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1. Is immunotherapy needed for CLDN18.2+
gastric cancers? Phase Il ILUSTRO trial
(LBA284)

2. Zanidatamab as the new kid on the block for
first line HER2+ gastric cancers: HERIZON-GEA-
01 phase lll trial (LBA289)

Why Getting 1 Line Therapy Right Matters

1L: 75%

Phase 2 ILUSTRO trial of 1L zolbetuximab plus
mFOLFOX6 and nivolumab in patients with
CLDN18.2+ locally advanced (LA) unresectable or
metastatic gastric or gastroesophageal junction
(mG/GEJ) adenocarcinoma

Kohei Shitara, Hirokazu Shoji, Nicola Fazio, Sara Lonardi, Keun-Wook Lee, Li-Yuan Bai,

Kensei Yamaguchi, Jean-Philippe Metges, Gianluca Masi, Denis Smith, Tae-Yong Kim,
Maria Matsangou, Archita Shrivastava, Miaomai Zhou, Aziz Zaanan, Samuel J. Klempner

Zanidatamab + chemotherapy # tislelizumab for
first-line HER2-positive locally advanced, unresectable,
or metastatic gastroesophageal adenocarcinoma:
Primary analysis from HERIZON-GEA-01

Elena Elimova’, Sun Young Rha?, Kohei Shitara®, Tianshu Liu*, Josep Tabernero®, Keun-Wook Lee®, Michael Schenker”,
P Bt S o ey Ku lada Al

dong Zhang*,
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Esta presentacion reflejalas opiniones y hallazgos propios de la autora y se presenta como un servicio a la profesion médica
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1.1S IMMUNOTHERAPY NEEDED FOR CLDN18.2+ GASTRIC CANCERS?
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1.1. ZOLBETUXIMAB AS FIRST-IN-CLASS CLDN18-2 mAb

Claudin 18.2 is highly selectively expressed in the tight-junctions (TJ) of non-malignant gastric mucosa, and only with malignant transformation, gastric
epithelial cells lose their cellular polarity, resulting in disruption of claudin 18.2 expression

Zolbetuximab is a IgG1 mAb selectively targeting CLDN18.2 which activates antibody-dependent cytotoxicity (ADCC) and complement-

dependent cytotoxicity (CDC)

Results from GLOW and SPOTLIGHT pha3 trials confirmed improvement in mPFS in first palliative line for HER2- CLDN18.2+ advanced/recurrent

GOJ/GC patients

Distribution

CLON18 2
~Expressed only in gastric mucosa in normal tissues.
+Often retained In gastric cancer,
~Ectopically expressed in metastatic lesions.
«Ectopically expressed in other cancer types.

Metastatic lesions
Gastric cancer

Normal gastric cells. Gamc cancer cells

CLDN18.2 in gastric cancer
~Exposed to cell surface of whole
membrane due to perturbations in cell

~Presents on the apical side of t

ight unoglobulin
junctions, and not exposed to the cell G1 monoaannl antibody highly specific

surface. polarity upon malignant transformation for CLON18.2.

“Maintains the barrier function of gastric 16, 35). +Stimulates immune effectors to induce
- CLDN18 gene fusion with mainly ADCC and COC.

«Prevents the leakage of H+ in gastric ARHGAP in around 2% of patients

acid through paracellular pathways (36 150.52).

Figure 2. Main characteristics of claudin18.2 and zolbetuximab.
ADCC, activate antibody-dependent cytotoxicity; COC, complement-dependent cytotoxicity; CLON18.2, claudin18.2.

Prebability of FFS

5 rate

A central cut-off minimum level of CLDN18.2 expression =2+ on 75% of tumor cells (=40-48% mGC/GOJ patients)®®

1GLOW pha3 trial (CAPOX +- zolbetuximab)
mPFS 8.2 vs 6.8 m (HR 0.687; 95% CI 0.544-0.866; p=0.0007)

2SPOTLIGHT ph3 trial (FOLFOX6 +- zolbetuximab)
mPFS 10.61 vs 8,67 m (HR 0.75; 95% Cl 0.60-0.94; p=0.0066)

Shah MA.NatMed.2023;29(8):2133-41; 2Shitara K.Lancet.2023;401(10389):1655-68; 3Sahin U.AnnOncol.2021 May;32(5):609-619; “Kubota.ESMOOpen.2023 Feb;8(1):100762; STeran E.ESMOOpen.2026 Vol 11, issue 2, 106053
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a) Is there room for CLDN18.2-targeted agents in the
HER2+ subset ?

b) What is the best option in CLDN18.2+ but CPS PD-L1

1.2. GASTRIC CANCER GUIDELINES

Zolbetuximab was first approved in Japan in March 2024

>5% or dAMMR/MSI-H ?

Advanced/metastatic unresectable oesophageal, oesophagogastric

EE==FDA approved
BElEvA apprpved
T AEMPS &

junction or gastric adenocarcinoma, HER2-negative

1:t-line treatment
Platinum-fiuoropyrimidine doublet ChT* [I, A]

!

=75% IHC 2+ or 3+ [ESCAT I-A]!

PD-L1-positive
CPS >1 [ESCAT I-A]t

[ Claudin 18.2 positive

1

dMMR/MSH-high
[ESCAT I-A]*

—

[

N
PD-L1-negative CPS <1 and
Claudin 18.2-negative

!

Addition of zolbetuximab|
I, A; MCBS 2]

For CPS =5, add PD-1 IC*S [I, A;
MCBS 4]
For CPS 1-4, consider adding
PD-1 ICFS [B]

!

Addition of
PD-1ICI"[II, A, MCBS 3]

!

Addition of docetaxel in

selected patients* [I, C]

Advanced/metastatic unresectable oesophageal, oesophagogastric

junction or gastric adenocarcinoma, HER2-positive* [ESCAT I-A]

1#-line treatment
Platinum-fiuoropyrimidine doublet ChT* [I, A]

-)

Addition of trastuzumab Addition of trastuzumab

[1, A; MCBS 3]

and PD-1ICI®
11, A; MCBS 2]

ESMO Gastric Cancer Living Guidelines, v1.4 September 2024. Available at: https://www.esmo.org/living-guidelines/esmo-gastric-cancer-living-guideline Accessed May 2025
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1.3. OVERLAPPING BIOMARKERS IN CLDN18.2+ GASTRIC CANCERS

In a single-centre Japanese' cohort of 408 mGC/GOJ, CDLN18.2+ across the four TCGA molecular subtypes and mOS not significantly different
between CLDN18.2+ and negative groups

In an European? multicenter study with 563 mGC/GOJ, 47.2% patients were CLDN18.2+ and CPS 25% -> 167 pts treated with 10

