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KEYNOTE-811 Phase Ill Trial of Pembrolizumab with Trastuzumab and
Chemotherapy for Previously Untreated Advanced HER2-Positive Gastric
or Gastroesophageal Junction (GEJ) Adenocarcinoma

Key Eligibility Criteria Pembrolizumab 200 mg IV Q3W +

» Advanced, unresectable Trastuzumab and FP or CAPOX®
G/GEJ adenocarcinoma

Treated until
unacceptable
toxicity, progression,

* No prior systemic therapy in
advanced setting or withdrawal, for

« HER2+ by central review a maximum of

(IHC 3+ or IHC 2+ ISH+) Placebo IV Q3W +

35 cycles®
«ECOGPS0or1 n = 3482 Trastuzumab and FP or CAPOXc®
n = 296°
Stratification Factors End Points
» Geographic region * Dual primary: OS, PFS®
» PD-L1 status (CPS <1 vs CPS 21) » Key secondary: ORR,? DOR,® safety
» Chemotherapy choice * Post hoc: Q-TWIST

CAPOX, capecitabine plus oxaliplatin, ECOG PS, Eastern Cooperative Oncology Group performance status; FP, 5-fluorouracil plus cisplatin; IHC, immunohistochemistry;
ISH, in situ hybridization; ITT, intention-to-treat; |V, intravenously; Q3W, every 3 weeks; R, randomization.
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KEYNOTE-811: Progression-Free Survival (PFS) with 6-Year Median Follow-Up

ITT

PFS, median HR
(95% Cl), months (95% CI)
Pembrolizumab group 10.0 (8.6-12.2) 0.73
Placebo group 8.1 (7.0-8.5) (0.61-0.87)
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No. at risk Months

350 234 139 83 67 57 45 42 39 31 26 20 11 2 0

348 184 93 55 35 28 24 22 19 19 15 15 8 1 0

ITT = intention to treat; CPS = combined positive score; HR = hazard ratio; Cl = confidence interval

Kawazoe A et al. ASCO 2026;Abstract 4040.

Progression-Free Survival, %

PD-L1 CPS 21

PFS, median HR
(95% Cl), months (95% CI)
Pembrolizumab group 10.9 (8.5-12.5) 0.72
Placebo group 7.3 (6.8-8.4) (0.60-0.87)
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KEYNOTE-811: Overall Survival (OS) with 6-Year Median Follow-Up

ITT PD-L1 CPS 21

0S8, median HR 0S, median HR
(95% Cl), months (95% CI) (95% Cl), months (95% Cl)
Pembrolizumab group 20.0 (17.8-22.1) 0.81 Pembrolizumab group 20.1 (17.8-22.9) 0.79
Placebo group 16.8 (14.9-18.7) (0.69-0.95) Placebo group 15.7 (13.5-18.5) (0.66-0.94)
69% 41% 28% 23% 70% 43% 29% 24%
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No. at risk Months No. at risk Months
350 311 243 192 144 116 99 83 80 67 55 44 31 7 0 298 265 207 166 127 102 87 74 71 61 52 44 3 7 0
348 293 220 165 125 102 78 71 57 50 42 32 18 6 0 296 245 180 135 104 85 67 62 49 42 34 24 16 4 0
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Zanidatamab Mechanism of Action

d Zanidatamab is a humanized dual HERZ2-targeted
bispecific IgG1-like antibody that binds to the HER2

juxtamembrane domain (ECD4) and dimerization
domain (ECD2)

W This biparatopic binding enables zanidatamab to

HER2 HER2 crosslink neighboring HERZ2 proteins, leading to
receptor clustering

o ) ==® _ 9
[‘\\_ﬂ {l ]\\ O The clustering induces potent complement-

dependent cytotoxicity (CDC) and antibody-
dependent cellular cytotoxicity (ADCC)

Weisser N et al. Nat Commun 2023.
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Content courtesy of Eric Van Cutsem, MD, PhD




Phase Il Study of First-Line Zanidatamab and Chemotherapy
for HER2-Positive Advanced GEJ Cancers: PFS

Patients with
ccHER2- positive
All patients (N=46) advanced GEA (n=41)
Mumber of events, (%) 29 (63%) Mumber of events, (%) 25 (61%)
Zanidatamab + mFOLFOX 6 12724 (50%) Zanidatamab + mFOLFO¥XG 10/21 (48%)
Zanidatamab + CAPOX 16/20 (B0%) Zanidatamab + CAPOX 14/18 (78%)
Zanidatamab + FP 12 (50%) Zanidatamab + FP 172 (50%)
Patients censored, n (%) 17 (37%) Patients censored, n (%) 16 (39%)
Median progression-free survival, months (95% C1) 12.5(8-2-21-8) Median progression-free survival, months (95% CI) 15-2 (9-5-33-4)
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ccHER2+ = centrally confirmed HER2-positive; GEA = gastroesophageal adenocarcinoma
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Elimova E et al. ESMO 2024;Abstract 3212; Elimova E et al. Lancet 2025;26:847-59.



Phase Il Study of First-Line Zanidatamab and Chemotherapy
for HER2-Positive Advanced GEJ Cancers: OS

Patients with
ccHER2-positive
All patients (N=46) advanced GEA (n=41)
Mumber of events, n (%) 23 (50%) Mumber of events, (%) 20 (49%)
Zanidatamab + mFOLFOX 6 13/24 (54%) Zanidatamab + mFOLFOX 6 11,21 (52%)
Zanidatamab + CAPOX 9/20 (45%) Zanidatamab + CAPOX 8/18 (44%)
Zanidatamab + FP 172 (50%) Zanidatamab + FP 172 (50%)
Patients censored, n (%) 23 (50%) Patients censored, m (%) 21({51%)
Median overall survival, months (95% CI) 365 (23-6-NE) Median overall survival, months (95% CI) 36-5 {23-6-NE)
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Phase llIl HERIZON-GEA-01 Trial of Zanidatamab with or without
Tislelizumab for HER2-Positive Gastroesophageal Cancer

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

Key Eligibility Criteria Arm A: Trastuzumab +
chemotherapy?

* Age 218 years - -
+ Unresectable, locally advanced, Dual Primary Endpoints
recurrent or metastatic GEA * PFS (per BICR)

« HER2 IHC 3+ or IHC 2+/ISH+ Arm B: Zanidatamab « OS

per central testing 1800 mg (<70 kg)/2400 mg (270 kg) IV Q3W .
. ECOG PS 0 or 1 + chemotherapy? ctmre | Select Secondary Endpoints

» No prior treatment for locally advanced Qew + cORR (per BICR)
Dimelasiatic dsgass « Frequency and severity of AEs

+ No prior HER2-targeted agents or Arm C: Zanidatamab
immunotherapy in any setting 1800 mg (<70 kg)/2400 mg (270 kg) IV Q3W ClinicalTrials.gov: NCT05152147

+ tislelizumab® + chemotherapy?

