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NUEVAS DIANAS:

- “Oncogenic drivers”: Impulsores oncogénicos:

- Dianas no oncogénicas:
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Resolucion
expediente de
financiacion
indicacion

Situacion

Indicacion autorizada expediente
indicacion

Cancer colorrectal (CCRm)

En combinacién con cetuximab, para el tratamiento  Resuelto Mo incluida
de pacientes adultos con cancer colorrectal

metastasico con mutacion BRAF VEO0OE, que han

recibido terapia sistémica previa (ver las secciones

4.4y5.1).

Encorafenib en combinacién con cetuximab, esta indicado para el tratamiento de pacientes adultos con
cancer colorrectal metastasico con mutacion BRAF V600E, que han recibido terapia sistémica previa.

Indicaciones autorizadas

Codigo Principio activo o Situacion de Tipo de
- Nombre del medicamento
nacional asociacion* financiacién medicamento Informauon

765859 ZOLBETUXIMAB VYLOY 100 MG POLVO PARA Estudio o sin Biologico
CONCENTRADO PARA SOLUCION peticién Huérfano
PARA PERFUSION, 1 vial financiacion

4.1 Indicaciones terapéuticas
Resolucion

Vyloy, en combinacion con quimioterapia basada en platino y fluoropirimidina, esta indicado para el expediente de

tratamiento de primera linea de pacientes adultos con adenocarcinoma géstrico o de la unién e financiacién

gastroesofagica (UGE) HER2 negativo localmente avanzado irresecable o metastésico cuyos tumores indicacion indicacion

son positivos para Claudina (CLDN) 18.2 (ver seccion 4.2).

Situacion
Indicacién autorizada expediente

Vyloy, en combinacidn con quimioterapia basada en platino En estudio
y fluoropirimidina, estd indicado para el tratamiento de

primera linea de pacientes adultos con adenocarcinoma

gastrico o de la union gastroesofagica (UGE) HER2 negativo

localmente avanzado irresecable o metastasico cuyos

tumores son positives para Claudina (CLDN) 18.2 (ver

seccion 4.2).

Indicaciones autorizadas




Il JORNADA TRASLACIONAL O ES— -l ] | m
DE ONCOLOGIA DE PRECISION: §48% = —moem o g T T —

'UNCUGENIC DRIVERS



Il JORNADA TRASLACIONAL
DE ONCOLOGIA DE PRECISION:

A TRAVES DE LAS VIAS
DE SENALIZACION
SEVILLA, 12°Y 13

DF FEBRERQ DE 2026 [

oRAF VOOOE MUTATED MCRC

In Gl cancers, the BRAF VG600E (class-l)
mutation accounts for up to 12% of mCRC and
small bowel cancers, 5-7% of
cholangiocarcinoma, and 0-3% of gastric,
esophageal, neuroendocrine, and ampullary
tumors.

BRAF-V600E constitutes the 95%
mutations in CRC

of BRAF

Old patients, females

Right-sided

High-grade, mucinous tumors
Co-occurrence with MSI (30%), MLH
CpG island methylator phenotype
Nodal, brain and peritoneal spread

PLOS ONE

Prognostic role of KRAS and BRAF mutations in stage II/Ill colorectal cancer

A HR Weight B HR Weight
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Random-effects DerSimonian-Laird model  Favors BRAF mut

Favors BRAF wt
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Random-effects DerSimonian-Laird model  Favors BRAF mut  Favors BRAF wt

Fig 5. Forest plot of meta 1\

between BRAF mutation and overall survival (A) and disease-free survival (B).

https://doi.org/10.1371/journal.pone.0320783.9005
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Pr free survival ) Overall survival (months)
CT alone CT alone
(doublet or triplet) 80 39 21 15 9 5 4 4 2 1 0 (doublet or triplet) 80 61 44 31 19 10 8 7 3 2 0
Doublet CT +TT 118 Ll 32 18 12 9 5 3 2 0 Doublet CT+TT 118 o7 73 45 28 18 13 7 4 1 0
Triplet CT + TT 40 31 12 3 3 2 1 TripletCT+TT 4 7 26 14 9 7 S 2 1 1 0

Type of treatment

for first-line mMCRC ~——— CT alone (doublet or triplet)

Median duration of first-line treatment was 4.9 months.
Overall, 52.5% received second-line treatment.