A = B =386° N =563
n= 408 =386 N = 387 tcmtscrs i
CLDN+ 106 .
= CLDN+ @ -
22 13
CPS 25 m cPsz5 /{E\\ e\ //5\\
N
SRR 7AW Ty A S\
HER2+ dMMR  EBV+ All negative
s N =55(14.3%) N=29(78%) n=4 N =301
CLDN18.2+ 22 (40%) 12 (41%) 1(25%) 148 (49%)
MMR-D EBV+ HER2 All-negative cPS =1 45(82%)  25(86%) 4 (100%) 204 (68%)
(';_;.,:‘,' ’(';E!Z' (1";53,5 (;’;72,2;5 cPSz5 25(46%)  19(66%) 4 (100%) 130 (43%)
CLDN+  25.0% 28.6% 23.1% 243% CPSZ 10 1L (20W) I4(4e) (7% 87 (29%)
cPS25  83.3% 85.7% 50.0% 44.6%
Ralatinnchin hatuean FINN and athor hinmarkare (A and DRI1 CDS [R) Allnoaative: nasstive far naithar MRMRN RV nor HERY Figure 2. Biomarker overlap in gastroesophageal adenocarcinoma (GEA) stratified by PD-L1 CPS.
ovaran e B CLDN18.2-high expressors
= Median .
100% 100
- o oo monise mtine movibe miie weti ey reated  with 1L Cht+lO
. -
Median, months  18.4 20.1 Low 94%  B6%  63%  63% 43 (24-NR) -
ar THET™ (oamn) (165540 o S Smntem eeses  SHOWed @ tendency toward
1.26 ef
e 3 shorter mOS (16.0 versus
60%
7777777777777777777777777 . 0
o 2o ! 43.0 months; HR 2.04, 95%
g 0% § H 3 )
o . i Cl 0.98-424; P = 0.052)
30% P = 0.052 H . .
. i compared with those with
— CLDNs o.00 i .
%1 _clon ] 3 2 ECE E] 3% 42 48 E -} 72 |0W CLDN 1 8'2 expreSS|0n
0% Time (Manths)
0 12 24 36 48 Low a3 42 20 13 o L] 3 3 1 1 1 1 1
Time (months)
Number at risk
CLDN+ 49 39 16 Iy 3 High 74 a7 18 2 L] 4 3 2 1 o o o o
CLON- 177 134 63 3 " ] T w % @ % & @ = @ @
Figure 4. Kaplan—Meier plots of overall survival (OS) in patients who received standard first-line chemotherapy (platinum + fluoropyrimidine, n = 226).

MR, hazard ratio re,reference Kubota.ESMOOpen.2023 Feb;8(1):100762; 2Teran E.ESMOOpen.2026 Vol 11, issue 2, 106053
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1.4. THE FIRST LINE DILEMMA: ChT+zolbetuximab or ChT+lO in 1L CLDN18.2+/CPS PDL125%?

CLDN18.2-high tumors harbor distinct clinicopathological and molecular characteristics and data suggest poorer outcomes with |0-based strategies:
» SEQUENTIAL THERAPY: anti-CLDN18.2 therapy over |0, regardless of the PD-L1 threshold?
» COMBINATION THERAPY: anti-CLDN18.2 therapy plus |0, guided by PD-L1 cut-off?

Phase 2 ILUSTRO trial of 1L zolbetuximab plus
mFOLFOX6 and nivolumab in patients with
CLDN18.2+ locally advanced (LA) unresectable or
metastatic gastric or gastroesophageal junction
(mG/GEJ) adenocarcinoma

ILUSTRO Cohort 4 Study Design Patient Demographics and Baseline Characteristics

Cohort 4A: Safety Lead-In Phase®(n = 12)

Cycles 1-4 (~5.5 months): | Cycles 5+: Parameter? Cohort 4A + 4B (N = 77) [l Parameter? Cohort 4A + 4B (N =77)
Zo nab®

Key Eligibility Criteria

« Previously untreated LA . nivolumab ! Zolbetuximab 400 mg/m? + 5 :
unresectable or MG/GEJ 60 g/m? ,  240mg + i nivolumab 240 mg + Age.years Median o :i‘t‘:;b;r(;f)mehsmm % gg gg‘;;
AR e mEOLFOX6 | 5-FU/FA® Q2W (range) (37.0-86.0) »n (% 2 i
+ CLDN18.2+ (moderate-to- 800/400 mg/m? Q2w 1 o Lauren classification, Diffuse 53 (70.7)
strong CLDN18 staining in Sex;n (%) ’,}”:r'ﬁal . ‘2'3 g;% (%) Intestinal 10 (13.3)
250% of tumor cells)* ; Mixed 3(4.0)
'L"?o"id;;:‘e:fp:ﬁn" Cohort 4B: Expansion Phase (n = ~65) Race, n (%) Asian 53 (79.1) Other 9(12.0)
—High: = 75% of cells , | Cycless: Lk i) ECOG PS, n (%) 0 51 (66.2)
» HER2-® (" 4 o “":‘(‘)’m:‘;g 7’33 ::3”.“‘ * Previous Surgery alone 3(4.3) 1 26 (33.8)
WW-—— Vol U/ v & ?
! 5-FU/FA® Q2W treatment, n (%) Surgery followed by 3(43) Measurable disease,  Yes 63 (81.8)
ety cliseeeis 1014 %) No gl
No CPS PD-L1 : e (14 CLDN18.2 expression, High® 65 (85.5)
pre-selection Endpoints and Analyses l n (%) Intermediatec 11 (14.5)
PFS, ORR, DCR, DOR, OS, safety and tolerability Primary site, n (%) Stomach 64 (86.5) PD-L1 status, n (%) CPS=1 49 (65.3)
Preplanned analyses by CLDN18.2 and ad-hoc analyses by PD-L1 CPS' Gastroesophageal junction 10 (13.5) CPS <1 26 (34.7)

Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl
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Impressive efficacy for first palliative line in HER2- patients with triplet Cht + zolbetuximab + nivolumab reaching mPFS 18 months

Of note, subgroup with CLDN18.2 high/CPS PD-L1 21% greatest benefit mPFS = 2 years

PFS Stratified by CLDN18.2 Expression in Cohort 4B

Median PFS was 18.0 months in the CLDN18.2-high population

PFS by PD-L1 CPS in the CLDN18.2-High Population in
Cohort 4B

CLON182 | Eventsin (%) | Met@nPPS Median PFS was 23.6 months in patients with PD-L1 CPS 2 1
Median PFS
o Moz 0on 10001 -N y
} i | Intermediate  7/11(636) 6.7 (3.0-NE) : ! 85.0% ePS>1 73136 (36.1) 236 :
76.2%
g 08 1762% : ; : ® 081 69.4% CPS<1 9121 (42.9) 121 :
S 06 | | a |
] 1 1 | S 06
£ ! ! ! 2 | I :
S 04 ! ! ! = | | l
S 04 1
2 ! 36 8% ' 3 ' ' '
T 02 ) ! ! ! 2 1 | |
.21 — CLDN18.2-high : : : O 029 cpsa | | \
~—— CLDN18.2 - intermediate ] | |
007 2 4 é 8 10 1I2 1 16 18 20 2 2|4 00—~ t ; y
bl 0 2 4 6 8 10 12 14 16 18 20 22 24
Number at risk: onths
— 59 51 42 3% 3 % 18 13 10 a 8 2 0 Number at risk: Monitrs
— 1 1 7 5 3 3 2 2 2 2 1 0 0 — 36 32 23 21 19 17 13 9 8 7 6 2 0
_ 21 19 19 15 12 ] 5 Bl 2 2 2 0 0

DN18.2 status. PFS was assessed by
18, DN18.2 exprossion subgroups, respectely

RECIST v1.1. Median (95% CI) follkw-up fimes in Cohort 48 were 115 (9.4-15 6)manths and 1.3

Ao

Data are shown for the safety analyss set One patient
(39-NE) i high CLON' d

ASCO Gastrointestinal
Cancers Symposium

- smesarowr. Or Kohei Shitara, Phase 2 ILUSTRO trial

Cancers Symposium

ASCO Gastrointestinal

Data are shawn for the safety analysis set PFS was assessed by nvestigators per RECIST v1 1. Median (95% CI) follow-up times in Cohort 48 were 23 6 (12 9-NE) mooths and 121 (7 2-NE) moaths for GPS 2 1 and CPS < 1, respectively

- sesenreosy. Dr Kohei Shitara, Phase 2 ILUSTRO trial

Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl
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Greater survival (mOS NE) also in CLDN18.2 high expressors and also response outcomes (ORR 68%)

