0vs. 1)
+ Chemo (XELOX vs. FOLFOX)

Inmunoterapia y otros avances CG avanzado

Dual primary endpoints
NIVO 360 mg +

n=789 XELOX Q3W or NIVO + chemo vs chemo
NIVO 240 mg + * 05 and PFS per BICR (PD-L1 CPS 2 5)
FOLFOX Q2W**
=833 :‘::FD o Q;:V?’-r' Hierarchically tested secondary efficacy endpoints
N=2031
NIVO (1 mg/kg) + NIVO + chemo vs chemo NIVO +IPI vs chemo
ooy DAL LI | © os(PoLiCPs21all  « OS(PDLICPS 25,
— NIVO 240 mg Q2We randomized) all randomized)
PD-L1CPS 25
w
Bl (n = 482)
90 Median 0S,2 mo, 14.4 11.1
80 | 95% CI 13.1-16.2 10.0-12.1
HR (95% CI) 0.70 (0.61-0.81)
&g 70
©
S 60 4
E 57%
S 50
w
T 40
1~
[}
& 30
20
10 o
0 | T 1 I 1 1 1 1 1T 1T 17 T 1T 1 11
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Months
NIVO + chemo 473 440 380 315 263 223 187 161 141118 105100 94 81 66 53 37 24 17 6 2 0
Chemo 482 424 353 275 215 154 125 97 83 69 60 51 44 35 28 18 14 10 5 0 0 0

2021;398:27-40. Moehler M. ESM02020, LBA6
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chemotherapy for HER2-negative advanced gastric cancer

(KEYNOTE-859): a multicentre, randomised, double-blind,
ﬂ phase 3 trial

Sun Young Rha, Do-Youn Oh, Patricio Yafiez, Yuxian Bai, Min-Hee Ryu, Jeeyun Lee, Fernando Rivera, Gustavo Vasconcelos Alves, Marcelo Garrido,

Cleje)

Kai-Keen Shiu, Manuel Gonzdlez Ferndndez, Jin Li, Maeve A Lowety, Timugin i, Felipe Melo Cruz, Shukui Qin, Suxia Luo, Hongming Pan,
Zew AWainberg, Lina Yin, Sonal Bordia, Pooja Bhagia, Lucjan S Wyrwicz, on behalf of the KEYNOTE-859 investigators*

Pembrolizumab 200 mg IV Q3W
for =35 cycles (~2 yr)
+

Key Eligibility Criteria

* Histologically or cytologically conﬁmledf

the stomach or GEJ Chemotherapy® (FP or CAPOX)
* Locally advanced unresectable or metastatic disease
* No prior treatment
* Known PD-L1 status (assessed cenfraly using PD-L1 IHC 22C3) Placebo IV Q3W

for =35 cycles (~2 yr)
+

Chemotherapy? (FP or CAPOX)

* HER2-negative status (assessed localy)
* ECOGPS0Oor1

Stratification Factors * Primary End Point: 0S
* Geographic region (Europeflsrael/North America/
Australia vs Asia vs rest of world) + Secondary End Points: PFS,° ORR.? DOR.® and safety

* PD-L1 CPS (<1 vs 21)
* Choice of chemotherapy?® (FP vs CAPOX)

* 100% ADC
(GC 79%; UGE 21%)

* PDL1CPS=1:78%

©RosarioVidal Rha SY, et al. Lancet Oncol 2023;24:1181-95.  pu——
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" Pembrolizumab plus chemotherapy versus placebo plus
chemotherapy for HER2-negative advanced gastric cancer
(KEYNOTE-859): a multicentre, randomised, double-blind,
phase 3 trial

19%Jornadas HITOS o 2024 d
ONCOLOGICOS: pe™® g

Cleje)

Sun Young Rha, Do-Youn Oh, Patricio Yafiez, Yuxian Bai, Min-Hee Ryu, Jeeyun Lee, Fernando Rivera, Gustavo Vasconcelos Alves, Marcelo Garrido,
Kai-Keen Shiu, Manuel Gonzélez Ferndndez, Jin Li, Maeve A Lowery, Timugin Cil, Felipe Melo Cruz, Shukui Qin, Suxia Luo, Hongming Pan,
Zev AWainberg, Lina Yin, Sonal Bordia, Pooja Bhagia, Lucjan 5 Wyrwicz, on behalf of the KEYNOTE-859 investigators*

OS,PDL1CPS 21

Events Median overall survival (95% CI) HR (95% CI)