Stratification Factors Prophylaxis to prevent IRR and diarrhea was
- Geographic region mandatory in the zanidatamab-containing arms

+ HERZ2 status
. ECOG PS Treatment until disease progression/death/unacceptable toxicity

Chemotherapy could be discontinued after 6 cycles

aPhysician’s choice of capecitabine plus oxaliplatin or 5-fluorouracil plus cisplatin. Chemotherapy was administered for at least 6 cycles or until disease progression, unacceptable toxicity, or another criterion for treatment discontinuation was met.
bTislelizumab 200 mg was administered IV Q3W. <CT/MRI scans were performed every 6 weeks for the first 54 weeks, then every 9 weeks.

AE, adverse event; BICR, blinded independent central review; cORR, confirmed objective response rate; CT, computed tomography; ECOG PS, Eastern Cooperative Oncology Group performance status; GEA, gastroesophageal adenocarcinoma;
HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; IRR, infusion-related reaction; ISH, in situ hybridization; IV, intravenously; mGEA, advanced or metastatic GEA; MRI, magnetic resonance imaging; OS, overall survival;
PFS, progression-free survival; Q3W, every 3 weeks; Q6W, every 6 weeks; R, randomization.
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Elimova E et al. Gastrointestinal Cancers Symposium 2026;Abstract LBA285.



HERIZON-GEA-01 Primary Endpoint: PFS per BICR with Zanidatamab,
Tislelizumab and Chemotherapy (CT)

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

100
Zanidatamab +

s Zanidat &4 Viztaii b4 TT tislelizumab + CT | Trastuzumab + CT

S anidatama islelizuma Median PES

= 754 (95% Cl), mo 12.4 (9.8-18.5) 8.1 (7.0-8.9)

2 59.7%

> o Gk s HR (95% CI 0.63 (0.51-0.78)

2 (95% CI: 53.6-65.4) (95% ClI) P <0.0001

o Trastuzumab + CT 43.9%

$ 50 (95% CI: 37.4-50.1) 3899,
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i (95% Cl: 37.5-49.7) o 12 ||—u—l : :
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o 20.9% — = TR

(95% Cl: 15.3-27.2) 15.6% 3 —t o
0 - + Censored (95% Cl: 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+ TISuSD? 240 183 147 113 90 65 46 42 30 27 20 13 6 2 0
Tras +CT 308 247 168 97 63 37 23 16 13 10 6 4 3 2 0

BICR, blinded independent central review; CT, chemotherapy; HR, hazard ratio; PFS, progression-free survival; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.
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HERIZON-GEA-01 Primary Endpoint: Interim Analysis of OS with

Zanidatamab, Tislelizumab and Chemotherapy

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

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

Zanidatamab +

Trastuzumab + CT

100 7 tislelizumab + CT
Median OS
Zanidatamab + tislelizumab + CT (95% CI), mo [[eSaiicuEn Il IE-Sio 2 te)
_ 75- HR(85% &5 0.72 (0.57-0.90)
= _— P=0.0043
— . 0
S Trastuzumab + CT (95% CI: 47.6-60.5)
2 J 43.8%
> 50 (95% CI: 36.5-50.9)
= 38.8%
> (95% Cl: 32.2-45.4) ;
:30.0%
 (95% Cl: 23.4-36.8)
0 - + Censored ; :
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Patienite atiiak Months from randomization
Zani * VIS 267 246 222 190 157 125 96 82 64 49 36 27 10 4 2 0
Tras +CT 308 284 261 219 178 140 106 77 61 50 33 22 17 8 2 2 0

CT, chemotherapy; HR, hazard ratio; OS, overall survival; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.

Elimova E et al. Gastrointestinal Cancers Symposium 2026;Abstract LBA285; Shitara K et al. N EnglJ Med 2026;394:2002-14.
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HERIZON-GEA-01: Interim OS Analysis with Zanidatamab and Chemotherapy

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

Median OS
Zanidatamab + CT

0.80 (0.64-1.01)
P=0.0564

~
(6]
|

HR (95% ClI)

Trastuzumab + CT 50.3%

(95% CI: 43.6-56.6) 45 5o/
(95% Cl: 35.1-49.2)

38.8%
(95% Cl: 32.2-45.4)

Overall survival (%)
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]

130.0%

(95% Cl: 23.4-36.8)

0 - + Censored

Zanidatamab + CT | Trastuzumab +CT

(5% Oy, mo | 244 (20.4-30.0) 19.2(16.8-21.8)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Patients at risk Months from randomization
Zani+CT 304 277 257 222 187 156 121 98 78 56 41 28 21 6 3 1

Tras+CT 308 284 261 219 178 140 106 77 61 50 38 22 17 8 2 2

CT, chemotherapy; HR, hazard ratio; OS, overall survival; Tras, trastuzumab; Zani, zanidatamab.

Elimova E et al. Gastrointestinal Cancers Symposium 2026;Abstract LBA285; Shitara K et al. N EnglJ Med 2026;394:2002-14.
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HERIZON-GEA-01 Subgroup Analysis: PFS per BICR by PD-L1 Subgroups

PFS improvements with zanidatamab + tislelizumab + CT vs trastuzumab + CT were independent of PD-L1 status

Median PFS (95% CI), months Median PFS (95% CI), months

. Zanidatamab + Zanidatamab +
100 14 tislelizumab + CT | Trastuzumab +CT 100 1 tislelizumab + CT | Trastuzumab +CT
} ITT 12.4 (9.8-18.5) 8.1 (7.0-8.9) 12.4 (9.8-18.5) 8.1 (7.0-8.9)
é }X TAP 21% 11.3 (9.6-18.5) 8.3 (6.9-9.7) 0.65 12.3 (9.7-18.5) 8.2 (6.9-9.1)
E 197 TAP <1% 18.5 (9.7-25.2) 7.9 (5.8-9.6) 0.47 75+ 18.5 (9.7-25.2) 8.1 (5.8-9.8) 0.48
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+ Censored + Censored
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months from randomization Months from randomization
Patients at risk Patients at risk
Zanidatamab + tislelizumab + CT Zanidatamab + tislelizumab + CT
TAP 21% 187 149 113 88 63 49 35 24 22 17 15 8 6 3 1 0 CPS>1 198 156 119 93 69 53 38 24 22 17 15 8 6 3 1 0
TAP<1% 90 72 56 49 42 35 26 20 19 12 11 11 6 2 0 CPS<1 78 64 49 43 36 31 23 20 19 12 11 11 6 2 0

