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BIOMARCADORES

Pembrolizumab

HER2 Trastuzumab PDL1 | Nivolumab FGER2b
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Biomarcadores a futuro:

Biomarcadores Establecidos: Biomarcadores Emergentes: :
- FGFR2

- HER2 - Claudina 18.2
- PDL1
- dMMR/MSI-H

- VEB - NGS
- ctDNA
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HER2 gene
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Nucleus Nucleus

Amplification - multiple HER2 genes
] ion - many HER2 Pt

Test for HER2 protein
overexpression by IHC
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Surgical specimen
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Heterogeneidadntratumoral, espacial y temporal.

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)

Test for HER2 gene 1
amplification by FISH *

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

Negative
(HER2/CEP17<2)

Positive

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

(HER2/CEP1722)

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

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

3+
Eligible for
Trastuzumab therapy

Spatial HER2 heterogeneity

Temporal HER2 h

Intratumoural Concurrent
HER2 heterogeneity genomic alteration
Primary Metastatic lesion

Intrapatient HER2 heterogeneity
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Median HR(95%Cl)  pvalue
overall
survival

nm

— Trastuzumab 167 . 138 /| 074(0-60-0.91) 00046
) pluschtrhnmhenw i o 12 o Cape-P/FP 11.1 HR =0.74 J
> Ehemstongysibon 150 ’ Cape-P/FP-trastuzumab 13.8 p<0.01
3 S
¥ XFLOX 10.5 ~
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$ 04 Heterogeneidadntratumoral
el JACOB? o ; x
02- Activacion aberrante de via PIK3@8wnstreamn)
011 P
11 1138 TyTAN4 o s .
L YR R o i g e e, o e g g . Amplificacion simultanea de EGFR, MET y CCNE1 x
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Number at risk Tk iivhn)
Trastuzumabplus 294 277 246 209 173 147 113 90 71 56 43 30 21 13 12 6 4 1 0 GATSBY® Perdida de positividad bajo presion de x
hemoth .
Chemotherapy 290 266 223 185 13 117 90 64 47 2 24 16 14 7 6 5 0 0 0 tratamiento conTrastuzumat§30%)
alone WIOG7112G8 R=1.230 x
(Ph 1) TTESTOZUTTa0 5YS p=0.199

1.Bang YJ, et dlancet2010. 2HechtJR, et al. @linOncol2015. 3. Tabernero J, et AhncetOncol2018. 4.SatohT, et al. &lin Oncol2014. 5ThussPatienceP, et al.
LancetOncol2017. 6 MakiyamaA, et al. LlinOncol2020.
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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 Janjigiany, et al, ESMO 202Rnijigiany, et alLancet2023.LonardiS, et al, ESMO 2024. [ NS
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w . 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:-:;:“- 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
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1 1 1
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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
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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,
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Pooja Bhagia, Sun Young Rha, on behalf of the KEYNOTE-811 Investigators*

POBLACION GLOBAL (ITT) OverallSurvivalin KeySubgroupsat

. FinalAnalysis(ITT
100% [ AM2enEs1eY ysis(ITT)
o0% | T26% - resrenaeala)] [ieaaa ooR] ganeil s Events/Patients, N HR (95% CI)
(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)
o 704 Sex
£ 60% - 17.0% 36-mo rate !
& CR ~e 601 24% Female 109/134 0.53 (0.36-0.78)
® ° 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)
10+ Ract of Ward 201927 - 065 (0 49-0 86)
10% 4 0 T T T T T T T T T7 T T T T T T T T ~ PD-L1 Status o 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 Janjigiar, et al, ESMO 202RnjigiarY, et alLancet2023.LonardiS, et al, ESMO 2024.
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POBLACIONS [ M / t { X M