OS Stratified by CLDN18.2 Expression in Cohort 4B

OS was immature at data cutoff but favorable in the CLDN18.2-high population

Tumor Responses in Patients in Cohort 4B

ORR was 68.1% in patients in the CLDN18.2-high group

Median OS, 100
o
CLDN18.2 Deaths/n (%) months (95% CI Cohort 4B
107 High 18/59 (30.5)  NE (13.7-NE) 80 Overall CLDN18.2
176.2% Intermediate  6/11 (54.5) 9.6 (5.4-NE) 3 60 (
1 i £
8 08 : : g 4 n (%) 36 (62.1) 32 (68.1) 4(40.0)
S 06 ! ! '§ 95%Cl  48.4-745 52.9-80.9 12.2-73.8
2 ! ! 8 2
2 o 0% ] E B N T 6 B R A R PR A R B A AR R A AR R
2 | 1 = 70 60 70 5070r
x )
& 24 " 1 g ! 2 -20
g CLDN18.2 - high | OS data were immature at the time of | - I 1| § L,
—— CLDN18.2 - intermediate i analysis; longer follow-up times are needed | S 40
0.0 + + 2z
0 2 4 6 8 10 12 14 16 18 20 22 24 @ gy _
M CLDN18.2 high/CPS = 1
Number at risk: Months _80 I8 CLDN18.2 high/CPS < 1
— 59 58 53 48 3 28 24 18 15 7 2 0 0 I CLDN18.2 intermediate/CPS = 1
— 1 10 9 7 4 4 4 4 1 0 0 0 _100{ ™ CLON182intermediateicPS < 1
" Desa are sown e set = 57) codes all patents wan . s and does nct casstedas non
Dt aro shown o the safty analyss set CLONB 2 ctatys 05 was dof mant saet unbl he documanted dafoof deathfrom any cause Modian (95% Ci) folkw-up tmes CRincn, PO *0ne patet had o evakuaie CLONIB 2 2alus Th paknt had no evakiable CPS satus.
mc,omnlewetenuls/ 16, J;rvmrﬂsyvu Va {6.6-NE) months voﬂnennﬂ CLON18 2 expression and infermediate CLON1 (\Ee«pessnm&!v:ups respectively |
ASCO Gastrointestinal - mesewreosr. Dr Kohel Shitara, Phase 2 ILUSTRO tral ASCO senems é‘ascmgf’f;,:gglﬁ:“"a - smasmees i D Kohel Shitees, Phase 2 ILUSTRO biel C Ciond
Cancers Symposium i

KNOWLLBOE ComaueRs cancer

Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl
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Nausea as on-target effect class-related AE (up to 80% any grade), but no 2 G3 -> learning curve of N/V guidelines

No new or unexpected AEs with the addition of nivolumab

TEAEs Occurring in 2 20% of All Treated Patients in
Cohort 4A + 4B

Most common adverse event was nausea; all events were low grade

Cohort 4A + 4B
o
Event, n (%) (N=77)

Any grade 76 (98.7)

Related to any study drug 76 (98.7)
Grade 23 51(66.2)
Serious 29 (37.7)

Related to any study drug 18 (23.4)
TEAES in 2 20% of patients by preferred terms, n (%) Any grade Grade 2 3
Nausea 62 (80.5) 0
Decreased appetite 56 (727) 6(7.8)
Neutrophil count decreased 35 (45.5) 25(32.5)
Peripheral sensory neuropathy 35 (45.5) 2(26)
Vomiting 29 (37.7) 3(3.9)
Diarrhea 28 (36.4) 1(13)
Pyrexia 24 (31.2) 0
Anemia 19(24.7) 2(26)
Constipation 17 (22.1) 0

éi&gg;ug&v&uml - mesenreosy. Df Kohei smvarT Phase 2 ILUSTRO trial 6§€.° A

Table 3. Prophylaxis befare first 2olbetuximab infusion

Provide any of the NOCN-recommended treatment options for high-

emetic-risk regimens”
—_—-
l NK-1 T 5HT3 T + s @
-1 ANTAgONISt + S-H13 BNTAEONISE + MEtnasone
5-HT3 antagonist + e +

Shitara. K. ASCO Gl Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl; Klempner S.et al. ESMOgastrointestinal. 2025, vol 7, 100131

NK-1 + 5-HT3 + dexamethasone

and subsequent
infusions, if
patient is
experiencing®s

+ olanzapine
before first l"ﬂl 1 higherisk NK-1 + 5-HT3 + dexamsthasone Patient symptoms.
infusion® antiemetic agents* or
5-HT3 + dexamethasane Zolbetuximab infusion rate
+ olanzapine
3 Consider either making no madifications, or Afier the first hour (when the infusion
stopping the infusion for 30-60 min and i running at 200-265 mgim?h),
During first LR restarting it at the same rate before the and | len consider siewing the infision
infusion, if stop if symptoms improve without stopping it first*
patient is
experiencil . R Stap the infusion for 30-60 min
" Any vomiting® — m‘::;mmm“?"m' —  and restart it at a slower rate if
symploms improve?
When planning | MNausea alone or Make no change or ascalate
for second or 1 episode of —» Rate recommended in Pl and from pmvi':':ﬂm infusion
subsequent vomiting®
—— infusions, if
patient in the -
prior infusion Repee — Slower than rats and  Escalate fram previous infusion
experienced* vormiting® recommended in PF
During second Mausea alone — Maks no modifications

) Stop the infusion for 30-60 min and restart
R — it at a slower rate if symptoms improve®

Flgure 2. Consensus guldance and essential strategies on the prevention and management of nausea and vomiting in patients treated with zolbetuximab plus
chemaothera)

Py
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1.5. WHAT DOES THE HER2- CLDN18.2+ CPS PDL121% FUTURE LOOK LIKE?
Phase 3 LUCERNA (NCT06901531) Study Design

Reyinchusion crlteria 800 ng;l)riv?féuyxciln;a‘lbr.l\:y 1 1 400 mg/mz’legs\‘lu:ri?:g rITYg/m" Q3w | goo tr/]gd O arrg \’Nlth control
s :“g‘/’;&‘iz‘;:ﬂmﬁ;:"”mm or 400 mg/m? Q2W or 600 mg/m? Q3W Cl}\Pv(\:l)X/IP:O-II_WI;lO;T Slb o arbm
. . ; | ; +zolbetuxima
Defmed b|omarkers fOI' . HER2-® o Pembrolizumab IV Pembrolizumab IV - ( . . ! ; )
. . mg Q3W or 400 mg Q6W 200 mg Q3W or 400 mg Q6W ©is the tr|p|et combination
the subset of patients  + CLDN18.2+ CAPOX' /| MFOLFOX6° Capecitabine' / folinic acid + fluorouracil’ really needed?
more likely to benefit: but * PP-L1+ (CPS = 1)° Cycles 1-4 (42 days/cycle) Cycles 5+ (42 daysicycle) ’
"VECOGPSO-1 3 y |
How to assess the real

benefit in CPS PD- KeYexclusioncriteria Placebo IV Q2W or Q3W Placebo IV Q2W or Q3W

>5°/ tient ’ lep? ot prior systamic cheavthecapy Pembrolizumab IV Pembrolizumab IV
L12 %o ,pa I.en S as per aRnd/o'r lr:vfnur'wﬁ;;zy;a o 200 mg Q3W or 400 mg Q6W 200 mg Q3W or 400 mg Q6W"
Spanish’ reimbursement th:"r:;,p; ROCL 2O CAPOX'/ mFOLFOX6° Capecitabine'/ folinic acid + fluorouracil
of ChT+IOin 1L? Cycles 1-4 (42 days/cycle) Cycles 5+ (42 days/cycle)

Stratification factors
+ Reaion (Asia vs non-Asia)

- '+ PD-L1CPS (21to < 10 vs = 10) H Secondary endpoints Exploratory endpoints
- 0S8 - PFSI « ORR! + HRQoL - Biomarkers
« DOR! - PK - PFS2

« Safety + Immunogenicity

32 18 years of age; "HER2 IHC score of 0+/1+, or HER2 IHC score of 2+ if ISH=, per local or central testing: “= 75% of tumor cells trof CLND18 staining using the
VENTANA CLDN18 (43-14A) RxDx Assay per central testing: “Using the Agilent PD-L1 IHC 22C3 pharmDx assay per central testing; =1 prior dose of CAPOX or mFOLFOXS with or without pembrolizumab, is
allowed: ‘Oral capecitabine 1000 mg/m? twice daily on Days 1-14 and 22-35, and IV oxaliplatin 130 mg/m? Q3W; 9Folinic acid 400 mg/m?, fluorouracil 400 mg/m? bolus followed by 2400 mg/m?, and oxaliplatin 85
mg/m2, IV Q2W; "Up to 24 months; Per investigator discretion; iPer RECIST version 1.1 by investigator assessment.