Data cutoff: October 1, 2025. The widths of the confidence intervals for the PD-L1 subgroups were not adjusted for multiplicity and cannot be used to infer treatment effects.
BICR, blinded independent central review; CPS, combined positive score; CT, chemotherapy; ITT, intent-to-treat; PD-L1, programmed death-ligand 1; PFS, progression-free survival; TAP, tumor area positivity.
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HERIZON-GEA-01 Subgroup Analysis: OS by PD-L1 Subgroups

OS improvements with zanidatamab + tislelizumab + CT vs trastuzumab + CT were independent of PD-L1 status

Median OS (95% CI), months

Median OS (95% CI), months

Zanidatamab +
tislelizumab + CT | Trastuzumab +CT

26.4 (21.5-30.3) 19.2 (16.8-21.8)
26.4 (18.7-35.9)

100{4%..

*\ ITT

TAP 21%

HR

212 (17.7-252) | 0.82

Zanidatamab +

TAP <1%

297 (24.7-NE)

15.8 (12.6-214) | 0.49

Overall survival (%)
(&)} ~
o (&)

N
(&)}
1

04 * Censored

12 15 18 21 24 27 30 33 36 39 42 45 48
Months from randomization
Patients at risk

Zanidatamab + tislelizumab + CT
TAP 21% 187 163 152 137 114 92 69 53 41 33 27 17 11 6 3 2 0
TAP <1% 90 83 76 70 64 56 48 40 38 29 21 18 15 3 0

0.0 3 6 9

100 - tislelizumab + CT | Trastuzumab + CT | HR
Sl 264 (215-303) 192 (16.8-218)
crs 21 YN EION 208 (17.3-239) | 0.82
30.3 (25.7-NE) 157 (126-214) | 0.43
75 -
50+
25+
+ Censored
O-| I 1 I I I I 1 I I 1 I 1 I I 1 I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months from randomization
Patients at risk

Zanidatamab + tislelizumab + CT
CPS21 198 174 161 145 120 99 73 56 44 35 28 18 11 6 3 2 0
CPS<1 78 71 66 61 57 48 43 36 35 27 20 17 15 3 0

Data cutoff: October 1, 2025. The widths of the confidence intervals for the PD-L1 subgroups were not adjusted for multiplicity and cannot be used to infer treatment effects.
CPS, combined positive score; CT, chemotherapy; ITT, intent-to-treat; NE, not estimable; OS, overall survival; PD-L1, programmed death-ligand 1; TAP, tumor area positivity.

Rha SY et al. ASCO 2026;Abstract 4010.
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HERIZON-GEA-01: Common Treatment-Related Adverse Events

Event

Diarrhea

Nausea

Anemia

Decreased appetite

Vomiting

Hypokalemia

Weight decreased

Neutrophil count decreased
Peripheral sensory neuropathy
Infusion-related reaction
Platelet count decreased
Aspartate aminotransferase increased
Hypoalbuminemia

Fatigue

White-cell count decreased

Palmar—plantar erythrodysesthesia syndrome

Shitara K et al. N Engl J Med 2026;394:2002-14.

Zanidatamab +
Tislelzumab +
Chemotherapy

(N=294)f

Zanidatamab +
Chemotherapy

(N=305)F

Trastuzumab +
Chemotherapy

(N=302)

number of patients with event (percent)

244 (83.0)
164 (55.8)
139 (47.3)
135 (45.9)
126 (42.9)
114 (38.8)
104 (35.4)
79 (26.9)
78 (26.5)
74 (25.2)
68 (23.1)
63 (21.4)
61 (20.7)
60 (20.4)
60 (20.4)
54 (18.4)

241 (79.0)
166 (54.4)
135 (44.3)
123 (40.3)
133 (43.6)
100 (32.8)
109 (35.7)
71 (23.3)
98 (32.1)
77 (25.2)
63 (20.7)
61 (20.0)
45 (14.8)
56 (13.4)
50 (16.4)
51 (16.7)

161 (53.3)
144 (47.7)
147 (43.7)
109 (36.1)
100 (33.1)
65 (21.5)
65 (21.5)
93 (30.8)
98 (32.5)
40 (13.2)
94 (31.1)
64 (21.2)
58 (19.2)
45 (14.9)
62 (20.5)
64 (21.2)
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FDA Approves Zanidatamab and Tislelizumab for HER2-Positive

Gastric, Gastroesophageal Junction or Esophageal Adenocarcinoma
Press Release: August 25, 2026

“...the Food and Drug Administration approved zanidatamab-hrii:

* In combination with fluoropyrimidine- and platinum-containing chemotherapy and tislelizumab-jsgr, as first-line
treatment for adults with HER2-positive (IHC 3+ or IHC 2+/ISH+) unresectable locally advanced or metastatic
gastric, gastroesophageal junction, or esophageal adenocarcinoma, as detected by an FDA-approved test, and

* in combination with fluoropyrimidine-, and platinum-containing chemotherapy, as first-line treatment for adults
with HER2-positive (IHC 3+) unresectable locally advanced or metastatic gastric, gastroesophageal junction, or

esophageal adenocarcinoma, as detected by an FDA-approved test.”

The approval is based on data from HERIZON-GEA-01, the global Phase Il clinical trial evaluating zanidatamab with
chemotherapy, with and without tislelizumab, compared to trastuzumab with chemotherapy as first-line treatment

for advanced or metastatic HER2-positive gastroesophageal adenocarcinoma.

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-zanidatamab-hrii-and-tislelizumab-jsgr-her2-positive- W
gastric-gastroesophageal-junction



Positive Top-Line Results Announced from the Second Interim

Analysis of Phase Il HERIZON-GEA-01 Trial
Press Release: August 31, 2026

Positive top-line results were announced from the second interim analysis (IA2) of the Phase Il HERIZON-GEA-01 trial
evaluating zanidatamab, in combination with chemotherapy, with and without tislelizumab, as first-line treatment for
HER2-positive locally advanced or metastatic gastroesophageal adenocarcinoma.

“At IA2, zanidatamab plus chemotherapy demonstrated a statistically significant and clinically meaningful
improvement in overall survival (OS) compared with trastuzumab plus chemotherapy, meeting the remaining primary
endpoint analysis of the study.