0s PFS ORR and DOR
Events, n (%) Median (95% Cl), mo Events, n (%) Median (95% Cl), mo Responders, n Median DOR (range), mo
Pembrolizumab group 226 (76%) 201(17.8-22.9) Pembrolizumab group 221 (74%) 109 (85-125) Pembrolizumab group 218 11.3(1.1+ -0 60.8+)
Placebo group 244 (82%) 15.7 (13.5-18.5) Placebo group 226 (76%) 73(6.8-84) Placebo group 173 9.5(1.4+ 10 60.5+)
1004 1004
[ HR 0.79 (95% CI, 0.66-0.95) ] HR 0.72 (95% CI, 0.60-0.87) 100%) A14.7% (7.1-22.2)
90 901 12-mo rat i}
12-mo rate ':':" e 90%
80 69% - 7
61% 24-mo rate i 33% 24-mo rate 80% 132% (81-1-18)
70: 43% 704 24%
3;:»:, 36-mo rate 14% 36-mo rate — 0% R 58.4% (52.6-64.1)
60. 20% 604 19% 3
- 23% 2 11% 2 o
o 50 o5 504 =3 - S
O a = 50% PR
o 3
40: 40 o PR
o 40%
30 \“ 304 ©
w"“'"l-ll-l.llq. may 30%
20 '.'.“g . 204 -‘u"‘w.m.lum_‘_.u_u_._u_,
Ly, 20% . .
1 o ST TET I ]
b i Sinergia con PDL1
T TS T 17T 5 N U LUNNEL B I B B B B N B ) 0. LB T 17T T S S T R
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 0% *850/ PDLl C
No. at Risk Months No.at Risk Months Pembrolizumab Group Placebo Group 0 R&
298 265 207 166 127 102 78 59 48 32 5 0 298 2200 123 73 60 50 3% 28 19 12 2 0 N =298 N =296
266 244 180 135 104 8 63 50 30 13 3 0 26 152 78 45 29 23 18 4 13 6 2 0
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N = 208 N = 296 N =52 N =52
PFS, median (95% CI), mo m 9.5 (8.3-12.6) 95 (7.9-13.0)
HR (95% CI) 072 (0.60-0.87) 0.9 (0.62-1.56)
08, median (95% CI), mo 201 (179229)  157(135185) |  18.2(139-229) 204 (16.4-24.7)
HR (95% CI) 0.79 (0.66-0.95) 110 (0.72-1.68)
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Humanized anti-HER2 1gG1 mAb
with same AA sequence as
trastuzumab

o
,/ Tetrapeptide-based cleavable linker OH
N
D O
() Q) 1 o o o N
w\/\/\)ln’\‘rUn W"o'\(:
® ® ) "o N *" o J
&)
—
B Cysteine residue m’\fu
@~ 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 regimens 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 '-------------—
- ORR(ICR) » 0S, PFS, safety j OS: 12.5m Vs 8.4m (HR 0. 59)|

I PFS:5.6m Vs 3.5m (HR 047)

©RosarioVidal Shitarak, et al. NEJM, 2028amaguchi K, et al. Ann Oncol 202058p0):abstrO-11 (ESME51 2020) pu—
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DESTINY-Gastric02

Trastuzumab deruxtecan in patients in the USA and Europe
with HER2-positive advanced gastric or gastroesophageal
junction cancer with disease progression on or aftera

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

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

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
d or metastatic gastric or GEJ cancer

study Secondary endpoints®

ric Van Cutsem, Maria di Bartolomeo, Elizabeth Syth, lan Chau, Haeseong Park, Salvatare Siena, Sara Lonardi, Zev A Wainberg,Jaffer Ajani, + Centrally confirmed HER2 positive .