ASCO Gastrointestinal sresentensy. Dr Kohei Shitara, Phase 2 ILUSTRO trial ASCO sesuans
Cancers Symposium Presantaon s proparty of the uthor and ASCO. KNOWLEOGE CONQUERS CANCER

Shitara. K. ASCO GI Meeting 2026_JClinOncol Jan 2026, vol 44, 2 suppl
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2. ZANIDATAMAB AS THE NEW KID ON THE BLOCK FOR FIRST LINE HER2+ GASTRIC CANCERS
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2.1. HER2 AS PROGNOSTIC AND PREDICTIVE BIOMARKER IN GASTRIC CANCER

ERBB2 is a member from the EGFR family proteins, known to be a poor prognostic factor associated with more aggressive biology and higher
recurrence rates’. HER2 overexpression or amplification occurs in ~20% GEA?

Results from TOGA and KEYNOTE-811 ph3 trials confirmed improvement in mOS in first palliative line for HER2+ and then CPS PD-L121%
advanced/recurrent GOJ/GC patients

Trastuzumab in combination with chemotherapy versus B Evets edian HR (35 C) Antitumor ActIVIty in CPS >1 Subgroup at Final AnaIySiS
chemotherapy alone for treatment of HER2-positive i sl
advanced gastric or gastro-oesophageal junction cancer 0ol o (months) 0s PFS ORR and DOR
(ToGA): a phase 3, open-label, randomised controlled trial 05 —‘—C\\ T Dt U0 100 oo o e B9 Cl o R e P ——
NN — Cemothespydone 136 18 Pmicimmbges  ZAMN D820 Pembrsami s 21008 usasus [STERE n31e o0
= %7 L"—\‘_‘\ Pacabo sroup. g B7(5185 Pacebo sroue. 2809 736884 Placabo grove m a5 e @5
A HR (95% CI) Number Median  HR(95%l) £ -,
of overall 3 00 R
s o S - awnoaa
(months) 3 oe &N . oon -
Al [ 584 138us11 074(0:60-0-01) 5" y - R e | BRREITEY |
Pre-planned 03 — e H i Jmonte g 58.4% (52664.1)
exploratory analysis* 1 H jm 3 r
IHC O/FisH positive e 61 106v72 092(048176) 024 - \—‘1—‘ g -
IHC 14/FISH positive [ — 70 87vs102 124(070-220) 014 s 2 o
IHC 24/FISH positive — 159 123vs10.8 075(051-111) 1.8 160 Z
IHC 3+/FISH positive —e— 256 17-9vs12:3 058(041-0-81) T T T T T T { SR S s S S s — — s
THC 24/FISH nanative _— 15 17,5177 0R20.20-3.3R) 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 H -
Post-hac . Time (menths) : o
exploratory analysist :ﬁ:ﬁ.@ﬂ: 228 218 106 170 142 122 100 84 65 51 39 28 20 2 1 5 4 1 0 H i i "
IHC 0 or 14/FISH positive —— 131 10-0vs87 107(070-162) S L S e
‘HCNFlSHPDSi;"':EW'HC 3 o 446 160vs1LE 065(051083) E::ﬂ::::: 218198170 141 112 96 75 53 39 28 20 13 11 4 3 3 0 0 0 | musm Months i ‘m“”um:.::u““mwwn. . Pembrolzumab Group  Placebo Group
alone - o » " " n % e s » 2B Bw e 3 N=298 N=296
T — EE— Mo W % ow K E B o% G 24 mEmome B osomoas o2
i Favours chemotherapy alone jure 4: Exploratory analyses
3TOGA ph3 trial (CDDP/5FU +- zolbetuximab) 4KEYNOTE-811 ph3 trial (CDDP/5FU or CAPOX + trastuzumab +- pembrolizumab)
mOS 16 vs 11.8 m (HR 0.65; 95% CI 0.51-0.83) mOS 20.1 vs 15.7 m (HR 0.79; 95% Cl 0.66-0.95)
post-hoc exploratory analysis in patients IHC 2+/FISHamp or IHC 3+ Subgroup final analysis in patients CPS PD-L12= 1%

1Abrahao-Machado LF. WorldJGastroenterol. 2016;22(19):4619-4625; 2Shah Oh D-Y. NatRevClinOncol. 2020;17(1):33-48; ®Bang Y-J. Lancet. 2010;376:687-697; “Janjigian YY. Lancet. 2023;402:2197-2208
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2.2. GASTRIC CANCER GUIDELINES

What have we learnt from HER2+ GEA tumors?? Rationale for
Advanced/metastatic unresectable oesophageal, oesophagogastric Comb"‘]a“ons a|m|ng to boost the |mmune System

Jjunction or gastric adenocarcinoma, HER2-positive* [ESCAT I-A]

Upregulate Enhance T-cell

PD-1/PD-L1 activation

Modulate Immune effects of NK-cell
MHC-1I Trastuzumab recruitment
= 5
) =—=FDA approved e 3
Addlt:):do; [t)r_a:sllglz‘umab Additi[(lmA?thEa;;u;]umah -EM A approve d P s - ;
01, A; MCBS 2] : — L
Z_AEMPS © 8-
TILS Dentritic-cell
expression cross-presentation

Figure 1. Inmune effects of trastuzumab observed in preclinical studies.

TESMO Gastric Cancer Living Guidelines, v1.4 September 2024. Available at: https://www.esmo.org/living-guidelines/esmo-gastric-cancer-living-guideline Accessed May 2025; 2Pous A. IntJMolSci. 2023 Jul 13;24(14):11403
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2.3. NEW DRUGS IN THE HORIZON: ZANIDATAMAB

2025 ASCO

ANNUAL MEETING

Long-term outcomes and overall survival for
zanidatamab + chemotherapy in HER2-positive
advanced or metastatic gastroesophageal
adenocarcinoma: 4-year follow-up of a phase 2 trial

Elrsa Elmona,” Jaffor Ajani  Homwand Burs, ! Crystal 5, Daningr. Syma bqbal* Yaon-Koo Kang s Heon Kim.! Koun-Wech Lua
Bruce Lin Rutika Mefia i Do Youn On, 't Sun Vaung Rha, Chsngahi X, Biana Shpekior 3 Bhilia M. Garkn, Gacfrey Ku't

Single arm trial
Zanidatamab + clinician’s
choice of chemotherapy

CT/MRI scans
QBW per
RECIST v1.1"

Plasma ciDNA
samples at baseline
and on treatment
using NGS testing
(Guardant360)

treatment

Overall Survival

= ccHER2+ subset

12-month 0S rate
« All patients: 87% (72, 94)
« ccHER2+: 88% (73, 95)

24-month 0S rate
« All patients: 65% (49, 77)
« ccHER2+: 67% (49, 79)