IA2 also provided longer follow-up data for the tislelizumab plus zanidatamab and chemotherapy regimen,
demonstrating an improved OS hazard ratio, continued durable outcomes, and a generally manageable safety profile.
These results reinforce findings from IA1, in which the regimen met the progression-free survival (PFS) and OS
endpoints, with the overall survival benefit observed across PD-L1 and HER2+ expression levels.

The safety profile of zanidatamab plus chemotherapy and tislelizumab plus zanidatamab and chemotherapy at A2
was generally consistent with that of IA1 and the known safety profiles of the individual treatment components, with

no new safety signals identified.

The results from I1A2 have been submitted for presentation at a major medical meeting in the fourth quarter of 2026.”

https://irbeonemedicines.com/news/beone-medicines-announces-new-phase-3-survival-data-reinforcing-benefit-of-ziihera-containing-
regimens-in-first-line/283997ad-826f-4eb5-ad37-323¢c754de396




Phase Ib/1l DESTINY-Gastric03 Study Design

(Part 1 ENROLLMENT COMPLETE
(1A and 1B published)??
Dose escalation (3 + 3)*

) IV on Days 1-5, q3w

T-DXd IV g3w +
5-FU IV on Days 1-5 q3w
+ oxaliplatin IV q3w

T-DXd [V q3w +
cap (oral) BID on Days 1-14
+ oxaliplatin I\ q3w

1D(b):

1C: T-DXd IV g3w + 5-FU IV on Days 1-5, 3w

1E(a): T-DXd IV q3w +
5-FU IV on Days 1-5
+ durvalumab IV q3w.
1E(b): T-DXd IV q3w +

cap (oral) BID on Days 1-14
\ + durvalumab I\ q3w.

S

L

(" Parts 2A-2E Dose expansion
ENROLLMENT COMPLETE

N=40 participants per arm;

2F RECRUITING: N=30 participantst+

2A: Trastuzumab + fluoropyrimidine
+ platinum-based chemotherapy

2B: T-DXd monotherapy IV q3w

2C:%  T-DXd IV g3w + flucropyrimidine

+ oxaliplatin 1V gq3w

2Dl T-DXd IV g3w + flucropyrimidine
+ pembrolizumab IV q3w
2E: T-DXd IV g3w +

pembrolizumab IV q3w

( 2F: It T_pXd IV g3w + fluoropyrimidine
+ pembrolizumab IV gq3w

|

(Part 3 RECRUITING
Volrustomig safety cohort
N=6 per doset*

T-DXd V. g3w + fluoropyrimidine +
volrustomig |V q3w**

Part 3 RECRUITING
Volrustomig main cohort
N=18-30t

HER2+

T-DXd IV g3w + fluoropyrimidine +
volrustomig [V q3w**$§

3B: HER2-low

T-DXd IV g3w + fluoropyrimidine +
volrustomig I\ q3w**$§

/

\_ J

During Part 1 of the study, the FDA granted accelerated approval for first-line pembrolizumab plus trastuzumab and chemotherapy for HER2+ gastric cancer in
patients whose tumors express PD-L1.1" Therefore, the study sponsor amended the study design to include Arm 2F, and terminated Arm 2A early as this was a

control arm using the standard of care

Janjigian YY et al. ASCO Gl 2024;Abstract TPS424.
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DESTINY-Gastric03: Phase Ib/Il Study of First-Line T-DXd with
Pembrolizumab and Fluoropyrimidine for HER2-Positive GEJ
Cancer (Arms D and F) — Response

>

Arm D: T-DXd 6.4 mg/kg 5-FU/capecitabine 1000 mg/m? + pembrolizumab B Arm F: T-DXd 5.4 mg/kg + 5-FU/capecitabine 750 mg/m? + pembrolizumab

5.4 mg/kg
s0- ORR: 75%

e o o e e e e e e e e e e = = = e e = = ==

100 100

O IHC 2+/ISH+ 6_4 mg/kg
) ORR: 53.5%

O IHC 2+/ISH+

e = - - - - -

=50 =50

Best change from baseline in target lesion size (%)
:
]
]
1
]
]
1
]
]
]
1
1
]
I
1
I
1
(m|
m]
(m]
] D
Best change from baseline in target lesion size (%)
o
l

-100- =100~

e At similar periods of follow up, the confirmed ORR by investigator assessment was 53.5% in the T-DXd 6.4 mg/kg triplet combination arm
(Figure 2A) and 75.0% in the 5.4 mg/kg triplet combination arm (Figure 2B)

— In the T-DXd 6.4 mg/kg triplet combination arm, the ORR (n/N) was 55.9% (19/34) in patients with IHC 3+ and 44.4% (4/9) in patients with
IHC 2+/ISH+

— In the T-DXd 5.4 mg/kg triplet combination arm, the ORR (n/N) was 73.1% (19/26) in patients with IHC 3+ and 83.3% (5/6) in patients with
IHC 2+/ISH+
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Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 448.



Select Ongoing Phase lll Trials of First-Line Therapy for Advanced
HER2-Positive Gastroesophageal Adenocarcinoma

Trial identifier

Estimated

N

Setting

Treatment arms

Estimated
completion date

DESTINY-GastricO5

Main cohort:
Unresectable, locally
advanced or metastatic
gastric or GEJ cancer,

T-DXd + fluoropyrimidine
pembrolizumab

(NCT06764875)

adenocarcinoma with
tumor PD-L1 CPS 21

cisplatin) or CAPOX
Rilvegostomig + trastuzumab
+ FP or CAPOX

2 * 2
NT06T5 T8 796 SD.L1 CPS o1 Standard chemotherapy February 2030
trastuzumab *
Exploratory cohort: embrolizumab
Gastric or GEJ cancer, .
PD-L1 CPS <1
T-DXd + rilvegostomig +
Locally advanced or E:;rsri)&;irzlznrf;gi
ARTEMIDE-GastricO1 340 metastatic gastric or GEJ trastuzumab + FP (5-FU + December 2030

www.clinicaltrials.gov. Accessed September 2026.