Jorph e e g, vy O e S edon B oKt Gt disease (defined a5 IHC 3+ or IHG — BCELCICRE U — - ProbyioR

2+/ISH+) on biopsy after progression on . DOR
first-line trastuzumab-containing regimen . Safety
. ECOG ~ lcomes
— EMA
s + Primary al 1 (95% Cl,
¥ . 2140 APPROYED
ORR: 42%
£
: 0 Trastuzumab-deruxtecan en monoterapia esta indicado para el
€ - . . ’ .
tratamiento de pacientes adultos con adenocarcinoma gastrico o de
i la union gastroesofagica HER2-positivo avanzado que han recibido
‘g - una pauta previa con trastuzumab.
$ -6
3 ]
-m] 2345678 90112131415161718192021222324 252627 28293031 32 1334 3536 37 383040 41 424344 5253545556 07T TSI6 d DE ST I NY—GaStriCO4 (N CT04704934)
_________ mPFS: 5.6 mos; mOS: 12.1 mos PHASE 34ER2 positive metastatic/unresectable gastric/GEJ cancer (vs

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

©RosarioVidal VanCutserE, et al ESMO 2021. V@ntsen, et alLancetOncol2023. KUG, et al. ESMO 2022, s
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- AnticuerposhiespecificogzZanidatamalyorRr 849%)

- ADCSTDXdLLcORR 78%, 63%,58Disitamabvedotin -oRR 949X 0
- Combinaciones con Inmuro

Mecanismos de resistenci@rimaria/adquiridal

Activacion aberrante de via PIK3@Awnstream). Amplificacién simultanea de
9DCwX a9¢ €& //b9mX

ReBiopsia!
==y - GAST’HER24% tasa de conversion) .
) 1&2"“‘_& R R B, S Y ‘--_."_._M

©RosarioVidal 1. ElimovaE, et al. ESMO 2024.RnjigiarY, et al. ESMO 2024. 3. Li S, et al. ASCO 2024ijigiarY, et alCanceDiscover2018. 5HyungJ, et alCanceResTreat2024.
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Immune checkpoint inhibits T-cell activation Anti-PD-1 antibodies permit T cell

7 PDLl tS [ M It { K MY y ﬂ erercel i N e
e, 5[ m [ t{ x ‘

PD1 PD-L1

900

Anti-PD-1
antibody

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

High
F sample sites

i pecimen
i biopsy timing the early-stage or late-stage lemon
; Sample quality:

5
storagelima too long or too short i Urencied monceuionr ool +
H POL1pos momenecior cot @
| K cPs
i } : POLI pos T ot @) umor cels Tumor cell
= PD- L1 staining [:j:m PD- L1 staining PD- L1 staining 1 Lymphocytes
cPs= 100 ™s= 100 ic= Macrophages 400
Sample Biopsy TestingMethod  Interprotation and Reporting ot i s

Marei HE, et alCanceiCellint. 2023Apr 10;23(1):64Janjigiany. ESMO 2023.

Zeng Z et al. Front Oncol 2021;11:6504&4jjadiE.Ecancer2020.
©RosarioVidal



19%Jornadas HITOS o 2024
ONCOLOGICOS: pe™*

Cleje)

Key eligibility criteria

Inmunoterapia y otros avances CG avanza

NIVO 360 mg +

n=789 XELOX Q3W or
—

NIVO 240 mg +
FOLFOX Q2W?¢

Dual primary endpoints

NIVO + chemo vs chemo
* 0Sand PFS per BICR (PD-L1 CPS 2 5)