90
804 12 months Pembrolizumab 464  13.0 months (11-6-14-2)

0-74 (0-65-0-8
704 52% (95% Cl 48-56) Placebo 526 114 months (10-5-12-0) 74(065-084)

46% (95% C1 42-50) 24 months

30% (95% C126-33)
18% (95% C115-21)

| b |
104 | {
0 L 1 . 1 U 1 1 U | J 1 ) ‘ 1 1
0 5 10 15 20 25 30 35 40 45 50

Number at sk APPROVED

Overall survival (%)
(%]
=]
1

]
[=]
|

(number censored)
Pembrolizumab 618 511 383 269 192 121 81 46 17 3 0
(0) (0) (0) (0) (24) (66) (88) (114) (137) (151) (154) Diciembre 2023
Placebo 617 493 339 206 126 66 41 20 7 0 0
(0) (5) (6) (6) (27) (51) (62) 74) (84) (91) (91)

©RosarioVidal Rha SY, et al. Lancet Oncol 2023;24:1181-95.  pum——
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L RATIONALE 305 Disefio

LOAS TN Primary

Criteria TIS 200 mg IV Q3W Endpoint
= 2 + CT (oxaliplatin +

= Histologically - OSin

capecitabine or Ay
confirmed cisplatin + PD-L 1—positive

" GC/GEJC  fisrourncii® (PD-L1 TAP
Tislelizumab plus chemotherapy versus placebo plus chemotherapy E uded =t s score 25%)
. . atients with tianancatrecimon Al

as first line treatment for advanced gastric or gastro-oesophageal :'?F R2-positive D) unti unacceptabie tocity enalyses ot
N N 3 A umours or disease progression
junction adenocarcinoma: RATIONALE-305 randomised, double No previous secondary

. . therapy for PBO IV Q3W ndpoints
b|||"|d’ phase 3 tﬂal unresectable, + CT (oxaliplatin + - PFS®

locally advanced capecitabine or - ORR®
or metastatic cisplatin + -
GC/GEJC 5-fluorouracil)* 2o

- Safety

Miao-Zhen Qiu,' Do-Youn Oh,’ Ken Kato,’ Tobias Arkenau,” Josep Tabemero,”

Stratification Factors:

+ Regions of enrolment: China (including Taiwan) vs Japan and
South Korea vs US and Europe and other regions

PD-L1 expression (PD-L1 score 25% vs PD-L1 score <5%)
Presence of peritoneal metastasis (yes vs no)
Investigator-chosen CT g e or 1+
5-fluorouracil)

Figure 2. Kaplan-Meier Curves of OS at 3-year Follow-up

1004 All Patients® 1004 PD-L1 TAP Score 25%
504 TISPlusCT  PBO Plus CT 504 TISPlus CT  PBO Plus CT
(n=501) (n=498) (n=274) (n=272)
&0 Events 396 430 80+ Events 209 233
70 : 704 -
Madian OF, mo Madian OS5, mo
— 60d (95% Cl) 15.0 (13,6, 16.5) 12.9(12.1, 14.1) 604 (95°% Cl) 16.4 (13,6, 19.1) 12.8 (12,0, 14.5)
g 50 HR (85% CI) 0.79 (0.69, 0.90) g 504 HR (85% CI) 0.71 (0.59, 0.86)
40| 404
30| 30+
20 204
10 =TS Plus CT 10 —msPuscT
7| —PBOPRSCT 1 —rEOPUsCT
+—F T L e T L S e e e T I e
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 0 2 4 B B 1012 14 16 18 20 22 24 25 28 20 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62
Time (Months) Time (Months)
Numbsr of Patients at Rk Humber of Patents o Risk:
TIEPWS CT S 477 &45 44 355 316 276 254 208 200 179 1856 154 134 127 17 109 103 94 & T4 S &7 ¥ 3 M 18 13 & 4 1 o TEPLsCT IT& 63 M7 22 199 178 158 W5 133 12 109 M@ &7 B 81 77T T &9 65 5 48 M ¥ I 1% 15 12 @ & a 1 o
PEOPLSCT 436 472 41 338 344 304 284 218 188 #55 136 190 109 90 85 74 B8 60 59 52 M B XN M 19 # 12 T ¥ 1 0 0 PEOPUSCT 272 261 238 H5 190 163 148 120 90 B} &0 50 53 61 44 42 3 % 35 M 2 B 7 W 12 7 & 4 i 0 0 0
HR values are stratified. * ITT analysis sel. CcL interval, CT, HR, hazard ratio; ITT, intent-lo-treat; mo, months; OS, overall survival, PBO, placebo; PD-L1, programmed death-ligand 1; TAP, Tumor Area Positivity, TIS, tislelzumab.