DESTINY-Gastric04 Phase Il Trial of Trastuzumab Deruxtecan (T-DXd)
Compared to Ramucirumab/Paclitaxel for Gastric Cancer

. . Primary Endpoint
Patient Population
P T-DXd * 0s
* HER2+ (IHC 3+ or IHC 2+/ISH+)® GC/GEJA 6.4 mg/kg Q3W
Secondary Endpoints
* HERZ2 status confirmed locally or centrally® on a *  PFS (INV)®
:e::e};nt blupzﬁ,r obtained after progression on *  Confirmed ORR (INV):
rastuzuma + DCR (INV
* ECOGPSO0or1 * DOR (INV)®
* No clinically active CNS metastases® Safely
Stratification factors Expluratrnry Endpoints
* HER2 status {IHC 3+ vs IHC 2+/ISH+) PRO
* Geography (Asia [excluding mainland China] vs Western
Europe ve mainland Chinafrest of world)
* Time to progression on 1L therapy (<6 months vs =26 months)
“AE clEasined by 2018 ASUOYCAR guidetines. =study protoood onginally mendated RERZ status be gelemined cenbrally but wes later amended to allow local oetermination. "Clirecely ective o metesiases were defined as
eeng unrested and sympiomatic or reguinrg therapy with coricosteroceds or anbcomalleants. Petients with clinically mactese CNS metastases coud e enrsdled. “rRAd edministered &3 8 md/kg on daye 1 and 15 of each do-gay
cycle and FTX adminstared as BI mgim® on deys 1, &, and 15 of eech 28-dey cycle. “Determined by investigetor-based sssessment on RECIST +1.1. ‘Besed on EORTC EQ-50-5L WAS and FACT-Ge subscales.

GC = gastric cancer; GEJA = gastroesophageal junction adenocarcinoma; RAM = ramucirumab; PTX = paclitaxel

Shitara K et al. ASCO 2025;Abstract LBA4002.



DESTINY-Gastric04: Survival and Duration of Response with T-DXd for
Gastric Cancer

A Overall Survival

Percentage of Patients

Median

Overall

No. of Survival

Deaths (95% Cl)

mo
Trastuzumab 124 14.7 (12.1-16.6)
Deruxtecan
Ramucirumab+ 142 11.4 (9.9-15.5)

Paclitaxel

Hazard ratio for death, 0.70
(95% Cl, 0.55-0.90)
P=0.004

c T T T T 1 T 1 T T T 1
0. 3 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk
Trastuzumab deruxtecan 246 219 185 134 94 65 45 30 21 12 2 1 1 1 0
Ramucirumab+ 248 204 150 109 76 52 36 18 9 4 3 3 0

paclitaxel

B Progression-free Survival

Trastuzumab Deruxtecan

100
] 80+
=
L
=
I3
o 60
<
&
k] 404
£
o
2
d 201
0
0
No. at Risk
Trastuzumab deruxtecan 246
Ramucirumab+ 248
paclitaxel

T T T T
18 21 24 27
Months

w
[ S
W
-
ma
—
L

T T 1
30 33 36

173 102 51 30 17 10 7 4 2 1 0O
144 68 25 14 6 5 3 1 1 1 1 0

Ramucirumab+ Paclitaxel

Trastuzumab
Deruxtecan
Ramucirumab+
Paclitaxel

Hazard ratio for disease progression
or death, 0.74 (95% Cl, 0.59-0.92)

No. of
Events

166

156

P=0.007

Median
Progression-free
Survival
(95% CI)

mo

6.7 (5.6-7.1)

5.6 (4.9-5.8)

C Duration of Response

Trastuzumab Deruxtecan

Ramucirumab+ Paclitaxel

100
a2 804
£
2
=
=
o 60+
3
&
E 40+
=
o
=
& 20
0
0
No. at Risk
Trastuzumab deruxtecan 104
Ramucirumab+ 69
paclitaxel

|

1

|

|

1

1

i

1

i

1 T T T T T
3 6 9 12 15 18 21 24 27 30

Trastuzumab
Deruxtecan
Ramucirumab+
Paclitaxel

No. of
Events

62

52

Median
Duration of
Response
(95% C1)

mo

7.4 (5.7-10.1)

5.3 (4.1-5.7)

Shitara K et al. ASCO 2025;Abstract LBA4002; Shitara K et al. N EnglJ Med 2025;393:336-48.
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DESTINY-Gastric04: Safety with T-DXd for Gastric Cancer

Fatigue’ 40 [
Neutropenia 4+ L I I 7 o

Anemia* .+ I N
Decreased appetite 2941 ml 18.0
Leukopenia® 26.c [T 223
Drug-related TEAEs in Thrombocytopenia® 26.6 O T
5 Diarrhea 25.8 m 20.2
>10% of patients Alopecia 242 _I 266
Transaminases increased’ 2.7 ml 9.4 . T-DXd, all grades
Vomiting 201 [ETEITN o M T-DXd, grade 23
ILD/Pneumonitis’ 3.9 ] 213 RAM + PTX, all grades
Weight decreased 1.1 [EEX 3 B RAM + PTX, grade 23
Constipation 10.7 [ 5.2
Lymphopenia” 102 [EXREE] 56
Stomatitis’ 'XJo.4 | 14.2
Neuropathy’ 25 (I} 20.2
Epistaxis 16 [ 12.9
Hypertension .4 o/ 15.5
60 40 20 0 20 40 60
Patients Experiencing Drug-Related TEAEs, %
Adjudicated drug-related ILD/pneumonitis
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade
T-DXd (n = 244) 7(2.9) 26 (10.7) 1(0.4) 0 0 34 (13.9)
RAM + PTX (n = 233) 0 0 2(0.9) 0 1(0.4) 3(1.3)
Left ventricular dysfunction?
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade
TEAEs = treatment-emergent adverse T-DXd (n = 244) 0 3(1.2) 3(1.2) 0 0 6 (2.5)
events; ILD = interstitial lung disease RAM + PTX (n = 233) 2(0.9) 2(0.9) 0 0 0 4(1.7)

Shitara K et al. ASCO 2025;Abstract LBA4002; Shitara K et al. N EnglJ Med 2025;393:336-48.
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Regulatory and reimbursement issues aside, which first-line treatment would you most likely recommend
for a 65-year-old patient presenting with metastatic CLDN18.2-negative, HER2-positive, microsatellite-
stable (MSS) gastric adenocarcinoma with a PD-L1 combined positive score (CPS) of 0?
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Regulatory and reimbursement issues aside, which first-line treatment would you most
likely recommend for a 65-year-old patient presenting with metastatic CLDN18.2-
negative, HER2-positive, MSS gastric adenocarcinoma with the PD-L1 CPS scores below?