80
£
g o
-
8

Zanidatamab

Primary endpoint
* Investigator-assessed

confirmed ORR

Select secondary endpoints
+ DOR

« Rate and severity of AEs

Exploratory endpoint
+ Potential biomarkers for
prognostic prediction

n=46 pt
n ccHER2+= 37 pt
Median 0S (95% Cl), months

* All patients: 36.5 (23.6, NE)
 ccHER2+: 36.5 (23.6, NE)

] 3 6 9 12 15 18 2 u a 30 33 3%
Time from treatiment start (months)

Mumber of patients at risk:
OCHERZ+ 4 40 3 £ £ 34 1 30 % 2 20 17 1"

Dual (ECD2 & 4) HER2-targeted bsAb with multiple MoAs':

»  Facilitation of HER2 internalization and subsequent degradation

Reduction of HER2 on the cell surface

>
> Inhibition of HER2 downstream signaling pathways
>

Activation of immune-mediated effects (CDC, ADCC and phagocytosis)

Safety Outcomes

* There were no treatment-related deaths

0 (%) grad de3o + AESIs:

Any 46 (100) 30 (65) = IRRs (10 [22%])

Serious 8(17) 8(17) = Non-infectious pulmonary toxicities (1 [2%])

Most Common® * No left ventricular dysfunction or grade 22 heart failure
Diarrhea 43(93) 18(39) After the first 25 patients were enrolled, protocol was
Nausea 37 (80) am amended to omit 5-FU bolus (mFOLFOXS) and to introduce
Peripheral sensory neuropathy 30 (65) 0 y p (an
Fatigue 24(82) 24 + Loperamide 4 mg twice daily starting on the first treatment day
Decreased appetite 21 46) 0 of cycle 1 and continuing for at least 7 days
Vomiting 16 (35) 4(9)

Hypokalemia 14 (30) 10(22) ‘
Stomatitis 13 (28) 0 After of y prophy
Anemia 12 (26) 12 patients had:
Dysgeusia 1 (24) 0
+ Lower incidence of any-cause grade 3 diarrhea
Decreased neutrophil count 10(22) 2(4) (56% before vs 24% after)
Hypomagnesaemia 10 (22) 12
PPE syndrome 10 (22) 12) * No discontinuations due to diarrhea
IRRs 10 (22) 0 52 Ehents before vs 0 Euenls anerz
vrnse
S AR PPE pairas ghantar TRae evert

®

Elimova E. ASCO Meeting 2025 JClinOncol Jun 2025, vol 43, 16 suppl;4013
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2.4. HERIZON-GEA-01 TRIAL: PRACTICE-CHANGING IN FIRST-LINE FOR HER2+ mGOJ/GC?

Zanidatamab + chemotherapy * tislelizumab for Statistical Design  Results presented with median FU of 2 years
first-line HER2-positive locally advanced, unresectable, | *bu e eieons (78 an 00 Analyzed in theintento-reat population using

or metastatic gastroesophageal adenocarcinoma: - Primary PES analvala: Aer target event count was reached and patients had 27 moniths of folow-up
Primary analysis from HERIZON-G EA_01 « First interim OS analysis: Performed at the time of data cutoff for the primary PFS analysis

Fixed-Sequence Testing Procedure

HERIZON-GEA-01 Study Design T s s G S S

Global phase 3 trial of zanidatamab + chemotherapy + tislelizumab vs trastuzumab + chemotherapy in previously
untreated patients with HER2+ mGEA

aFor the primary analysis of PFS, the 2-sided alpha was 0.05. ®For the first interim analysis of OS, the 2-sided alpha was 0.020.
CT, chemotherapy; OS, overall survival; PFS, progression-free survival; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.

Key Eligibility Criteria Arm A: Trastuzumab + . . . g2
- A ionn chemotherapy* T 1 Baseline Demographics and Disease Characteristics
e + PFS (per BICR) Demographics and clinical characteristics were balanced across all 3 treatment arms
« HER2 IHC 3+ or IHC 2+/ISH+ Arm B: Zanidatamab + 0S
ntral testi s Vi 2 R alaik Qacnndar PrdnaTte - anidatamab + anidatamab +
e Rhiluls bl O iy Select Secondary Endpoints toamare ST Zardanah €T Trashiumas €T iy

Unlolizumab ¢ CT anmhwnnh +CT Trastuzumab + CT
=30 304) (n = 308)

No prior treatment for locally advanced

+ CORR (per BICR) (n = 302) (n = 304) {n = 308)
or metastatic disease

« Frequency and severity of AEs Age, median (range), years 63.0(22-81) 625 (25-87) 64.0(21-84)  Anatomical subtype
+ No prior HER2-targeted agents or Arm C: Zanidatamab Male sex 244 (80.8) 244 (80.3) 238(77.3) Gastric 208 (68.9) 204 (67.1) 226 (73.4)
immunotherapy in any setting 1§oo mg (<70 kg)’Z:DO mg 70 kg) IV Q3W 5 ClinicalTrials.gov: NCT05152147 Geographic region GEJ 74 (24.5) 61(20.1) 60 (19.5)
+ tislelizumab® + chemotherapy
— = — - Asia 169 (52.6) 163 (53.6) 165 (53.6) Esophageal 20(66) 39(128) 2(11)
Stratification Factors Prophylaxis to prevent IRR and diarrhea was EUNorth America 95 (31.5) 91(209) 93(302) 1 (83,1 1 (826) 265 (82,8
. mandatory in the zanidatamab-containing ams HER2IHC 3+ 251 (83.9) 251 (826) (628)
* Geographic regon = Restof the world 48(159) 50 (16.4) 50(16.2) .
= ibEne S i ntil di i toxicity ECOG PS* itk
. ECOGPS until disease p oxici TAP score <1% 90(29.8) 108 (35.5) 98(318)
c could be after 6 cycles 0 121 (40.1) 134 (44.1) 120 (39.0)
Pyscianschoc o cpecatin i i o ckurch i g, Chamcay s s ot e ok o e Iy, M3 0, ks A o Ut G s e TAP score 21% 167(619) 178 (58.6) 188 (61.0)
W <CTMRY scans were po 6 weeks for the firs 54 weks, then every 9 weeks 1 180 (50.6) 170 (85.9) 188 (61.0)
" ndepent & CT, Coopers
HES, e oo PR s ve(:’u 2 1HC — IR, infusion ar, e ke ks 1 By SN St o s GEA MR, :\f;e&immuw 08, overall survival Disease status Cholce of chemotherapy backbone
PFS, QIW, every 3 weeks; QBW, every 6 weeks. R, randomzston
PO S o T Metastatic 284 (94.0) 295 (97.0) 299(971)  CAPOX 273(904) 276 (%08) 262(016)
i 1 i 1 Unresectable locally advanced 18(6.0) 9(3.0) 9(29) FP 29(96) 28(92) 2%6(84)
Neither CPS PD-L1 pre-selection nor stratification & control arm TOGA

Timing design before KEYNOTE-811 global regulatory approvals
Elimova E. ASCO Gl Meeting 2026
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Increased efficacy for first palliative line in HER2+ patients with both triplet ChT + zanidatamab + tislelizumab and also with doublet ChT +

zanidatamab, reaching mPFS of 12.4 months with both regimens

Primary Endpoint: PFS per BICR

Statistically significant and clinically meaningful improvement in PFS with zanidatamab + tislelizumab + CT vs
trastuzumab + CT (>4-month prolongation in median PFS)

100 A
Zanidatamab +

= Zanidatamab ¢ el e tislelizumab + CT | Trastuzumab +CT
£ nidatamab + tislelizumal Medlan PFS |

3 754 @5%ci),mo 124(9.8-185)  81(7.089)
2 59.7%

= : R SR 063 (0.51-0.78)