—— Doublet CT +TT

Type of treatment
for first-line mCRC

Triplet CT + TT

CT alone (doublet or triplet) Doublet CT + TT

Triplet CT + TT

Kaplan-Meier estimates for (A) PFS and (B) OS according to first-line mCRC treatment (N = 238).
Martinelli E, Cremolini C, Mazard T, et al. CAPSTAN CRC study. ESMO Open. 2022 Dec;7(6):100603.
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HRAFVOO0EMUTATED MCRC: TARGETED TREATMENT
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Gontrel = e * = = * ¢ : ° ° Tabernero J, et al, J Clin Oncol 39:273-284, 2021
Class | BRAF mut (VE00E) Single-agent BRAF inhibition does not achieve clinical
Signal as high-activity, RAS-independent benefit because of signal upregulation via the EGFR, Encorafenib/cetuximab is the standard of care for
monomers under conditions of low RAS and an anti-EGFR treatment should therefore be BRAFV600E mCRC patients after prior therapy

activity added. (no reembolsado en Espafia)

Subbiah V, et al. CA Cancer J Clin. 2024;74(5):433-452 Adashek JJ, et al. Mol Cancer Ther. 2022;21(6):871-878
Hanrahan AJ. Nat Rev Clin Oncol. 2024;21(3):224-247
Elez E et al. Nat Med. 2023 Feb;29(2):307-308, Adapted from Tabernero J et al, ASCO Educational Book 2022, https:/f'www.fda.gov/drugsatfda, Tabernero J et al. J Clin Oncol. 2021 Feb 1;39(4):273-284
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THE SOONER, THE BETTER: THE BREAKWATER TRIAL, FIRST LINE

BREAKWATER (NCT04607421) is an open-label, multicenter, phase 3 study in first-line BRAF VB0OE-mutant mCRC

AN

Inclusion criteria

+ Age 216 years (or 218 years based on country)

« No prior systemic treatment for metastatic disease

+ Measurable disease (RECIST 1.1)

+ BRAF V600E-mutant mCRC by local or central
laboratory testing

« ECOGPS0Qor1

+ Adequate bone marrow, hepatic, and renal function EC + mFOLFOX6 (n=236) = Dual primary endpoints:
ACIUSION CHILETId d

« Prior BRAF or EGFR inhibitors ORR by BICR

« Symptomatic brain metastases Key secondary endpoint;

+ MSI-H/dMMR tumors (unless patients were 0S

ineligible to receive immune checkpoint inhibitors

due to a pre-existing medical condition)
« Presence of a RAS mutation Stratified by regions (US/Canada vs Europe

vs Rest of World) and ECOG PS (0 vs 1)

Elez E et al. N Engl J Med. 2025 Jun 26;392(24):2425-2437
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THE SOONER, THE BETTER: THE BREAKWATER TRIAL, FIRST LINE

 Results

Dual primary endpoints:

: = PFS robust delta
i >5 months —usually
poor prognostic
:  setting (only 50%
.- 1 LIS . k- E reCeiVGZL)

1 (38.0,53.3)

| SRSV - = Enhanced ORR
E I :  (+20%) *updated in
| : all randomized pts
506 : mPFS: 12.8 mo & o :  symptomatic
EC + mFOLFOX6 (95% C111.2, 15.9) ® o Jitie s = — i . e
: :  patients requiring

EC EC + mFOLFOX6 SOC :
~ ECRMEPR  WCREPR  [HCR MPFR shrinkage

v EC+mFOLFOX6

Elez E et al. N Engl J Med. 2025 Jun 26;392(24):2425-2437
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THE SOONER, THE BETTER: THE BREAKWATER TRIAL, FIRST LINE

OS of patients with BRAF V600E mutated mCRC
OS (EC + mFOLFOX6 and SOC) treated in the 1L setting with CT doublet/triplet + bev