* Previously untreated, unresectable,
First-line nivolumab plus chemotherapy versus advanced or metastatic gastric/GEJ/ =833 XELOX Q3W or N .
. i ST . FOLFOX Q2W* Hierarchically tested secondary efficacy endpoints
chemotherapy alone for advanced gastric, gastro-
h | iuncti d h lad . * No known HER2-pasitive status N=2031
oesophageal junction, an O.esop ageal a enocarc"‘on:la * ECOG PS 0-1 - NIVO (1 mg/kg) + NIVO + chemo vs chemo NIVO + IPI vs chemo
(CheckMate 649): a randomised, open-label, phase 3 trial hesoe  MAICL LRI - Os(PO-LiCPs21,all - OS(PD-L1CPS 25,
Yelena ¥ janjigian*, Kohei Shitara®, Markus Moehler, Marcefo Garrido, Pamela Salman, Lin Shen, Lucjan Wyrwicz, Kensei Yamaguchi, Stratification factors NIVO 240 mg Q2W* randomized) all randomized)
Tomasz Skoczylas, Arinilda Campos amgngrmf- Tianshu Liu, Michael Schenker, Patricio Yanez, Mustapha Tehfe, Ruben Kowalyszyn,
Michalis inde 120-Cid, Erika Hitre, Kynan Feeney, James M Cleary, Valerie Poulart, + Tumour cell PD-L1 expression
Dana Cullen, Ming Lei, Hong Xiao, Kanmknnda Mingshun i Jaffer A Ajani (21% vs. <1%F)
+ Region (Asia vs. US/Canada vs. ROW)
+ ECOGPS (0vs.1)
0 + Chemo (XELOX vs. FOLFOX) PD'L1 CPS Z 5
A 100% ADC
(GC 70%; UGE 17B&ofagd.3%) 100
A PDL1CPS : 60% e
) 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
9 ]
] agencia espafola de & 30+
V] . medicamentos y 20
5 productos sanitarios
APPROVED 10
0 T T 1 1T 1 I 1 1 1 1T T 1 1 1T 1T 1T 1.1
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 473 440 380 315 263 223 187 161 141 118 105 100 94 81 66 53 37 24 17 6 2 0
Chemo 482 424353 275 215154 125 97 83 69 60 51 44 35 28 18 14 10 5 0 0 0

©RosarioVidal JanjigianYY et al. Lance2021;398:2740. MoehlerM. ESM0O2020, LBA
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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)

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

A PDL1CPS$ : #8%

©RosarioVidal RhaSY, et alancetOncoi2023;24:118105. e ———
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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

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, PDLL CRS WM

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

90
80+ 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)
60

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) ) (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

RhaSY, et al.ancetOncol2023,24: 118105, e ——
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5 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 QuiMZ, et al. BMJ 2024. Correa MC, et al. ESMO 2024 # 1 {3 e
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DualB

- Cadolinimab(Biespecificd®D1/CTLA4): COMPASSIONAEe 3,
Chinat-

- RilvegostomigBiespecificantiTIGITantiPD1): GEMINGastric
(substudy2)?. (ORR 67.5%)

-  DOM+ZIM+QT (antiTIGIT+antiPD1+QT): EGBSirié¢ (ORR 59%).
A Ongoingphase3: STAR21 (QTNivoVs QIDom-Zim)

- DNKO1 (nh DKK1)¥islgantiPD1): DisTinGuish(ORR 68%).
(DKK1 promueve el crecimiento tumoral creando un TME inmunosupresor)

&

©RosarioVidal 1-Ji J, et al. AACR 2024Ravera et al. ESMO2024: J&njigiar) et al. ASCO 2024 .Kempneret al. ASCO 2023. pumme
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Figure 4. Variables Potentially Associated With Benefit From ICl in Phase 3 Randomized Clinical Trials of AC Histology

C 7 [A] genefit trom 1c1 by variable Predictive value of each variable by study design
1 ia
Variable HR (95% C1) favorable | unfavorable

High

ws low

P | dMMR/MSI-H || 5% GGtagelv R e —

20% GGtage-lli B = et
7 (0] ag - g ma s Overall (primary)

900

High 0.73 (0.66-0.81) - 5 5 | 01+ chema vs chema

E 3 ICl vs chema

Low 0.95(0.84-1.07) —— - Head to head

Sex Overall (primary)

Y % I€1 + chemao vs chemao

Male 0.80 (0.74-0.87) - 3 E 4 €l vs chema

Female 0.90(0.79-1.04) i E Head to head

2 a : 1 Region Overall (primary)

JAMA Oncology | Original Investigation aia 075 (0.55.059) -+ fé | 11+ chema s chema
.. . . . b i ICl vs chema
Association of PD-L1Expression and Other Variables With Benefit s 035081057 Headtohead
. g =g . - Cwverall (primary)