H (95% CI: 53.6-65.4) ( ) P <D.0001

$ Trastuzumab + CT 43.9%

£ 501 (95% C1:37.4-501) 38,29

H 43.7% (95% CI: 31.4-45.0)

@ (95% CI: 37.5-40.7)

5 25 b
)

o 20.9%

(95% CI: 15.3-27.2) 15.6%
0 -+ Censored (95% CI: 10.1-22.1)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Patients at risk Months from randomization
Zani 4 IS von 240 183 147 13 %0 85 a8 42 £ 27 20 13 8 2 0
Tras+CT 308 247 168 o1 63 a7 2 16 13 10 6 4 3 2 ()

BICR. binded indegendent central eview, CT, chemiersgy. HR, hazard ratk; PFS, progression free survval, TIS, Sskeizumab, Tras, rastizumsb, Zan, 2angatamab

ASCO Gastrointestinal - ssoacosr. Elena Eimova, MD
Cancers Symposium

Primary Endpoint: PFS per BICR

ERIZON

e

Statistically significant and clinically meaningful improvement in PFS with zanidatamab + CT vs trastuzumab + CT

Zanidatamab + CT | Trastuzumab +CT ‘

(>4-month prolongation in median PFS)
100

Zanidatamab + CT

-
o
L

59.4%
(95% C: 53.1-65.2)

Trastuzumab + CT
1 38.0%

(95% Cl: 31.5-44.4)  31.5%

43.7%

Progression-free survival (%)
o
o

Median PFS
(SS%C':)_mo 12.4(9.8-145)

HR (95% Cl)

(95% Cl: 24.9-38.3)

8.1 (7.0-8.9)
0.65 (0.52-0.81)
P <0.0001

(95% CI: 37.5-49.7)
254
20.9%
(95% C1: 15.3-27.2) 15.6%
0 4.+ Censored (95% Cl: 10.4-22.1)
l:) C; é I9 1‘2 1‘5 1’8 2‘1 2’4 2’7 3’0 3‘3 3‘6 3‘9 4‘2 4‘5
Patients at risk Months from randomization
2ani+CT 304 21 175 137 105 70 5 37 TS 2% 14 12 8 1 0
Tras+CT 308 247 168 o1 6 37 2 1 13 10 6 4 3 2 0

BICR, biinded ndependent central review, GT, chemomeragy, HR, Nazasd 1a00; PFS, progression free survial. Tras, trastuzumab; Zani, zanklatamad

ASCO Gastrointestinal P EERHEMD
Concarsymposom [ R

Elimova E. ASCO GI Meeting 2026
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PFS benefit is seen across most pre-specified subgroups, including TAP PD-L1 <1% (study not stratified by PD-L1 expression!)

Of note, HER2 IHC2+/ISH+ show less benefit...small n of patients

HERIZON
GEASOY
PFS in Key Prespecified Subgroups
Improvements in PFS were generally consistent across major prespecified subgroups
Events/patients
Zanidatamab + Zanidatamab +  Trastuzumab + Zani+ TIS+CT PFS HR? Zani+CT PFS HR?
Subgroup Category R Raeas cT cT vs Tras + CT (95% Cl) vs Tras + CT (95% Cl)
All patients 154/302 160/304 196/308 o 0.63 (0.51-0.78) o 0.65 (0.52-0.81)
Age, years <65 79/163 94/174 105/162 o 0.55 (0.41-0.74) - 0.63 (0.47-0.83)
265 75/139 66/130 91/146 o 0.71 (0.52-0.96) o 0.72 (0.53-1.00)
Geographic region Asia 78/159 81/163 106/165 o 0.56 (0.42-0.75) - 0.64 (0.48-0.86)
EUNA 47/95 49/91 55/93 —o— 0.65 (0.44-0.97) — 0.73 (0.49-1.08)
ROW 29/48 30/50 35/50 —oH 0.74 (0.45-1.23) — 0.63 (0.39-1.04)
ECOG PS 0 51/121 63/134 74/120 —e— 0.51(0.35-0.73) - 0.63 (0.45-0.89)
1 103/180 97/170 122/188 s 2 0.69 (0.53-0.90) s 2 0.70 (0.53-0.91)
Anatomical subtype  Gastric 105/208 112/204 140/226 - 0.61(0.47-0.79) o 0.74 (0.57-0.95)
GEJ 43/74 29/61 44/60 —o— 0.70 (0.46-1.08) —— 0.52(0.32-0.83)
Esophageal 6/20 19/39 12/22 —— 0.32 (0.12-0.85) —o—Hi 0.60 (0.29-1.25)
HER2 status IHC 3+ 121/251 125/251 167/255 o+ 0.54 (0.43-0.69) o+ 0.55 (0.43-0.69)
IHC 2+/1SH+ 33/51 35/51 29/52 — 1,08 (065-178) l—e— 1.73(1,06-2.83)]
PD-L1 status TAP <1% 47/90 61/108 71/98 —— 0.47 (0.32-0.69) —— 0.62 (0.44-0.87)
TAP 21% 91/187 94/178 114/188 2 0.65 (0.49-0.86) 0.74 (0.56-0.98)
*The widths of the confidence intervals were not adjusted for multiplicity and cannot be used to infer treatment effects. | Il
CT, chemotherapy, ECOG PS, Eastern Cooperative Oncology Group performance status; EU, European Union; 0.1 1.0 10.0 0.1 1.0 10.0
GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; IHC, immunohistochemistry; 3 2 2 3 2 2
ISH, in situ hybridization; NA, North Amenca, PD-L1. programmed death-ligand 1, PFS, progression-free survival,
ROW, rest of world; TAP, tumor area positivity; TIS, ; Tras, ; Zani, Favors Zani + TIS + CT Favors Tras + CT Favors Zani + CT Favors Tras + CT
ASCO Gastrointestinal - sressurecer: Elena Elimova, MD ASCO sy

Cancers Symposium

author and ASCO. ouse
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Statistically significant 28% reduction in the risk of death with triplet ChT + zanidatamab + tislelizumab arm, exceeding 26.4 months

Strong trend toward statistical significance for OS favouring doublet ChT + zanidatamab arm also, reaching 24.4 months

Primary Endpoint: Overall Survival

Zanidatamab + tislelizumab + CT demonstrated a statistically significant and clinically meaningful OS benefit with a

>7-month improvement in median OS vs trastuzumab + CT
100

Zanidatamab + tislelizumab + CT

~
o
L

54.3%

Trastuzumab + CT (95% Cl: 47.6-60.5)

38.8%
(95% CI: 32.2-45.4)

Overall survival (%)
o
3
L

N
a
L

0 -+ Censored

Zanidatamab +
tislelizumab + CT | Trastuzumab +CT
(o o 26.4(21.5-303) 19.2(16.8-218)

0.72 (0.57-0.90)
HR (95% CI

NS P=0.0043
43.8%

(95% CI: 36.5-50.9)

30.0%
(95% Cl: 23.4-36.8)

0 3 6 9 12 15 18 21 24 27

30 33 36 39 42 45 48

49 ® 27 10 a 2 0
33 22 17 8 2 2 0

Patients at risk Months from randomization
Zanl 4 31802 267 246 22 190 157 125 9% 82 64

Tras4+CT 308 284 281 219 178 140 108 i 61 50

CT, chemotherapy. HR, hazard ratio; S, oweral survival, TIS, iseizumab; Tras, trashizumab, Zani, zanidatamab.

ASCO Gastrointestinal
Cancers Symposium

- musereour. Elena Elimova, MD

“ Primary Endpoint: Overall Survival

HERIZON

At this interim analysis, there was a strong trend toward significance for OS favoring zanidatamab + CT vs

trastuzumab + CT (5-month improvement in median OS)

100 7

Median OS
(95% Cl), mo

Zanidatamab + CT

~
o
!