©RosarioVidal Qui MZ, et al. BMJ 2024. Correa MC, et al. ESMO 2024 #1437
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Dual Blockade / New targets / Next generation drugs

- Cadolinimab (Biespecifico PD1/CTLA4): COMPASSION15 (fase 3,
Chinalt

- Rilvegostomig (Biespecifico antiTIGIT/antiPD1): GEMINI-Gastric
(substudy 2)2. (ORR 67.5%)

-  DOM+ZIM+QT (antiTIGIT+antiPD1+QT): EGDE-Gastric3 (ORR 59%).
- Ongoing phase 3: STAR-221 (QT-Nivo Vs QT-Dom-Zim)

- DNK-01 (inh DKK1)+Tisle(antiPD1): DisTinGuish?. (ORR 68%).

(DKK1 promueve el crecimiento tumoral creando un TME inmunosupresor)

z:...il.n-__'&.n. T § R, a____w

©ORosarioVidal 1-JiJ, et al. AACR 2024. 2- Rivera et al. ESM02024. 3-Janjigian Y et al. ASCO 2024. 4- Klempner et al. ASCO 2023.  pumsm
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D leIMR/lVlSI-H 5% GC Stage IV
v 20% GC Stage I-llI

900

JAMA Oncology | Original Investigation

Association of PD-L1Expression and Other Variables With Benefit

From Immune Checkpoint Inhibition in Advanced Gastroesophageal Cancer
Systematic Review and Meta-analysis of 17 Phase 3 Randomized

Clinical Trials

dMMR/MSI-H es el predictor
de respuesta a inmunoterapia
mas potente

Lo Harry H. Yoon et al. JAMA Oncol 2022;8(10):1456-1465
©RosarioVidal

Inmunoterapia y otros avances CG avanzado

Figure 4. Variables Potentially Associated With Benefit From ICl in Phase 3 Randomized Clinical Trials of AC Histology

[A] genefit trom 1c1 by variable

Variable  HR (95%C1)

MsI

High 0.35 (0.22-0.55)

Low 0.82(0.74-0.91)
PUSLICFS

High 0.73 (0.66-0.81)

Low 0.95 (0.84-1.07)
Sex

Male 0.80 (0.74-0.87)

Female 0.50 (0.79-1.04)
Region

Asia 0.79 (0.69-0.89)

Mon-Asia  0.89 (0.81-0.57)
PD-L1TPS

High 0.78(0.57-1.09)

Low 0.88(0.72-1.08)
No. metastases

Low 0.76 (0.66-0.87)

High 0.83(0.72-0.96)
Prior surgery

Yes 0.76 (0.64-0.91)

No 0.83 (0.76-0.91)
Liver metastasis

Yes 0.72(0.62-0.84)

No 0.75 (0.63-0.90)
Lauren classification

Intestinal  0.78 (0.68-0.50)
Diffuse  0.82(0.74-0.90)

ECOG PS
1 0.82 (0.74-0.90)
o 0.84(0.70-0.99)
Chemotherapy

FOLFOX 0.81(0.71-0.93)
CAPOX 0.83(0.73-0.94)
Location

GEJ 0.81(0.69-0.95)

Gastric 0.83(0.73-0.94)
Age,y

<65 0.82 (0.76-0.89)

265 0.83(0.74-0.94)

lu}
favorable

+T

+T

i
unfavorable

L

Predictive value of each variable by study design

Overall (primary)

= & | 101+ chema vs chema
224
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Head to head
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22 4
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@
2 F | 161+ chema vs chema
359 IC1 vs chema
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€1+ chema vs chema
ICl vs chema
Head to head

GElvs.
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<E5y
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Pembrolizumab in microsatellite instability high or mismatch repair deficient ‘
cancers: updated analysis from the phase Il KEYNOTE-158 study V| 1