10 e, Study (reference) Population | Median 0OS
094 Ty, (months)

0.8 4

074 iy FOLFOXIRI+Bev, meta-analysis of 5 studies BRAF mut 13.6
e .. " (Cremolini et al. J Clin Oncol 2020)

17 2 CETSRRE O . "N R E——

04- Mo g Doublet+Bev, meta-analysis of 5 studies BRAF mut 14.5
°3 T (Cremolini et al. J Clin Oncol 2020)

0.2 4 mOS: 15.1 mo

prosessens FOLFIRI+Bev, FIRE-3 trial BRAFmut  13.7
1217, (Stintzing et al Eur J Cancer 2017)

0.0 EC + mFOLFOX6 (95% C121.7, NE)
T

©
Z
c
5
]
e
<]
=
z
[0]
8
<
o

T
0 6 12 18 ghummmnn T 42

No. at risk Time (months)

EC+mFOLFOX6 236 216 182 121 48 17 2 0
S0C 243 202 147 64 27 9

Elez et al, ASCO 2025

Elez E et al. N Engl J Med. 2025 Jun 26;392(24):2425-2437
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THE BREAKWATER TRIAL, FIRST LINE: SAFETY

Most Frequent (225%)2 All-Causality TEAEs = Tolerability confirmed with

expected additive
toxicity to FOLFOX: G=3

2]

EC + mFOLFOX6 SOC
B Grade 1/2 Grade 3/4 B Grade 1/2 Grade 3/4 Grade 1/2 [<FLEER

. o D anemia/asthenia and Gl
ausea ° o 19% 1% :

Anemia 15% % 1a% % AEs, also reflecting longer

Diarrhea e I N -+ i treatment exposure due
Decreased appetite 2% 26% 1% 16% 4 ‘

Vomiting % - — to improved efficacy

Neutrophil count decrease 19% 17% <1% — no substantial increase

Arthralgia 3% <1% % :
Rash N - in chemotherapy dose

Asthenia o 2% | 4% [Re8 o 6% reduction or
cumuiatve
s o, af % o T o . . .
Pyrexia 2 | [ <+ e 16% discontinuation, around
Constipation <1% <1% to oxa-containing CT 14% 0 - : ;
0P S ——— = 4% e 15% discontinuation of E
Known class effect of
™ w [ and/or C
Fatigue AN 24% 4% 20%

100 25 0 25 10

m

o

Elez et al, ASCO 2025
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Confirmed ORR by BICR
Odds ratio (95% Cl): 2.756 (1.420-5.348)

THE BREAKWATER TRIAL, FIRST LINE: FOLFIRI +
’ 1
64.4% [ | [e PR
T I ENCORAFENIS + CETUXIMAB
2
T
2 60% 39.2%
] (28.9%-50.6%)
)
£ 40% A
g
4] =
® 20% Overall Survival
oo Data are immature but showed a trend for OS improvement with EC + FOLFIRI vs control
1
(]
EC + FOLFIRI Control 1.0
n=73 n=74 09 4 MFR
l_'_\__._
Confirmed Best Overall Response, TTR, and DOR by BICR e ey,
g 07 Oy - Control
EC + FOLFIRI Control® - —— T
n=73 n=74 g ’
Confirmed best overall response, n (%) 6 05
o
CR 3(4.1) 1(1.4) 2 044 Number of Median Overall Survival,
PR 44 (60.3) 28 (37.8) '§ 03 - Events, n (%) months (85% CI)
sD 15 (20.5) 25 (33.8) & EC+FOLFIRI 11 (15.1) NE (NE, NE)
Non-CR/non-PDb 1(1.4) 0 “ ] Control? 20(27.0) NE (12.1, NE)
PD 1(1.4) 8 (10.8) %17 Hazard ratio, 0.49 (95% CI, 0.237, 1.032)
Not evaluable 9 (12.3) 12 (16.2) 00 , ' . . . . .
o] 2 4 6 8 10 12 14
TTR, median (range), weeks 6.9 (5.4-36.1) 7.1(5.9-25.3) No. at risk Time (months)
Estimated DOR, median (range), months NE (NE-NE) NE (7.0-NE) EC+FOLFIRI 73 70 68 66 81 39 15
Patients with a DOR of 26 months, n (%) 27 (57.4) 10 (34.5) Control 74 66 63 60 52 31 12 0
Patients with a DOR of 212 months, n (%) 2(4.3) 0 1 £ bevacizumab.

ifenib plus cetuximab; FOLARI, fluorouracilleucovorin/innotecan; NE, not estimable.