PD-L1CPS 1 PD-L1 CPS 10

AT Zanidatamab/chemotherapy/ Zanidatamab/chemotherapy/
Eﬁ tislelizumab tislelizumab

- o o Zanidatamab/chemotherapy/ Zanidatamab/chemotherapy/
@ Dr Janjigian tislelizumab tislelizumab

\ Zanidatamab/chemotherapy/ Zanidatamab/chemotherapy/
tislelizumab tislelizumab

"‘L Zanidatamab/chemotherapy/ Zanidatamab/chemotherapy/
A Or Klemprer vocksumat
AN . .
Zanidatamab/chemotherapy/ Zanidatamab/chemotherapy/
#1Dr Mehta aehcommt
o Zanidatamab/chemotherapy/ Zanidatamab/chemotherapy/
JJ tislelizumab tislelizumab
m Zanidatamab/chemotherapy/ Zanidatamab/chemotherapy/
49;_ tislelizumab tislelizumab

e Dr Wainber Zanidatamab/chemotherapy/tislelizumab or Zanidatamab/chemotherapy/tislelizumab or
% 9 trastuzumab/chemotherapy/pembrolizumab trastuzumab/chemotherapy/pembrolizumab




For a patient to whom you have elected to administer zanidatamab/chemotherapy in
combination with an anti-PD-1 antibody, how will you approach the selection of the
anti-PD-1 antibody?
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In general, would you prioritize a CLDN18.2-targeted or a HER2-targeted therapy for a patient
with newly diagnosed CLDN18.2-positive, HER2-positive metastatic gastric or gastroesophageal
junction (GEJ) adenocarcinoma with a PD-L1 CPS of 0?
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In general, do you order repeat biopsies for your patients with HER2-positive
gastroesophageal cancers after disease progression on HER2-targeted therapy?

9 e e

@m




What would you most likely recommend as second-line therapy for a patient with
metastatic CLDN18.2-negative, HER2-positive, MSS gastric adenocarcinoma with a PD-L1
CPS of 21 who experienced disease progression (PD) on the first-line regimens below?

PD on first-line zanidatamab/
chemotherapy/tislelizumab

PD on first-line
FOLFOX/trastuzumab/pembrolizumab

5 CI=
) i

_3;* Dr Klempner

t @ Dr Mehta

st._

S CETT
S

i“ Dr Wainberg

Trastuzumab deruxtecan

Trastuzumab deruxtecan
Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan
Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan

Trastuzumab deruxtecan




For a patient with HER2-positive gastric/GEJ adenocarcinoma who experienced PD on first-
line FOLFOX/trastuzumab/pembrolizumab and on second-line trastuzumab deruxtecan,
would you offer treatment with zanidatamab?
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Claudin 18.2: Leveraging Biology

Normal Gastric Epithelia Gastric Cancer

Malignant
Transformation

= (L

e Claudin 18.2 is a major structural component of intercellular tight junctions

* Not routinely expressed in any normal tissue outside gastric mucosa (cancer-restricted antigen)

* Broadly expressed in several tumor types, including gastric, GEJ, biliary and pancreatic
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Baek JH et al. Anticancer Res 2019;39(12):6973-9.



Claudin 18.2 (CLDN18.2): Characteristics and Overlap

N =148

P=0.013 * CLDN18.2 positivity rates:
61.7% * Highest in gastric followed by GEJ and esophagus

| - * 48.3% (75% threshold: >75% of tumor cells with
ey e 2-3+ staining)

. mam OIS e 71.1% (H-score 25; 21+ intensity in 225% of cells)

I e 73.8% (H-score 10; 21+ intensity in 210% of cells)

75% Threshold

N=110

CLDN (+) HER2 (+) PD-L1 (+) 3.6% (n=4)

CLDN (+) 6.4% (n=7)
e No significant association o
with HER2, PD-L1 CPS or CLDN (+)

mismatch repair con ()

CLDN (-)

HER2 (+)

11.8% (n=13)

PD-L1 (+)

PD-L1 (4 31.8% (n = 35)

HER2 (+) PD-11 (+) ‘ 2.7% (n=3)

HER2 (+)

‘ 8.2% (n=9)

~ (o) 1
e ~30% sole biomarker m ——
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Maeng CH et al. ESMO Gastrointest Oncol 2026;11:100278.



Zolbetuximab Mechanism of Action

normal | "V z
epithelial cells
p — W v’ v::'\,
Gap ___ ; \\ \\
junction Connexin } 4—
-1 __1 5
Adherens__{ ; %z E-cadherin i |
junction = ‘ &

RN NN
% k,\"‘-\y
w.\~

Zolbetuximab

Tant Occludin
ight |
junction

» ' Claudin
, — (Claudin-18.2)
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Du F et al. J Hepatocell Carcinoma 2024;11:1801-21.



SPOTLIGHT and GLOW Trials Combined Analysis: Survival with First-Line
Zolbetuximab and Chemotherapy for Gastric or GEJ Adenocarcinoma

Updated PFS Final OS Analysis

Median
100 " 100-] 1
il : Oversil Survival
90 Mo.of  No.of (95% C1) 90 \ No.of  No.of (95%Cl)
Patients  Events mo | Patients  Events mo
- B0 Zolbetuximab plus chemotherapy 537 312 9.2 (.4-10.4) 801 : Zolbetuximab plus chemotherapy 537 377 16.4(15.0-17.9)
% Placebo plus chemotherapy 535 369 8.2(7.6-84) - | Placebo plus chemotherapy 535 424 13.7(12.3-15.3)
70| ] !
= R
3 50 Hazard ratio for disease progression ; 60— Hazard ratio for death, 0.77 (95% Cl, 0.67-0.89)
3 or death, 0.71 (95% C1, 0.61-0.83) 2 \ P<0.001
- P=0.001 50
50
! 3 |
i i |
B 30 5 s ! , ;
| ! | 150 Zolbetuximab plus !
£ 20 | li?m Zolbetuximab plus chemotherapy 20 } :2‘ chemotherapy
1 T H L t t
cebo 1 1
104 : m i ! : : Fla : plusidhemmhmpy 10 | | Placebo plus
| I |8 ! ! ! chemotherapy lg
or-TTTTTT+"T"TTTT+""""TT"T"TT"—T+tTTTT 7T 7T 1T T T T /5L [ POV PR 5 7 7Y B ) 9 P I PO P 5 A PTG R ) P R ) [ ) RO P P
O 2 4 & B 10 12 14 16 18 20 22 24 26 2E 30 32 34 36 33 40 42 48 45 4B 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
Ho. at Risk No. at Risk
Bolbetumima plhrs 537 425 £53 415 357 355 T20 266 245 156 13 156 45 I I L5906 B2 T4 2 S5 S 56 M2 AL B W N N E N H M N B MU N NE 35551111180 Zolbetiodmabplus 537513457 481 4R SR QTAS T ZEISMIEWMMMW IS BNUIBIMNSIIBDIVNININ BN X X B T ORI SV X NV B OV KB WI 76 64320
fhu:bnﬂl.ls EE S SN AN A NI IO IS 1M 0N B D TS B SI 4 43 T I 0 ¥ B M B I 151 M ST 5 5 5 5 5 4 4 4721110800080 Phcebo plus SHSNVG4E 40OV KRITHNMNBIS M IBISSI/BIBIVINSG S B EB VT IR BHA BT KLULSE §5 333200000
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Shitara K et al. N Engl J Med 2024;391(12):1159-62.