HR (95% CI)

Trastuzumab + CT 50.3%

(95% CI: 43.6-56.6) 42.2%

38.8%
(95% Cl: 32.2-45.4)

Overall survival (%)
8
L

N
o
L

30.0%

0 -+ Censored

(95% CI: 23.4-36.8)

Zanidatamab + CT | Trastuzumab +CT

24.4 (20.4-30.0) 19.2(16.8-21.8)
0.80 (0.64-1.01)
P=0.0564

(95% Cl: 35.1-49.2)

0 3 6 9 12 15 18 21 24 27 30 33

Patients at risk Months from randomization
Zani+CT 304 an 257 222 187 156 121 %8 7% 56 41 28
Tras+CT 308 284 261 219 178 140 108 Tl 61 50 kil 2

CT. chamatherapy; HR. hazard ratio; 05, ovaral sunaval, Tras, trastuzumab, Zani, Zanidatamab.

ASCO Gastrointestinal i e SRS
Concers ymposom 1L ;

Historical benchmark: ChT + trastuzumab in TOGA mOS 16 months vs KEYNOTE-811 mOS 15.7 months in CPS PD-L1 = 1%

1% patients treated ChT + trastuzumab + pembrolizumab of mOS 20.1 months)

36 39 42 45 48

21 L 3 1 0
17 8 2 2 0

Control arm in HERIZON-GEA-01 with ChT + trastuzumab did much better = 19.2 months (aimost paralleling the results achieved in KEYNOTE-811 tral for HER2+/CPS PD-L1 =

Elimova E. ASCO GI Meeting 2026
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OS in Key Prespecified Subgroups

Improvements in OS occurred across major prespecified subgroups, including regions and PD-L1 TAP scores

Events/patients

Zanidatamab + Zani+ TIS+CT OS HR?

Subgroup Category tislelizumab + CT Trastuzumab + CT vs Tras + CT (95% CI)
All patients 134/302 170/308 o 0.72 (0.57-0.90)
Age, years <65 68/163 99/162 [ 0.60 (0.44-0.82)
265 66/139 71/146 —a 0.91 (0.65-1.28)
Geographic region Asia 63/159 89/165 - 0.64 (0.46-0.88)
EUNA 46/95 52/93 —ot 0.84 (0.57-1.25)
ROW 25/48 29/50 —_ 0.80 (0.47-1.36)
ECOGPS 0 41121 52/120 —e—i 0.72 (0.48-1.09)
3 92/180 118/188 o 0.72 (0.55-0.95)
Anatomical subtype Gastric 87/208 127/226 [ 0.63 (0.48-0.83)
GEJ 42/74 33/60 —o— 1.14 (0.72-1.80)
Esophageal 5/20 10/22 ——— 0.51(0.17-1.52)
HER2 status IHC 3+ 106/251 138/255 o 0.70 (0.55, 0.91)
IHC 2+/ISH+ 28/51 31/52 —o— 0.83 (0.50, 1.39)
PD-L1 status TAP <1% 38/90 65/98 —e— 0.49 (0.33-0.74)
TAP 21% 79/187 92/188 ,..L 0.82 (0.60-1.10)

#The widths of the confidence intervals were not adjusted for multiplicity and cannot be used to infer treatment effects.

CT, chemotherapy; ECOG PS, Eastern Cooperative Oncology Group performance status; EU, European Union; GEJ, gastroesophageal junction;
HER?2, human epidermal growth factor receptor 2; HR, hazard ratio; IHC, y; ISH, in situ NA, North America,
0OS, overall survival, PD-L1, programmed death-ligand 1, ROW, rest of world, TAP, tumor area positivity, TIS, tislelizumab; Tras, trastuzumab,
Zani, zanidatamab.

ASCO Gastrointestinal - eresenreoe. Elena Elimova, MD

Cancers Symposium Presentation is propery of the author and ASCO, P forreuse

0.1 1.0 10.0

Favors Zani + TIS + CT Favors Tras + CT
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Safety Summary

The safety profile was generally manageable, and no unexpected safety signals were identified

Zanidatamab + tislelizumab + CT

(n =294)

Zanidatamab + CT

305)2

Trastuzumab +CT
((e]17))

Duration of treatment, median (IQR), weeks 43.1 (56.7) 31.0 (563.8) 30.0 (32.2)
Any-grade TEAE, n (%) 293 (99.7) 301 (98.7) 297 (98.3)
TRAE, n (%) 289 (98.3) 296 (97.0) 291 (96.4)
Grade =3 211 (71.8) 180 (59.0) 180 (59.6)
Serious TEAES, n (%) 172 (58.5) 150 (49.2) 128 (42.4)
Treatment-related 121 (41.2) 86 (28.2) 61 (20.2)
TEAEs leading to death, n (%) 28 (9.5) 25 (8.2) 22 (7.3)
Treatment-related 7(2.4) 1(0.3) 4(1.3)
Discontinuation due to TRAES, n (%)
Any component 125 (42.5) 105 (34.4) 88 (29.1)
Zanidatamab or trastuzumab 35 (11.9) 26 (8.5) 7 (2.3)
Tislelizumab 42 (14.3) — —
AESIs®, n (%) 102 (34.7) 93 (30.5) 56 (18.5)
IRRs 74 (25.2) 77 (25.2) 40 (13.2)
Noninfectious pulmonary toxicities 20 (6.8) 4(1.3) 3(1.0)
Left ventricular dysfunction 26 (8.8) 19 (6.2) 13 (4.3)
| Immune-mediated AEs®, n (%) 111 (37.8) | 38 (12.5) 31(10.3)
aFive patients who were to the zani -tislelizumab- arm did not receive tislelizumab. Data from these patients are summarized in the zanidatamab-chemotherapy arm. PAESIs for zanidatamab were IRRs, noninfectious

pulmonary toxicities, and left ventricular dysfunction; AESIs for tislelizumab were IRRs and immune-mediated AEs. AESIs for zanidatamab and tislelizumab were reported in all treatment groups, even if the study agent was not administered in that group.

AE, adverse event; AESI, AE of special interest; CT, chemotherapy; |QR, interquartile range; IRR, infusion-related reaction; TEAE, treatment-emergent AE; TRAE, treatment-related AE.

ASCO GanFOInT_eSﬁnal - presentep By: Elena Elimova, MD
Cancers Symposium

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.
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IS IT WORTH IT THEN THE TOXICITY?
The addition of anti-PD-1 blockade translates into deeper (ORR 70.7%) and prolonged (DOR 20.7 months) responses with triplet combination,

widening subsequent radical options for this subset of patients with more disease-controlled symptoms and delayed clinical deterioration
HERIZON

GEA301

Key Secondary Endpoint: Antitumor Activity

Responses were deeper and more durable in the zanidatamab-containing arms vs the trastuzumab + CT arm

100 -
Confirmed ORR in patients with measurable disease
0,
0 | 70.7% 69.6% —
95% CI (65.0-76.0) 95% Cl (63.9-75.0) -1 /0
95% CI (59.9-71.2)
Q CR CR CR : o
S Median DOR (95% CI), mo
o Zanidatamab +
o i ab+CT Zanidatamab + CT Trastuzumab + CT
o (n =186) (n =198)
0 4 | - — -
20.7 14.3 8.3
(12.6-37.7) (11.5-21.9) (6.7-9.8)
20 -
0 4

Zanidatamab + Zanidatamab + CT Trastuzumab + CT
tislelizumab +CT

cORR was defined as the proportion of patients achieving a best overall response of CR or PR, as determined by BICR using RECIST v1.1, with the response confirmed at a subsequent visit 228 days after the initial assessment. DOR was assessed among
patients with measurable disease at baseline who achieved a confirmed objective response by BICR per RECIST v1.1. The widths of the confidence intervals were not adjusted for multiplicity and cannot be used to infer treatment effects.
BICR, blinded independent central review, cORR, confirmed ORR; CR, complete response; CT, chemotherapy, DOR, duration of response; ORR, objective response rate; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors
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HERIZON
Common TRAEs (220% of Patients in Any Arm)

Diarrhea was the most common TRAE in all treatment arms
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Consensus Guidanc:
in Patients Treated Wi

Management of Nausea and Vomiting
ZANIDATAMAB otherapy: A RAND/UCLA Modified Delphi Panel Study

Methods Conclusions Results

rnal experts who have partcipated
in dinical studies of zolbetuximab plus:
chemotherapy.