Abstract 13. Presented by S Kopetz. Saturday 1:30 CRC oral abstract session
ASCO Gl 2026.
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THE EVOLUTION OF BRAF TARGETING

INMCRC FUTURE:

s o el el 1. Paradox brakers: mosperafenib
‘ 12 2. Cooperativity between BRAF-targeting and
10 immunotherapy
8 i) Combining PD1/BRAF/MEK in BRAFV600E
. ) mCRC MMR
,/- . ) ii) MSI-H/dMMR: Phase Ib/Il Combining PD 1/
VVVVVV e FEET (T T BRAF/EGFRI
—EEEE_ 3. BRAF degraders

Prahallad et al (2012) Preclinical Discovery of EGFR feedback activation . . . .
Kopetz et al (2015) l/advanced Vemurafenib monotherapy 5% 2.1mo 4' Ta rgetlng BRAF In Other dlgeStlve tumours
Van Geel et al (2017) I/ll/advanced Encorafenib + Cetuximab + Alpelisib Y 4.2mo

BEACON CRC (2020) 172L+ Encorafenib + Cetuximab % 4.2mo

ANCHOR CRC (2021) 1L Encorafenib + Binimetinib + Cetuximab 49 58mo

BREAKWATER (2025) /1L Encorafenib + Cetuximab + mFOLFOX6 T% 12.8 mo

SARTORE BIANCHI, A. ASCO 2025 Tian J, Nat Med. 2023;29(2):458-466;Russo M, et al. Science. 2019;366(6472):1473-
148Elez. , Morris VK et al. Cancer Cell. 2025. E et al. Future Oncol 2024
Apr,20(11):653-663. Vieito M et al. ESMO 2024. Fontana E et al. ASCO 2025
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QUIMIO MAS CETUXIMAB MAS ENCORAFENIB EN 12 LINEA

- BREAKWATER demonstrates that combining EC with chemotherapy provides meaningful clinical benefit for
patients with BRAFV89°E—_mutant mCRC with a tolerable safety profile

EC + mFOLFOX6 showed clinically meaningful improvement in ORR (by BICR) and statistically significant,
clinically meaningful improvement in PFS (by BICR) and OS vs SOC

+  Cohort 3 confirmed a statistically significant and clinically relevant improvement in ORR with EC + FOLFIRI
vs FOLFIRI £ bevacizumab, with responses that were rapid and durable

+  Together, these data support EC-based combinations as a potential new standard of care in the first-line
setting for BRAFV80°E—_mutant mCRC
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a | Gastric epithelial | | Gastric epithelial cell . 'b claudinis.2
' tissue [ b Egtoextracellular
e o o p
:‘l 2z, S b 14G11 and SP455 Zolbetuximab
stomach i g g ] == {==] Tight junction yot binding/site binding site
| = T E awst Adherens junction | |
I = i i - ro 2nd extracellular
r 711 Qe gEreme b EPR19202 loop
. i H — - v binding site
S S Rl bbibetiids
| Tight-junction_|~ ) P
i molecules Claudin - | !
] 1771 Plasma
: P b
| N Oceludin [ membrane PDZ binding
i i Cytoplasm ’—\ domain
: — - Z01
| ' 4314A )
] JAM Pt binding site F-actin
; B =
] Cadherins .
i —_—cco—— :