SPOTLIGHT and GLOW Combined Analysis: Overall Survival with First-Line
Zolbetuximab and Chemotherapy for Gastric or GEJ Adenocarcinoma

Zolbotuximab Plus Placebo Plus
Chemotherapy Chemotherapy Hazard Ratio (95% CI)

Subgraup no. events/ng. potients
All patients 377,537 424/535 - 0.77 (0.67-0.89]
Aga

565 yr 241/357 2B4/361 - Q.73 (0.52-0.87)

=55 yr 136/180 1404174 —i- 0.85 [0.67-1.07]
Sex

Male 243335 272/A1 - 0.78 [0.66-0.93)

Femnale 134,202 152,204 —.— 0.76 (0.50-0.9E)
Region

Asia 166,245 190/247 —B— .71 {0.55-0.38]

Mon-Asia 2117292 2344284 — (.83 [0.69-1.00]
Mumber of metastatic sites

0-2 274/408 312,/407 -m 0.76 [0.65-0.94)

=3 103/129 112/128 —l— 0.78 (0.59-1.02]
Prior gastrectomy

Mo 276/378 3034378 —- 0.83 [0.71-0.98)

Yes 101/1589 121/157 —n— 0.55 [0.50-0.85)
Lauren classification

Diffuse 120,164 164/217 —.-t (.82 (0.55-1.04]

Intestinal 75/106 a0/107 —a— (.65 [0.47-0.38]

Mized/ ather 26/135 B5/103 —— 0.88 {0.56-1.18]
Primary site

Stamach 301/438 331/419 == Q.72 [0.62-0.84]

Gastroesophageal junction 76/99 Q37116 —a— 1.02 [0.76-1.39]
Race

White 175/234 183/224 —. 0.89 [0.72-1.09)

Hsian 171/254 196255 —-— 0.58 {0.56-0.85)

0. 1‘.15 o. IEE ] :5 1 ZI lli

-

IV
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Zolbetuximab Plus Chemaotherapy Better Placebo Plus Chemotherapy Better

Shitara K et al. N Engl J Med 2024;391(12):1159-62.



SPOTLIGHT and GLOW Combined Analysis: Treatment-Emergent

Adverse Events

Shitara K et al. N Engl J Med 2024;391(12):1159-62.

Zolbetuximab + Placebo +
Event — no. (%) chemotherapy chemotherapy
(n =533) (n = 527)

All grade Grade 23 All grade Grade 23
Nausea 405 (76.0) 67 (12.6) 296 (56.2) 25 (4.7)
Vomiting 356 (66.8) 76 (14.3) 180 (34.2) 26 (4.9)
Decreased appetite 241 (45.2) 34 (6.4) 183 (34.7) 13 (2.5)
Anemia 199 (37.3) 53 (9.9) 199 (37.8) 54 (10.2)
Diarrhea 197 (37.0) 27 (5.1) 212 (40.2) 28 (5.3)
Neutrophil count decreased 167 (31.3) 95 (17.8) 150 (28.5) 93 (17.6)
Peripheral sensory neuropathy 164 (30.8) 13 (2.4) 175 (33.2) 21 (4.0)
Neutropenia 152 (28.5) 97 (18.2) 129 (24.5) 72 (13.7)
Constipation 141 (26.5) 3 (0.6) 166 (31.5) 4 (0.8)
Fatigue 118 (22.1) 25 (4.7) 136 (25.8) 24 (4.6)
Aspartate aminotransferase increased 113 (21.2) 10 (1.9) 122 (23.1) 16 (3.0)
Abdominal pain 111 (20.8) 15 (2.8) 143 (27.1) 11 (2.1)
Asthenia 108 (20.3) 28 (5.3) 96 (18.2) 10 (1.9)
Weight decreased 108 (20.3) 7(1.3) 81 (15.4) 4 (0.8)
Hypoalbuminemia 103 (19.3) 20 (3.8) 53 (10.1) 6(1.1)
Platelet count decreased 102 (19.1) 22 (4.1) 111 (21.1) 27 (5.1)
White blood cell count decreased 102 (19.1) 13 (2.4) 86 (16.3) 26 (4.9)
Pyrexia 95 (17.8) 2(0.4) 73 (13.9) 1(0.2)
Hypokalemia 88 (16.5) 30 (5.6) 80 (15.2) 27 (5.1)
Alanine aminotransferase increased 83 (15.6) 4 (0.8) 103 (19.5) 17 (3.2)




Zolbetuximab: Management of Nausea and Vomiting

Prophylaxis
before first
infusion?

During first
infusion, if
patient is

experiencing

NK-1 + 5-HT3 + dexamethasone
+ olanzapine
Provide one of the or
following NCCMN-
recommended high-risk NK-1 + 5-HT3 + dexamethasone
antiemetic agents® or

5-HT3 + dexamethasone
+ olanzapine

Consider either making no modifications, or
stopping the infusion for 30-60 min and
restarting it at the same rate before the

stop if symptoms improve

MNausea along =

Consider adding antiemetic treatment

S—
SLVoIRtng ’ (e.qg. rescue medications)

When planning Nausea alone or
for second or 1 episode of — Rate recommended in Pl
subsequent vomiting®
=) infusions, if
patient in the
prior infusion Repeated Slower than rate
experienced® vomiting® recommended in PI¢

b

During second
and subsequent
infusions, if
patient is
experiencing’s

Mausea along =—p Make no modifications

Stop the infusion for 30-60 min and restart

Any vOMIting® s : - "
y 9 it at a slower rate if symptoms improve®

KEY

Antiemetic regimens

Patient symptoms

Zolbetuximab infusion rate

and

and

and

After the first hour (when the infusion
is running at 200-265 mg/m¥h),
also consider slowing the infusion
without stopping i first!