@009

M. Maio™", P. A. Ascierto’, L. Manzyuk®, D. Motola-Kuba®, N. Penel’, P. A. Cassier®, G. M. Bariani’, A. De Jesus Acosta®, 'y
T. Doi’, F. Longo™®, W. H. Miller, Jr'™*?, D.-Y. Oh"*'***, M, Gottfried'®, L. Xu'’, F. Jin"’, K. Norwood'” & A. Marabelle™® j‘l) l’ l{‘)‘rl“l)
Table 3. Summary of efficacy outcomes by tumor types with the highest number of enrolled patients
Endometrial n = 68 Gastric n = 42 Small intestine n = 25 Qvariann = 24 Cholangiocarcinoma/ Pancreaticn = 22
biliary tract n = 22
ORR, % (95% Cl) 485 (36.2-61.0) 31.0 (17.6-47.1) 48.0(27.8-68.7) 33.3 (15.655.3) 40.9 (20.7-63.6) 18.2 (5.2-403)
Best objective response, n (%)
CR 10 (14.7) 4(9.5) 4(16.0) 3(125) 3(13.6) 1(4.5)
PR 23(338) 9(214) 8(32.0) 5(208) 6(273) 3(13.6)
50 13 (19.9) 7(16.7) 7(28.0) 2(83) 3(13.6) 3(13.6)
PD 19 (27.9) 15(35.7) 5(20.0) 12 (50.0) 8(36.4) 8(36.4)
Not evaluable 1(15) 1(24) - - - -
No assessment 2(29) 6(14.3) 1(4.0) 2(83) 2(9.) 7(31.8)
DOR, median (range), months NR (2.9 to 47.14) NR (6.3 to 51.1+) NR (2.1+ to 41.8+) NR (4.2 to 435+) 30.6 (6.2 to 40.54) NR (8.1 to 24.3+)
Median PFS, months (95% CI) 131 (4.8-34.4) 32(21-129) 23.4 (43-NR) 22(20-62) 42 (2.1-24.9) 21(19-34)
PFS rate =3 years’, % 339 285 49.1 292 127 NR
Median 0S, months (95% Cl) NR (32.4-NR) 11.0 (5.8-315) NR (16.2-NR) 336 (1L.O-NR) 194 (6.5-NR) 37(2.198)
05 rate >3 years', % 62.1 345 58.7 426 303 2.7

'+ indicates no progressive disease by the time of last disease assessment.
Cl, confidence interval; CR, complete respanse; DOR, duration of response; NR, not reached; ORR, ohJertiue response rate; 05, overall survival; PD, progressive disease; PFS, nrogression-free survival; PR, partial response; SD, stable disease.

*As per Kaplan—Meier method for censored data.

©RosarioVidal Maio, M., et al.Annals of Oncology, 2022. FT Europea Pembrolizumab o
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chemotherapy as first-line treatment for advanced
gastric cancer/gastroesophageal junction cancer/

I Nivolumab plus chemotherapy or ipilimumab vs |
esophageal adenocarcinoma: CheckMate 649 study

JAMA Oncology | Original Investigation

Efficacy by MSI status: NIVO + chemo vs chemo
Efficacy and Safety of Pembrolizumab or Pembrolizumab Plus XY

Chemotherapy vs Chemotherapy Alone for Patients et e
With First-line, Advanced Gastric Cancer i e L wan et % S i i
The KEYNOTE-062 Phase 3 Randomized Clinical Trial = W D S i

o MVO + chemo

2

Overall survival (%)
I
Overall survival (%)

IR EREERE]

g 8
A

VO + chemo
‘_\\“.\. 5

——_

2§ %
]
]
o 3

Figure 3. Overall Survival in Patients With MSI-H Tumors and PD-L1CPS of 1 or Greater

0 3 6 9 1215 18 21 24 27 30 W % W 2 45 O 1 6 9 1215182124 27 30 1 % 19 2 45 48 51
Moaths

E Pembrolizumab E Pembrolizumab and chemotherapy e

+ Longer median OS and higher ORR were observed in all randomized patients with MSI-H and MSS tumors with
NIVO + chemo vs chemo