Nonmalignant cells

—Apical membrane

Pola,m]; © © € © © & © ¢ Claunis2 Differences in polarity between nonmalignant cells

and tumour cells

W N . v . _~—Basolateral membrane

“_Basement membrane
Cancer cells

The resultant changes in the distribution of claudin 18.2
expression, from tight junctions to expresion on cell
membranas

Claudin 18.2 is known to be overexpressed / ectopic
expressed in various other cancer types, including other
gastrointestinal tract cancers (such as oesophageal,
pancreatic and colorectal cancer)

Also in other non-gastrointestinal solid tumours

Nakayama I, Qi C, Chen Y, Nakamura Y, Shen L, Shitara K. Claudin 18.2 as a novel therapeutic target. Nat Rev Clin Oncol. 2024 May;21(5):354-369.
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/0LBETUXIMAB: MEGANISMO DE ACCION

Anticuerpo monoclonal IgG1 anti-CLDN18.2

Célula tumoral CLDN18.2+

ADCP
Macréfago

Fagocitosis celular
dependiente de anticuerpo

Citotoxicidad Complejo de Ataque Lisis Celular
Celular de Membrana
(MACQC)

Muerte Celular Tumoral

1. Tareci O, et al. Oncoimmunology. 2019;8:€1523095.
2. Sahin U, et al. Clin Cancer Res. 2018:24:559-568.
3. Jiang H, et al. Biomark Res. 2022;10:58.
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Study details Intervention Outcomes Adverse events
MONO phase lla Zolbetuximab 300mg/m? (n=4) or 600mg/m? (n=50) as ORR 9% Common grade 3-4 TEAEs included
(2019)'* second-line or later-line therapy for patients with claudin vomiting (22%), nausea (15%) and
18.2-positive® recurrent gastric, GEJ or oesophageal dyspnoea (11%)
adenocarcinoma
FAST phase || enrichment of benefit in patientsplus EOX ORR 39% vs 25%; mPFS 7.5 vs 5.3 Common grade 3-4 TEAEs included
(2021)*® : : : Aline therapy months, HR 0.44, 95% CI 0.29-0.67, vomiting (10.4% vs 3.6%), nausea
W'“: claudin 18.2 expression on, o 500005 mOS 130 vs 8.3 months, HR  (6.5% vs 4.8%) and decreased
270% of tumour cells adenocarcinoma 0.55, 95% Cl 0.39-0.77, P<0.0005 appetite (0% vs 2.4%)
SPOTLIGHT phase Il Zolbetuximab 800 mg/m? then 600 mg/m? plus ORR 48% vs 48%; mPFS 10.61vs 8.67 Common grade 3-4 TEAEs included
(2023)’ mFOLFOX6 (n=283) vs placebo plus mFOLFOX6 (n=282)  months, HR 0.75, 95% CI 0.60-0.94, vomiting (16% vs 6%), nausea
as first-line therapy for patients with claudin 18.2-positive®  P=0.0066; mOS 18.23 vs 15.54 months, (16% vs 6%) and decreased
locally advanced, unresectable and/or metastatic gastric  HR 0.75, 95% CI 0.60-0.94, P=0.0053 appetite (6% vs 3%)
or GEJ adenocarcinoma
GLOW phase Il Zolbetuximab plus CAPOX (n=254) vs placebo plus ORR 53.8% vs 48.8%; mPFS 8.21vs Common grade 3-4 TEAESs included
(2023)"° CAPOX (n=253) as first-line therapy for patients with 6.8 months, HR 0.69, 95% CI 0.54-0.87, vomiting (12.2% vs 3.6%), nausea

P=0.0007; mOS 14.39 vs 12.16, HR 0.77,
95% Cl 0.62-0.97, P=0.012

claudin 18.2-positive* locally advanced, unresectable
and/or metastatic gastric or GEJ adenocarcinoma

(8.7% vs 2.4%) and decreased
appetite (6.7% vs 1.6%)

CAPOX, capecitabine plus oxaliplatin; Cl, confidence interval; EOX, epirubicin plus oxaliplatin and capecitabine; GEJ, gastro-oesophageal junction; HR, hazard ratio; mFOLFOX6, modified
5-fluorouracil, leucovorin and oxaliplatin; mOS, median overall survival; mPFS, median progression-free survival; ORR, objective response rate; TEAEs, treatment-emergent adverse events; vs,
versus, ‘immunohistochemistry (IHC) score =2+ on 250% of tumour cells with the 43-14A antibody. ®IHC score 22+ on 240% of tumour cells stained with the 43-14A antibody. {IHC score 22+ on

275% of tumour cells stained with the 43-14A antibody.