From Immune Checkpoint Inhibition in Advanced Gastroesophageal Cancer Hoh 078057109 i
. . . . Low 0.88 (0.72-1.08) Head to head
Systematic Review and Meta-analysis of 17 Phase 3 Randomized No.metastases Overal riary)
.. . Low 0.76 (0.66-0.87) — g3 K cherows hemo
Clinical Trials High 0.83(0.72-0.96) —— e P
Prior surgery @ Overall (primary)

Yes 0.76 (0.64-0.51) R — s I€1 + chemao vs chemao

No 0.83 (0.76-0.81) - £ J‘éﬁimﬂ

- Liver metastasis Overall (primary)

P g | ICI+ chema vs chema

dMMR/MSI-H es el predictor e

Mo 0.75(0.63-0.90) e Head to head

Lauren classification a8 Overall (primary)

Intestinal  0.78 (0.68-0.90) — = | |01+ chema vs chema

is ICl vs chema

ey Head to head

Overall (primary)

de respuesta a inmunoterapia = 1

1 0.82(0.74-0.90 2 | 1c1+ chema vs chema
ya ( ! - 29 IClvs chema
o 0.84(0.70-0.99) —i—] Head to head
Chemotherapy 2 Overall (primary)
FOLFOX  0.81(0.71-0.93) —- 5§ I+ chema vs chema
5% IClvs chema
CAPOX  0.83(0.73-0.54) —m— g Head to head
Location e Overall (primary)
GEJ 0.81 (0.69-0.95) — 275 | €1+ chema vs chemo
2% IClvs chema
Gastric 0.83 (0.73-0.94) —-— == Head to head
Age,y | Overall (primary)
pres 0.82(0.76-0.89 E =2 | 101+ chema vs chema
{ ! = B IC1 v chema
265 0.83(0.74-0.94) —— z Head to head

0 05 08 15 0 -0 0 10 20 30 40 50 &

HR (95% Cl) Predictive value, %

Harry H.Yoonet al. JAMA Oncol 2022;8(10):145465

©RosarioVidal S
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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., etal. Annalsof Oncology 2022 FT EUrOpeReMDIONiZUMAD 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  shitaraJAMAONC012020,JanjigiarESMO 2021, MetanalysisPietrantonioESMO 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 ESMGOGastricCanceiLivingGuidelines (v1.4¢ September2024) S
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YO Claudina 18.2° |

c @ D High: 35%

Proteina de membranaomponente estructural . P p—— Dok oo

importante de las proteinas de union estrecha. ) L. EES e EE
Funcion de vallaregula la permeabilidad del tejido, el ABIH e . —
transporteparacelulaty la transduccion de sefiales. | s S

Expresada solo en mucosa gastrica ; e e /2 o
Se mantiene ge exponealurante la trasformacion =9 | e
maligna. Por tanto, se expresa efncer gastrico y | o |

UGHectopicamente expresada en otros tumokes s - ' ;L.'_au;},, o T
LF YONBLF &S /batX 2@FNRZ2X0 oo oo it oo

Expresion Claudina 18.2:

- High:tincion moderada o fuerte (2+/3+) eRT P’z |R S
lascélulas
©RosarioVidal
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Claudina 18.2 Mechanism of action
of zolbetuximab

A

Zolbetuximabh (first in clasg

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

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

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

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

Cycles 5+ (42 days/cycle)

Cycles 1-4 (42 days/cycle)

Cycles 9+ (21 days/cycle)

Cycles 1-8 (21 daysicycle)

b taining ) R cells with modarate-to-strong r
5 ::22:"0“‘5 e = 11 mermraar nous CLON18 2=
+ ECOG PS 0-1 Placebo IV Q3W + Placebo IV Q3W + G210
Steatification Factors mFOLFOX6 IV G2W 5-FU + folinic acid IV Q2We e o Faceh P':::e";‘g‘;giﬁ*

+ Region (Asia vs non-Asia)
* Number of organs w/ § §
metastases (0-2 vs 2 3) + Region (Asia vs non-Asia)
+ Prior gastrectomy (yes vs no) + 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