B80- 80:
® = Pembrolizumab and chematherapy
< Pembrolizumab <
£ o z 6 Efficacy by MSI status: NIVO + IPI vs chemo
g 0 o MSI-H MsS
§ g
3 3
20 20 n 0%, " Fredian O, mo
e e
HR,0.20 (95%C1,0.11-081) HR,037 (95% C1,0.14.097) " 1,| Seavome " N gt )
oF L B Mu oW % & o6 1 B » N B @ L e o ® . oo ch
Time, mo Time, mo g ; H—.._M E‘ : \*
No. atrisk (No. censored) No. atrisk (No. censored) § “ £
Pembrolizumab 14(0) 13(0) 11(0) 10{0) 9(0) 4(33) 2(6) 0(9) Pembrolizumab 17 (0) 12(0) 12(0) 12(0) 8(0) 4(3) 1(l0) o(11) T o i .
Chemotherapy  19(0) 13(0) 9(Q) 740) 4(0) 3(1) 04 0(4) and chematherapy £ & .
Chemotherzpy 19(0) 13(0) 9(0) 7(0) 4(0) 3() 0() 0(4) . m ..
. " 0L
vﬂ 3 & 9 12 15 18 21 24 37 20 13 M 19 42 45 48 51 54 “o 3 & 9 1215 18 21 24 27 M 33 M 19 42 45 48 51 M
e ., i,

- Longer median OS5 and higher ORR observed in all randomized patients with MSI-H tumors with NIVO + IPI vs chemo,
although sample size was small

©RosarioVidal Shitara JAMA Oncol 2020, Janjigian ESMO 2021, Meta-analysis Pietrantonio ESMO Open 2021
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Advanced/metastatic
unresectable oesophageal,
oesophagogastric junction or

v1.4 - September 2024

gastric adenocarcinoma in
HER2-negative

—
‘ 1st-line treatment

Platin-fluoroprimidine doublet
ChT (a) [I, A]

Claudin18.2 positive 275% dMMR/MSI-high Claudin 18.2-, MMR-,
IHC 2+ or 3+ [ESCAT I-A (b)] [ESCAT I-A (b)] PD-L1-negative (CPS <1)

PD-L1-positive CPS 21
[ESCAT I-A (b)]

0]

Add zolbetuximab (e) jti PD-1ICI () Addition of docetaxel
[I, A; MCBS 2] CBS 3] in selected patients (g) [I, C]

For CPS 25, add PD-1 ICI (¢,d)
[, A; MCBS 4]
For CPS 1-4, consider adding
PD-1ICI (c,d) [B]

Radical resection to be

considered in highly selected
cases (h,i)

©RosarioVidal ESMO Gastric Cancer Living Guidelines. (v1.4 — September 2024) _
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Claudina 18.2

5 High: 35%

A

000

Proteina de membrana: componente estructural . P pr——— bomanez

importante de las proteinas de unién estrecha. am3 ... | ESS m e
Funcidn de valla: regula la permeabilidad del tejido, el YL R e \ et
transporte paracelular y la transduccién de sefales. Koo nmeene

Expresada s6lo en mucosa gastrica. e —— ke AN
Se mantiene y se expone durante la trasformacion =T | R A
maligna. Por tanto, se expresa en cancer gastricoy ; B ceere B

UGE (ectépicamente expresada en otros tumores — v i s pRack ol A
pancreas, CNMP, ovario...) e e

Expresion Claudina 18.2:
- High: tincion moderada o fuerte (2+/3+) en 275% de
las células.

©RosarioVidal s Nakayama |, et al. Nat Rev 2023.
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> Claudina 18.2 Mechanism of action

of zolbetuximab
zolbetuximab
g J‘% /JA\
FoyR+ Effector Cell f“’"‘” Complement

Zolbetuximab: (first in class)

Ac IgG1 quimérico

Citotoxicidad celular dependiente de anticuerpo (ADCC) y
citotoxicidad dependiente de complemento (CDC).

Adapted from Singh P et al. / Hematol Oncol. 2017; 10(1):105.

Study Design: SPOTLIGHT Study Design: GLOW

a i _hli g .
GlobaF, Randomized, Double-blinded, Placabo-controlled, Phase 3 Trial Global?, Randomized, Double-blinded, Placebo-controlled, Phase 3 Trial

Key Eligibility Criteria

+ Previously untreated LA
unresectable or MG/GE)

adenocarcinoma Planned
+ CLDN18.2+ (2 78% of (NS800)

tumor cells demonstrating
moderate-to-strong CLDN18

Key Eligibility Criteria

+ Previously untreated LA
unresectable or MG/GEJ Planned
adenacarcinoma (N = 500)

+ CLDN1B.2+ ( 75% of tumor

Zolbetuximab 600 mg/m? IV Q3W +
5-FU + folinic acid IV Q2We

Zolbetuximab 800/600¢ mg/m? IV Q3W +
mFOLFOX6 IV Q2W

Zolbetuximab 600 mg/m? IV Q3W
+ capecitabine®®

Zolbetuximab 800/600¢ mg/m? IV Q3W
+ CAPOX*/

Cycles 1-4 (42 days/cycle) Cycles 5+ (42 days/cycle)