Nature Reviews Clinical Oncology | Volume 21| May 2024 | 354-369

Nakayama |, Qi C, Chen Y, Nakamura Y, Shen L, Shitara K. et al.
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PHASE Il CLINICAL TRIAL TESTING ZOLBE TUXIMAB

DE ONCOLOGIA

References

Planned — i c 2 Zolbetuximab 600 mg/m? IV Q3W +
o L ~ {1t: k)] Zolbetuximab 800/600° mg/m*IV Q3W + g
Key Eligibility Criteria (N =3550) mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2w E
= Previously untreated LA )
unresectable or MG/GEJ Cycles 1-4 (42 daysicycle) Cycles 5+ (42 days/cycle) hd
adenocarcinoma I_—I
+CLDN18.2+ (2 75% of Placebo IV Q3W + Placebo IV Q3W +
@
tumor cells demonstrating mFOLFOX6 IV Q2w 5-FU + folinic acid IV Q2W* o
moderate-to-strong
CLDN18 membranous Cycles 1-4 (42 days/cycle) Cycles 5+ (42 days/cycle) n
staining)®
+HER2-b
+ECOG PS 0-1
Stratification Factors ;:a;;;; (GEFELY] Zolbetuximab 800/600° mg/m?IV Q3W + Zolbetuximab 600 mg/m? IV Q3W +
. . CAPOX capecitabine?
+Region (Asia vs ;
non-Asia) Cycles 1-8 (21 days/cycle) Cycles 9+ (21 daysicycle)
*Number of organs w/ 3
. g:;?ﬂ::;z étc::_rﬁ vs z 3) Placebo IV Q3W + Placebo IV Q3W + ()
9 Y CAPOX capecitabined
(yes vs no)
(n = 253) Cycles 1-8 (21 days/cycle) Cycles 9+ (21 days/cycle)

Primary Endpoint Key Secondary Endpoints Secondary Endpoints?
» PFSf «+ OS +« TTCDin GHS/QoL, * ORRf - Safety
PF, and OG25-Pain « DOR? » PROs

1. Shitara K et al. Lancet. 2023;401(10389):1655-1668; 2. Shah MA et al. Nat Med. 2023;29(8):2133-2141; 3. Ajani JA et al. Ann Oncol. 2023;34(2):5S1322; 4. Lordick F et al. Ann Oncol.

2023;34(2):51321.
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PHASE Il CLINICAL TRIAL TESTING Z0LBE TUXIMAB: COMBINED ANALYSIS

A A 100 .
100 . Zolbetuximab + Placebo +
Zo':betux':mab v hP|a°":ﬁ° w . chemotherapy chemotherapy
chemothera chemothera| b .
90 ) Py 27 Events/patients, n/n 377/537 424/535
Events/patients, n/n 312/537 369/535 "
7 Median OS, months
80— i ' 16.4 (15.0-17.9 13.7 (12.3-153
logop TS months 92(84-104) 82 (7.6-84) (95% Cl) ( ) ( )
70 : ) 707 HR for death (95% Cl) 0.77 (0.67-0.89)
HR for disease progression 0.71 (0.61-0.83) 62
or death (85% Cl) : : - 50|
— 604 =
g 2
< 50
« 50 0 56
oy 43 e}
4 40+
40 1
30 30
30 22 oo Zolbetuximab +
204 Hﬁ_\_"\—h_u. et 17... ZglbetuxiTab +¢:_hemotherapy . 204 M R C Ly
104 g ) . Placelbo + cpemotherapy 104 b+, oy
1 3 1 Placebo + —SIi_H
11 th
L e s e e e e B | T T S A B e S e e T e T o B e e T B L B B
0 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 0 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 No. at Risk
Zolbetuximab+ A LD DA LN OB KD HODOO0SOL TN ODOI PRI INROEN DA LN NOB D000 NNNANNDO i A oA A oA B 50N B Ok D DO KO o A A DDA DOEOANDSIOA GO MmO
o S EILILPFRISELILLSEITLSESIEIPISFPTH O L0 S I+ 808 S SRS EFISPLELILILELIETIFPLLEOIE LRSS PPHAR 0 "
oo PEXPISEPPSEES SO PEIISIPHAL LSO B0 0B I I YN NN SSO00 00 ol PSP SE PSP LS PPPIELISH ISR ELERENFPHHRALLIRPO 05103000