[¢ chieved
0n2100f 376 (55.9%)

ntions to prevent nausea and
lents reated with zolbetuximab

tisk prophyacticlly.

85 ouring infusions,acjustinfusion rate, pause the zobbetwimab
Infusion temporarly, use antiemetic medications ot used for

prophylaxis, andlor provideinravenous hydraton.
@ tsalato antiemetics and supportbefore @
discntinuing zolbstuximab permanently. @

nthe
ind management of nausea and
vomiting, rated appropriateness of interventions
usinga scale of 19 (Round 1), discussed the
resultsvitually, and repeated the rating
(Round 2).

C
on 324 of 382 (84.8%)
interventions intenventions

Recommendations from the Delphi panel
Y ———— CL}

Treatment-Emergent Diarrhea

Treatment-emergent diarrhea generally occurred early in treatment and resolved within 3 weeks, and few patients
discontinued zanidatamab due to diarrhea

Zanidatamab + tislelizumab + CT  Zanidatamab + CT Trastuzumab + CT
(n =294) (n=305) (n =302)
Treatment-related diarrhea, n (%

Any grade 240 (81 .GI 233 (76.4 146 (48.3)
Grade 23 72(245) 61(20.0) 39(12.9)

lated di leading to di { n (%)

Any component 22(75) 15 (4.9) 5(1.7)
Zanidatamab or trastuzumab 12 (4.1) 4(13) 0
Tislelizumab 6(2.0) — —

Time to first onset of diarrhea, median (IQR), days

Any grade 7.0 (14.5) 6.0 (12.0) 10.0 (30.0)

Grade 23 16.0 (43.0) 11.0 (23.0) 37.0 (56.0)
Duration of first diarrhea event, median (95% Cl), days

Any grade 14.0 (11.0-18.0) 17.0 (13.0-20.0) 10.0 (7.0-15.0)

Grade >3 8.0 (7.0-9.0) 9.0 (6.0-11.0) 9.0 (6.0-12.0)

;s nthe am
BID, bece dsiy, CT. chemotherapy, IOR, piersartie range
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ORIGINAL ARTICLE

Consensus guidance for preventig
vomiting in patients treated with| ZANIDATAMAB
a RAND/UCLA modified Delphi panel study

nt of nausea and
chemotherapy:

S. J. Klempner'", R. A. Pazo-Cid?, S. Lonardi’, L. Swanson®, M. J. Arango®, P. Enzinger®, A. H. Ko’, G. M. Vaccaro®,
K. Yamaguchi®, A. Saeed’®, K-W. Lee'!, K. Shitara'?, D. llson'?, J. A. Ajani'%, R. Fuldeore®, S. Braun'®, M. S. Broder'® &
M. A. Shah'”

Elimova E. ASCO Gl Meeting 2026; Klempner S.et al. ESMOgastrointestinal. 2025, vol 7, 100131
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MESSAGES TO TAKE HOME

Phase 2 ILUSTRO trial of 1L zolbetuximab plus
mFOLFOX6 and nivolumab in patients with
CLDN18.2+ locally advanced (LA) unresectable or
metastatic gastric or gastroesophageal junction
(mG/GEJ) adenocarcinoma

Kohei Shitara, Hirokazu Shoji, Nicola Fazio, Sara Lonardi, Keun-Wook Lee, Li-Yuan Bai,

Kensei Yamaguchi, Jean-Philippe Metges, Gianluca Masi, Denis Smith, Tae-Yong Kim,
Maria Matsangou, Archita Shrivastava, Miaomai Zhou, Aziz Zaanan, Samuel J. Klempner

Presented at the American Society of Clinical Oncology Gastrointestinal Cancers Symposium (ASCO Gl); January 8-10, 2026
In Person: San Francisco, CA, US/

Virtual: Oral Abstract Session A- Cancers of the Esophagus and Stomach

Abstract: LBA284

ASCO o B - oo P RO ASCO =

‘$© @

The ILUSTRO trial addresses timely question of administering frontline combined CLDN18.2 plus 10
combination = greatest opportunity for impact in survival (mPFS up to 23.6 months in CLDN18.2
high/CPS PD-L1 2 1% patients)

Safety and tolerability consistent with prior studies of zolbetuximab, though improvement in N/V
management

Small (n=77 pt) single arm data = needs confirmation in global study = chance for evaluating
whether survival benefit increases with PD-L1 expression (CPS PDL1 25%? LUCERNA’s 210%)

ASCO Gastrointestinal

Cancers Symposium

Zanidatamab + chemotherapy % tislelizumab for
first-line HER2-positive locally advanced, unresectable,
or metastatic gastroesophageal adenocarcinoma:
Primary analysis from HERIZON-GEA-01

Elena Elimova’, Sun Young Rha?, Kohei Shitara®, Tianshu Liu‘, Josep Tabernero®, Keun-Wook Lee®, Michael Schenker’,
Niall Tebbutt?, Jaffer Ajani®, Norhidayu Bt Salimin'?, Geoffrey Ku™", Jong Gwang Ki

Inmaculada Ales Diaz'?, Jingdong Zhang™,

S
S
Nt
<

The HERIZON-GEA-01 trial is the first large global trial to beat previous oucomes in 1L HER2+
mGOJ/GC patients demonstrating its dual primary endpoints mPFS > 1 year (12.4m with both zani
arms), and a clinically meaningful mOS benefit for triplet >2 years (26.4m)

PFS and OS benefits observed in patients independently of TAP scores, although the study was not
stratified by PD-L1 expression

Comparator arm considered not standard in countries with KEYNOTE-811 implemented [ =
Zanidatamab-related diarrhoea might need consensus management to facilitate the learning curve
of oncologists, specialy when overlapping with tislelizumab-related irAE

Esta presentacion reflejalas opiniones y hallazgos propios de la autora y se presenta como un servicio a la profesion médica
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24 de febrero de 2026

16:00-16:05
16:05-16:25

16:25-16:35
16:35-16:55

16:55-17:05
17:05-17:25

17:25-17:35
17:35-17:45

Directores Cientificos

Dr. Carles Pericay

Hospital Universitari Mutua Terrassa, Barcelona

Moderadores de la jornada

Dra. Pilar Garcia Alfonso, Hospital General Universitario Gregorio Marafién, Madrid

Dr. Carles Pericay, Hospital Universitari Mitua Terrassa, Barcelona

Presentacién

:Qué hay de nuevo en los tumores es6fago-gastricos?
Dra. Cinta Hierro, Institut Catala d "Oncologia, Badalona, Barcelona

Debate

¢Qué hay de nuevo en los tumores hepato-bilio-pancreaticos?
Dra. Teresa Macarulla, Hospital Clinic, Barcelona

Debate

¢ Qué hay de nuevo en los tumores colorrectales?
Dr. Javier Sato Alsar, Hospital General Universitario Gregorio Marafion, Madrid

Debate

Clausura

Dra. Pilar Garcia Alfonso
Hospital General Universitario Gregorio Marafion, Madrid

v €Co =

chierro@iconcologia.net

24/FEB/2026
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