Cycles 9+ (21 days/cycle)

Cycles 1-8 (21 daysicycle)

membranous staining " - cells with moderate-to-strong
- HER2—* " ma@mpam CLONA18 ->
+ ECOG PS 0-1 Placebo IV Q3W + Placebo IV Q3W + Gy
) ¥ & i - - HER2-¢ Placebo IV Q3W + Placebo IV Q3W +
Stratification Factors mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2W o CEEmmEs CAPOXs! capecitabiness

+ Region (Asia vs non-Asia)
* Number of organs w/
metastases (0-2 vs 2 3)

Cycles 1-4 (42 days/cycle) Cycles 5+ (42 days/cycle) Stratification Factors

+ Region (Asia vs non-Asia)

* Number of organs with
metastases (0-2 vs 2 3)

Primary Endpoint 'Key Secondary Endpoints ‘Secondary Endpoints Prior gasiraciomy (yes v no) Primary Endpoint Key Secondary Endpoints Secondary Endpoints'
- PFS' ©0S - TTCDinGHS/QoL, CORR'  + Salely . PR - 08 - TTCDinGHS/oL, < ORR® -+ Safely
PF, and 0G25-Pain « DOR' + PROs PF, and 0G25-Pain + DOR? + PROs

Mas poblacion asiatica

Cycles 9+ (21 days/cycle)

Cycles 1-8 (21 daysicycle)

+ Prior gastrectomy (yes vs no)

©RosarioVidal Ajani JA, et al. ESMO 2023 (#LBA82). Lordick F, et al. ESMO 2023 (#LBA81)
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SPOTLIGHT GLow
Zolbetuximab+FOLFOX Zolbetuximab+CapeOX
Zolbetuximab + |  Placebo +
107 Zolbetuximab + | Placebo * 7
0'9 Pr s mFOLFOX6 097 12:Month Evntstints, oN 146250 17625
97 , Median PFS, months ) 680
| 49.3% v8 38.5% No. events/no. patients 1571283 1841282 08 PRSate ey (680) (8l
08 Median PFS, months 104 894 | % s 19.3% e 0682(0545-0854)
0 o (95% CI) (969-1252)  (8.21-1041) g 07 ! Pualue 00004
£ HR (95% C 0.730 (0.587-0.90 . 06 :
5 8] ZP‘EQW P-v£|m ! (oom g ; o ; 24-Morth
P ) 2 o ! PFS rate
g 05 27.8% vs 14.0% 3 i 17.3% vs 9.3%
047 é 041 i :
g oy Zolbetuximab + & o i i
} i S mFOLFOX6 - ! H Zolbetuximab +
021 02- ' : CAPOX
. S | [
017 Placebo + 4 |
) O - ) | : "Goox
R A EEEEEE R 0123 456 78 91011121318 151617 181920212225 2425 25 27 28 20 30 31 32 33 34 35 % 37 38
Months
Months
©RosarioVidal Ajani JA, et al. ESMO 2023 (#LBA82). Lordick F, et al. ESMO 2023 (#LBA81) Shitara K, et al. Lancet 2023; Shah M, et al. Nature Med 2023.
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SPOTLIGHT
Zolbetuximab+FOLFOX

Inmunoterapia y otros avances CG avanzado

(0}

Zolbetuximab + |  Placebo +
mFOLFOX6 | mFOLFOX6

107 12-Month No. events/no. patients 149283 171082
09- 08 rate Median 0S, months 1823 1554
3 (95% CI) (1643-2290)  (1347-1653)
s W HR (65% O 0.750 (0.601-0.93%6)
3 o Pvalue 00053
= '}
g 05 24-Month -
3 i 0Srate g
5 % E
2 0 \_\ - 3%-Month g
3 3 L S e =
s %% 2% WFOLFOXE
& 2
[N
014 a Placebo +
5 nFOLFOXE
(———— T T T T T T
2 4 6 8 0 1© 1% 6 18 N % % B N N U B B N &
No.at Risk Months No. at Risk
Zobetwimab + 283270284255251241233217 166 178184152148 1351251171073 B3 TS TO BT B2 58 40 42 M4 230 7 3 05151313 ¢ § 7 7 6 4 1 0 Zobetuimsd + CAPOX
6 4222421018 1 0 0 36 3 8 8876520000000