O RR Full analysis set® Patients with measurable disease

Zolbetuximab + Placebo + Zolbetuximab + Placebo +
chemotherapy chemotherapy chemotherapy chemotherapy
(n =537) (n=535) (n = 406) (n =414)
ORR®, n (%) 244 (45.4) 233 (43.6) 233 (57.4) 229 (55.3)
95% CI 41.2-49.8 39.3-47.9 52.4-62.3 50.4-60.2
BORY, n (%)
CR 32 (6.0) 17 (3.2) 21(5.2) 13(3.1)
PR 212 (39.5) 216 (40.4) 212(52.2) 216(52.2)
SD 91(16.9) 108 (20.2) 91 (22.4) 108 (26.1)
PD 27 (5.0) 45 (8.4) 24 (5.9) 39(9.4)
References Median DOR®¢ months (95% CI) 8.1(6.4-9.0) 6.5 (6.2-7.7) 7.7 (6.3-8.9) 6.5(6.2-7.9)

1. Shitara K et al. Lancet. 2023;401(10389):1655-1668; 2. Shah MA et al. Nat Med. 2023;29(8):2133-2141; 3. Ajani JA et al. Ann Oncol. 2023;34(2):5S1322; 4. Lordick F et al. Ann Oncol.
2023;34(2):51321.
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/0LBETUXIMAB: TEAES OCURRING IN >= 15% OF PATIENTS IN EITHER TREATMENT GROUP

Nausea

Vomiting

Decreased appetite

Anemia

Diarrhea

Neutrophil count decreased
Peripheral sensory neuropathy
Neutropenia

Constipation

Fatigue

Aspartate aminotransferase increased
Abdominal pain

Asthenia

Weight decreased
Hypoalbuminemia

Platelet count decreased

White blood cell count decreased
Pyrexia

Hypokalemia

Alanine aminotransferase increased

90

1. Shitara K et al. Lancet. 2023;401(10389):1655-1668; 2. Shah MA et al. Nat Med. 2023;29(8):2133-2141; 3.
Ajani JA et al. Ann Oncol. 2023;34(2):5S1322; 4. Lordick F et al. Ann Oncol. 2023;34(2):5S1321.

Zolbetuximab + chemotherapy (n = 533)

Placebo + chemotherapy (n = 527)

76.0 126 47 56.2
66.8 14.3 49 34.2
452 347
37.3 37.8
37.0 402
31.3 17.8 17.6 28.5
30.8 332
285 18.2 13.7 245
26.5 315
22.1 25.8
212 23.1
20.8 27.1
20.3 18.2
20.3 15.4
19.3
19.1 21.1
19.1 16.3
1::5 1?:2 All grade
15.6 0.8 3.2 19.5 - Grade = 3
80 70 50 40 30 20 10 0 10 20 30 40 50 60 70

Patients, %
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ONGOLOGIA DE PRECISION
EN CANGER GASTRICO

aprmumado DELTA OS
Biomarcador |de pacientes (meses)