Stratification Factors

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

Cycles 9+ (21 days/cycle)

Cycles 1-8 (21 daysicycle)

©RosarioVidal AjaniJA, et al. ESMO 2023 (#LBABR)dickF, et al. ESMO 2023 (#LBA81)
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ONCOLOGICOS: N} or .
Claudina 18.2

Zolbetuximab+FOLFOX Zolbetuximab+CapeOX
“
107 12Month Zolbetuximab + | Placsbo * CAPOX CAPOX
091 PFS rate mFOLFOX6 | mFOLFOX6 091 12-Month Events/patients, /N 1461254 178/253
a 49.3% 8 38.5% No. events/no, patients 1571283 184282 o PFS rate Weckan PFE, mothe 52 630
08 Median PFS, months 104 894 346%vs 19.3% (3% CI) (146-000)  (614-811)
o o7 (95% C) (960-1252)  (8.21-1041) E 07+ : :ﬂwmc') 0682 0.545-0.854)
% 067 24-Month HR (95'% C1) 0.730 (0.587-0.907) - 06 i ue 0.0004
> . Prsre e Ll ; i 24Month
3 05 27.8% v8 14.0% i 05 | PFS rale
2 o é 04 ! 17.3%\:;59.3%
031 Zolbetuximab + £ o , '
ol —‘—'\—\_*‘_‘_ﬁ mFOLFOX6 i ' Zolbetuximab +
. 021 : CAPOX
047 IR P i i
. lacebo + 014 H
00T mFOLFOX6 : H P‘I:a:;zox +
) Trrrrrrrr1rrrrrr 1111171 Trrrrrrrrrrrrrrrrrrrrrrr11 n ! L
0 2 4 6 8 10 12 14 16 18 20 2 20 26 28 30 32 M 3B 3B 40 42 44 4 Il 00 LN N S N B E B B B BN B B B R B B SN B B B B B B B B N B R
ot 6 0123 45678 80NRNBWBBITBBN222UB52782003 2845 %T®
Months

©RosarioVidal AjaniJA, et al. ESMO 2023 (#LBABR)dickF, et al. ESMO 2023 (#LBAShjtaraK, et alLance2023;ShahM, et al.NatureMed 2023.
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ONCOLOGICOS: ”E’°"2 024

SPOTLIGHT
Zolbetuximab+FOLFOX

107 12-Month No. events/no. patients
09- 0 rate Median 05, months
(95% CI)
08+ HR (85% )
071 Pvalue
06 24-Month
OS rate

Probability of Overall Survival
=
o
1

Inmunoterapia y otros avances CG avanza

(0}

Zolbetuximab + |  Placebo +
mFOLFOX6 | mFOLFOX6
149283 1771282
1823 1554
(18.43-2290)  (13.47-1653)
0.750 (0.601-0.936)
0.0053

36-Month

L QS e

mFOLFOXE

2% %
02
014 a Placebo +
K mFOLFOXE
(11} o e o v e o e o o o ) s o e e o ) 2 ) e e 5 O s e S e
2 4 6 8 10 12 14 1% 18 2 4 % B N N U B B 4L
No.at Risk Months
Zobetuximab + 2832702 1241233217186178164152146135125117107 63 83 75 70 67 B2 58 40 42 34 230 7 23015151313 9 8 7 7 6 4 1 0
MFOLFOXE
P 6625324222 B17H58 876520000000

©RosarioVidal

Probabllity of OS

GLOwW
Zolbetuximab+CapeOX

08

08

o7

06

05

04

03

024

01

00

0167 181 168 152 136 125 115 104 82 &2

Zolbetuximab + Placebo +
CAPOX CAPOX

Z°'°°;";$";° + Events/patients, n/N 1447254 174253
Median OS, months 14.39 1216
12-Month (95% CI) (1220-1649)  (1028-1367)
OS rate HR (85% CI) 0.771 (0.615-0.965)
o v 51
aBok 58% vs 51% P-value 00118
24-Month
0S rate
29% vs 17%