©RosarioVidal

GLOwW
Zolbetuximab+CapeOX

Zolbetuximab + Placebo +
CAPOX CAPOX

10+
10"’3:';6";“ * Events/patients, n/N 1447254 1741253
08 Median OS, months 1439 1216
12-Month (95% CI) (1220-1649)  (1028-1367)
o8 OS rate HR (85% CI) 0.771 (0.615-0.965)
58% vs 51°
o7 CAPOX L3 Bl P-value 0.0118
08
24-Month
05 0S rate
29% vs 17%

044
034
024
014
ODlllYlllYlll'!111!|ll'll'lllllllll'[l

0 2 4 6 8 10 12 14 16 18 2 2 2 % 2 0 K K k)

Months
254 2 211203193187 171 150138 125108 100 87 80 &8 &1 47 38 1 27 2 ! 8 6 4 2 22 2 1
5% 0 197 181 168 152 136 126 115 104 82 82 70 W 49 « 7 ] L ¢

Ajani JA, et al. ESMO 2023 (#LBA82). Lordick F, et al. ESMO 2023 (#LBA81) Shitara K, et al. Lancet 2023; Shah M, et al. Nature Med 2023.
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Claudina 18.2

Zolbetuximab in Gastric or Gastroesophageal
Junction Adenocarcinoma

CORRESPONDENCE

A Progression-free Survival B Overall Survival
Median Median
100~ Progression-free 1004 Overall
90 No.of  No. of Survival %. No.of  No.of Survival
Patients  Events (95% Cl) T Patients Deaths (95% C1)
804 mo 80 mo
70 Zolbetuximab + Chemotherapy 537 312 9.2 (8.4-10.4) 204 Zolbetuximab + Chemotherapy 537 377 16.4(15.0-17.9)
Placebo + Chemotherapy 535 369 8.2 (7.6-8.4) Placebo + Chemotherapy 535 424 137 (12.3-153)

Hazard ratio for disease progression or death, Hazard ratio for death, 0.77 (95% Cl, 0.67-0.89)

0.71 (95% Cl, 0.61-0.83)

Percentage of Patients
@
o
1
Percentage of Patients
w
3
1

Zolbetuximab + chemotherapy

. 204 H ,
| H i Zolbetuximab +
104 L t 10 H ; ! ch {
' 8, Placebo + chemotherapy i ot Ol &
L S s s e S S S B e B S ) S S S S S S S S S R S ) 0 H H i Placebo + chemotherap
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 T S . | o e . I P S O S g P e L |
Months ‘ Months
No. at Risk ‘ l j e
Zolbetuximab 537 459 397 321 249 183 145 120 100 82 72 58 42 39 31 28 21 19 16 11 10 8 5 1 1 1 0
nab 537 497 462 427 387 343 303 273 249 213 174 159 140 109 96 75 60 47 39 30 25 20 14 10 7 6 3 0
Placebo 535474 400 300 220 148 101 82 59 46 37 30 22 20 1510 7 5 5 4 4 2 1 0 0 0 O ‘ 535 506 463 409 362 317 278 239 204 169 135 119 102 85 65 50 38 28 21 17 17 11 6 3 3 0 0 0

APPROVED

Septiembre 2024

©RosarioVidal ShitaraK, etal NEngl)Med 2024  pos—
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Developmental Claudin 18.2-targeted therapies

©RosarioVidal

Monoclonal antibodies - ) b

» Zolbetuximab
» Osemitamab
» ASKB589

« ABONM

* MIL93

ADC

« SYSA1801

* CMG901

« RC118

¢ TORL-2-307-ADC
* SOT102

* SKB315

* LM-102 Macrophaée ‘
o ZL1211 Complement /' ‘Don’ !
« TORL:2-307-MAB ‘ < € g™
« SPX-101 -0 | L
« FL-301 (NBL-015) AW, £~ .
« DR30303 o s . ‘'Eatme’signal
‘ V'Anti-claudin 18.2/
iCDM bispecific antibody
) =3 1
g iye T cel
( .
=
e/
* JS107 o \
« LM-302 b2
(TPX-4589)
« E0-3021 S| Tocell
« |BI-343

~——CD28 transmembrane region
——CD28 co-stimulatory domain
'—cos& intracellular signal region

CART
CARTcell  “CToa1 «MC002

 IBI345 « LB1908
* RDO7  « KD496
» CTO48

Nakayama |, et al. Nat Rev 2023.