HER2 positivo  ~20-22% TOGA
CLDN18.2
positivo ~30-38 % 2,7 SPOTLIGHT Y GLOW
PD-L1 CPS 25 ~29-31 %
PD-L1>=5% 3,3 CHECKMATE 649 (NIVOLUMAB)
PEMBROLIZUMAB KEYNOTE
PD-L1 >= 1% 1,4 859
TAP >=5% 3,6 TISLELIZUMAB
HER2 Y PD-L1
positivos 4-9% 3,8 KEYNOTE 811 PEMBRO TRASTU
48-55% a 36
IMS 8-10% meses KEYNOTE 59-61-62
CLDN18.2+ 5 510 4o
PD-L1CPS25 c(c|pN18.2+ EN MARCHA

Ajani JA, D’Amico TA, Bentrem DJ, et al. J Natl Compr Canc Netw.
2022;20:167-192. Bang YJ, Van Cutsem E, Feyereislova A, et al.
Lancet. 2010;376:687-697. Shitara K, Lordick F, Bang YJ, etal. N

Engl J Med. 2023;388:1689-1699. Pellino A, Riello E, Nappo F, et al.
Gastric Cancer. 2021;24:737-746. Cancer Genome Atlas Research
Network. Nature. 2014

Chao J, et al. JAMA Oncol 2021; 7: 895-902

Yao J, et l. Front Immunol 2025
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Biomarker Testing
« MMR
:Ada::::t[i:iGEJfgasmc S —— ) N T e
ome * HER2IHC
(FISH for
equivocal)
* CLDN18.2
L 4
dMMR/MSI-H PMMR/MSS
L4
CTX+Nivolumab or o T
CTX+Pembrolizumab or HERSH eilien R Tone ‘
Pembrolizumab or
Ipilimumab+Nivolumab
| 1 [Po-u cPs<1| [Pn-u cPS > |
PD-L1 CPS 35 PD-L1CPS 1-5 PD-L1CPS . J
CLON182 [N CLDN18.2 | CTX+Trastuzumab) cTX
= () @ A +Trastuzumab
— +Pembrolizumab
CTX+Nivoluma i o -
| CTX+Tislelizumab s | cTx
CTX+Pembrolizumab CTX4 Zolbetu b
srmssmsnm -»-o;-o--»-ouoz;;-o-.---uo--ooh -'- o ‘ma
(POLICPS210)  ["Cintraindication 10 ICI of IrAES and CLON18.2 +

Udhayvir S. Grewal, Timothy J. Brown
The Oncologist, 2025, 30, oyaf185
https://doi.org/10.1093/oncolo/oyaf185
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CLAUDINA 18.2 COMO DIANA

s ABOT1 = SPX-101 I'

- — - -—
» MILS3 « FL-301 (NBL-015) NK cell éﬁi\ Jk
+ DR30303 A ‘; ; Q
R
/

ADC

* SYSA1801 » 15107

« CMGA0O1 * LM-302

= RC118 (TPX-4589)
s TORL-2-307-ADC = EO-3021

« SOT102 + |BI-343

= SKB315

Nakayama |, Qi C, Chen Y, Nakamura Y, Shen L, Shitara K.
Claudin 18.2 as a novel therapeutic target. Nat Rev Clin Oncol. 2024 May;21(5):354-369

Claudin 18.2

Cancer cell

Anti-claudin 18.2 scFv
CD8a hinge region

CD28 transmembrane region

ECDQB co-stimulatory domain

\'L/ )
Macrophage I/

‘Don't eat me” \\
signal
-

&

‘Eat me’ signal

Anti-claudin 18.2/
CD47 bispecific antibody

T cell

CD3¢ intracellular signal region

CART cell

CAR-T

« CTO41  « IMCOO2
+ |[BI345 « LB1908
+ RDO7  « KDA96
« CTOA8

Bispecific antibodies
or T cell engagers

» Gresonitamab

« QLS31905

« ASP2138

« AZD5863
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Zolbetuximab plus chemotherapy continued to demonstrate a clinically meaningful improvement in
PFS and OS versus placebo plus chemotherapy, with no new safety signals

These results support zolbetuximab plus chemotherapy as a global standard for 1L treatment of
patients with HER2-, LA unresectable or mG/GEJ adenocarcinoma whose tumors are CLDN18.2+

CLON18.2+

Nueva diana para tratamiento
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