T T Tt I T T T I T T Iy  E T I rrr rrrrrrr )
0 2 4 6 8 10 12 14 16 18 2 2 2 % 2 0 2 K k)
Months

254 3 226 211 200 193 187 171 150 138 126 108 100 &7 J 738N 20 WI2e 86 42222
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CORRESPONDENCE

Inmunoterapia y otros avances CG avanza

Zolbetuximab in Gastric or Gastroesophageal
Junction Adenocarcinoma

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) Patients Deaths (95% C1)
804 mo 804 mo
£ 70 Zolbetuximab + Chemotherapy 537 312 9.2 (8.4-10.4) £ 704 Zolbetuximab + Chemotherapy 537 377 16.4(15.0-17.9)
"3‘ o Placebo + Chemotherapy 535 369 8.2 (7.6-8.4) o Placebo + Chemotherapy 535 424 137 (123-153)
[ 5 & 1
s Hazard ratio for disease progression or death, E & Hazard ratio for death, 0.77 (95% Cl, 0.67-0.89)
g 50 0.71 (95% Cl, 0.61-0.83) S 50 :
-3
g 0] - g :
§ : 8 :
& 7 i § 304 b
204 H ' Zolbetuximab + chemotherapy !
| L 20 H ' .
10 H | H H i Zolbetuximab +
1 | L ] 10 H H : chemott
” H ' 8, Placebo + chemotherapy ' i ' Ol &
/S T T S W PR o (Rl W e SR Pevpy St VIR S, eper v I (N remey (Rl P romrem [ e 0 —r—r—r—p—t—t—r——r—r E —r—r—r—r———tr—r—r—1—+ F:"‘Ebo* t herap
Z o4 & B 1032 a6 18 20 2224960 25 30132534, 36 30 A0SR AL 46 4850052 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 54
Months ‘ Months
No. at Risk ‘ l j e
Zolbetuximab 537 459 397 321 249 183 145 120 100 82 72 S8 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 O
Placebo 935:474:400:300 220 148:101 82 59 46 37 30 222013 10 7 5,5 4 4 2 1 0.0 0 0 - 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
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DevelopmentalClaudinl8.2-targetedtherapies

Monoclonal antibodies . A

) v ] Bispecific antibodies
* Zolbetuximab ¢ LM-102 (Y ( Macrophage / orGT cell engagberu
» Osemitamab ZL-1211 fe °e Complement P ’ * Gresonitama
< ASKB589 « TORL2-307-MAB ~‘ . € g™ * QLS31905
* ABOT * SPX-101 e @ = ) pr— ’ * ASP2138
e MIL93  FL-301 (NBL-015) 4 “Q . . ¢ AZD5863

« DR30303 ¢ - ‘Eatme’ signal * Q1802
- « T)-CD4B
Anti-claudin 18.2/ « PT886
CDA47 bispecific antibody
¢ ﬂi
o3 T cell
> -

ADC . \

* SYSA1801 * JS107 / \ . i

« CMG901 « LM-302 ) oL, — W

«RCNI8 (TPX-4589) 4 [ , \ J

¢ TORL-2-307-ADC « EO-3021 S ] T cell

* SOT102 « |BI-343 S———— :

* SKB315

~ CD3
Anti-claudin 18.2 scFv \
.. [+—CD8a hinge region

~——CD28 transmembrane region
——CD28 co-stimulatory domain
"—-CD3& intracellular signal region Anti-CD3

CART
CARTcell  “CToa1 «MC002 7

 IBI345 « LB1908
* RDO7  « KD496
» CTO48

©RosarioVidal Nakayamd, et al.NatRev2023.
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Potential therapy algorithm accordingto biomarker status

1Ltherapyin advancedinresectablémetastaticmGGEJ ADC

CTx+
trastuzumab

CTx+
trastuzumab
+ pembro

—
CTx +
zolbetuximab

(" e s irer )
CTx + other
targeted

agsnt?
CTx +

pembro + 7

zolbetuximab

CTx +
pembro
M
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