- FO D3
Anti-claudin 18.2 scFv \
.. [+—CD8a hinge region

Inmunoterapia y otros avances CG avanzado

Bispecific antibodies
or T cell engagers

« Gresonitamab

* QLS31905

» ASP2138

* AZD5863

* Q1802

« TJ-CD4B

« PT886

Anti-CD3
Fc
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Potential therapy algorithm according to biomarker status

1L therapy in advanced unresectable/metastatic mG/GEJ ADC

CTx+
trastuzumab

CTx+
trastuzumab

+ pembro
All-negative (MMR-P, EBV-, HER2-)
—
CTx + |
zolbetuximab | °
B n=386
(" e s irer )
CLDN+ 106 CTx + other
i oo e = CLDN+ 1argette?d
MMR-D 22 \___2ge )
8 non +
m-- CLDN+ EBV cPs 25 26
s L7 CTx+
=2 s T W " oes | 2
Bz zolbetuximab
ereez
RHOA
| e CTx+
i e - pembro
- MMR-D EBV+ HER2 All-negative
B n=24 n=14 n=52 n=296
we (6.2%) (3.6%) (13.5%) (76.7%)
e CLDN+  25.0% 28.6% 231% 24.3% ?
= CPS25  83.3% 85.7% 50.0% 44.6%
coxe
wowz Figure 2. Relationship between CLDN and other biomarkers (A) and PD-L1 CPS (B). All-negative: negative for neither MMR-D, EBV nor HER2. CTx+ni
Geneaeras CLDN, claudin; CPS, combined positive score; EBV, Epstein—Barr virus; HER2, human epidermal growth factor receptor 2; MMR-D, mismatch repair deficient; MMR-P, x+nivo
A mismatch repair proficient.

“Patients with available CPS results.

©RosarioVidal

Kubota Y, et al. ESMO Open 2023

Lorenzana S, ESMO 2023
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ESMO Gastric Cancer Living Guideline

Advanced/metastatic

unresectable oesophageal, v1.4 - September 2024

oesophagogastric junction or
gastric adenocarcinoma in
HER2-positive (a) [ESCAT I-A (b)]

|

1st-line treatment

|

uoroprimidine doublet
ChT (c) [I, A]

PD-L1-positive CPS 21
[ESCAT I-A (b)]

PD-L1-negative CPS <1

Addition of trastuzumab
[I, A; MCBS 3]

Addition of trastuzumab and
PD-1ICI (d) [I, A; MCBS 2]

Radical resection to be
considered in highly selected
cases (e,f)

©RosarioVidal

Advanced/metastatic
unresectable oesophageal,
oesophagogastric junction or
gastric adenocarcinoma in
HER2-negative

!

1st-line treatment

v1.4 - September 2024

uoropri
ChT (a) I, A]

| A

PD-L1-positive CPS 21
[ESCAT I-A (b)]

For CPS 25, add PD-1 ICI (c,d)
II, A; MCBS 4]
For CPS 1-4, consider adding
PD-1ICl (c,d) [B]

]

Claudin 18.2-, MMR-,
PD-L1-negative (CPS <1)

Claudin18.2 positive 275%
IHC 2+ or 3+ [ESCAT I-A (b)]

dMMR/MSI-high
[ESCAT I-A (b)]

Cl (f) Addition of docetaxel
MCBS 3] in selected patients (g) [I, C]

Radical resection to be
considered in highly selected
cases (h,i)
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Mensajes para llevar a casa

v'  Biomarcadores obligatorios: MMR/MSI, HER2, PDL1, Claudina 18.2
1. Recomendable: VEB
2. A futuro: FGFR2b, otros

QT basada en FP y platino continda siendo el pilar de tto CG avanzado.
QT + antiPD1: aprobado 1L CG avanzado PDL1+. (CPS = 1, Pembro; CPS = 5, Nivo)

QT + Trastuzumab + Pembrolizumab: aprobado 1L CG avanzado HER2+/PDL1+

AN NN

QT+ Zolbetuximab: aprobado 1L CG avanzado Claudina 18.2 +

©RosarioVidal e
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Reflexiones

1. La Inmunoterapia vy | mnan parte de la practica

clinica en céncer géstr
/ a la terapia)

2. Garantizar la equidad

3. Nuevas estrategias patl Mo potenciales dianas

©RosarioVidal ...
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