Stop the infusion for 30-60 min
and restart it at a slower rate if
symptoms improve?

Make no change or escalate
from previous infusion

Escalate from previous infusion

Klempner SJ et al. ESMO Gastrointest Oncol 2025;7:100131.



Phase Il ILUSTRO Study of First-Line Zolbetuximab with mFOLFOX6 and
Nivolumab for CLDN18.2-Positive Locally Advanced Unresectable or
Metastatic Gastric or GEJ Adenocarcinoma: Cohort 4

Key Eligibility Criteria

« Previously untreated LA
unresectable or mG/GEJ
adenocarcinoma

+ CLDN18.2+ (moderate-to-
strong CLDN18 staining in
= 50% of tumor cells)?

— Intermediate expression:

= 50 — < 75% of cells
— High: = 75% of cells
+ HER2-®
+ ECOG PS 0-1

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

Cycles 14 (~5.5 months): I
Zolbetuximabe® nivolumab :
600/400 mg/m? + 240 mg + I

[
[
|

OR mFOLFOX6
800/400 mg/m? Q2W

Cycles 5+:
Zolbetuximab 400 mg/m? +
nivolumab 240 mg +
5-FU/FA® Q2W

Cohort 4B: Expansion Phase (n = ~65)

Cycles 14 (~5.5 months): l
Zolbetuximab 800/400¢ mg/m2 + |
nivolumab 240 mg + mFOLFOX6 l

Q2W |

Cycles 5+:
Zolbetuximab 400 mg/m? +
nivolumab 240 mg +
S5-FU/FA® Q2W

Endpoints and Analyses

PFS, ORR, DCR, DOR, OS, safety and tolerability
Preplanned analyses by CLDN18.2 and ad-hoc analyses by PD-L1 CPSf

Cyde length was 42 days Sample sizes shown are approximations basad on the expectation (o provida safety information and determine tolerability of the dose level of inferest [cohort 48) and he sxpacted number of 50 patients whose
tumers had nigh CLON185.2 expression, assumng an accrual penoed of 12 months and a follow-up penoc of 3-8 months with 20-25 FFS events (conort 40).
3By central IHC: "By central or local HER2 testng: “The tolerabiity and s3fety of zolbetuximab + nivolumab + mFOLFOXE was evaluated during a 2-week DLT assessment period. cycle 1 day 1 doses of zolbetuzimab in Cohort 4A were 600

ma'm? (n = 6) or SCC my'n? (n = 6), bolh fellowed by subsaquan! dosas of 400 me'm?, “800 ma'm? al cycle 1 day 1 ollowad by subsequent doses of 400 mygim? Al Ihe dscrelion of the investigalon, By the Dako POALTIHC 28.8 phaimDy assay

MFOLFOX6 = modified FOLFOX-6; LA = locally advanced
Shitara K et al. Gastrointestinal Cancers Symposium 2026;Abstract LBA284.
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ILUSTRO Cohort 4B: PFS with First-Line Zolbetuximab, Nivolumab
and mFOLFOX6

Median PFS was 14.8 months with zolbetuximab + mFOLFOX®6 + nivolumab

Median PFS,
Events/n (%) months (95% CI)

1.0 b | | I
| | |
» 08 - | 72.6% I 31/71 (43.7) 14.8 (8.3—-NE) I
L | |
e | ; . 159.1% .
© 0.6 1 | "H_“—-H—I I
= | ! i ! !
2 ] | | 2 ey |
S 04 | [ Ll
o | [ |
o8 02 o | | |
| | |
0-0 L Ll ! I I ! L] L L] T L] !
0 2 4 6 8 10 12 14 16 18 20 22 24
Number at risk: Months
71 62 49 41 34 29 20 15 12 1 9 2 0

Data are shown for the safety analvsis set. PFS was assessed by investigators per REG ST vi.1. Median (95% CI) fellow-up time was 11.5 (10.9-15.6) months for Cohort 4B.

RESEARCH
Shitara K et al. Gastrointestinal Cancers Symposium 2026;Abstract LBA284; Shitara K et al. Nat Med 2026;32(6):2182-90.



ILUSTRO Cohort 4B: PFS with First-Line Zolbetuximab, Nivolumab
and mFOLFOX®6, Stratified by CLDN18.2 Expression

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

CLDN18.2 Events/n (%) | _ OM;?,': '(‘9:;08 cl)

10 High 23/59 (39.0) 18.0 (11.1-NE)
. | | -
\_AN_\—‘LH | | Intermediate 711 (63.6) 6.7 (3.0-NE)
» 081 Kl ; '
s 1 64 2% !
“— l |
g 0.6 - I | |
= s : = + i :
S 041 161.4% l !
o | | |
o) 36.8%
CT. | | |
0.2 1 — cLDN18.2 - high l | |
—— CLDN18.2 — intermediate l | |
0 0 T T ! T T ! T T T T T !
0 2 4 6 8 10 12 14 16 18 20 22 24
Number at risk: Months
— 59 51 42 36 31 26 18 13 10 9 8 2 0
— 1" 11 7 5 3 3 2 2 2 2 1 0 0
Datz are shown for the safety analvsis set. One patient had no evaluable CLDN18.2 status. PFS was assessed by investigators per RECIST v1.1. Median (95% CI) follow-up timesin Cohort 4B were 14.5 (9.4-15.5) months and 11.3
(3 9=NFE) months Tor the hgh CLON1S 2 expresson and intamediale CLDN1E 7 exprassion suburoups raspaclively

RTP
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Shitara K et al. Gastrointestinal Cancers Symposium 2026;Abstract LBA284; Shitara K et al. Nat Med 2026;32(6):2182-90.



ILUSTRO: Treatment-Emergent Adverse Events with First-Line
Zolbetuximab and Nivolumab — Cohorts 4A and 4B

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

- Cohort 4A + 4B

Any grade 76 (98.7)

Related to any study drug 76 (98.7)
Grade 2 3 51 (66.2)
Serious 29 (37.7)

Related to any study drug 18 (23.4)
Nausea 62 (80.5) 0
Decreased appetite 26 (72.7) 6 (7.8)
Neutrophil count decreased 235 (45.9) 29 (32.9)
Peripheral sensory neuropathy 35 (45.5) 2 (2.6)
Vomiting 29 (37.7) 3 (3.9)
Diarrhea 28 (36.4) 1(1.3)
Pyrexia 24 (31.2) 0
Anemia 19 (24.7) 2 (2.6)
Constipation 17 (22.1) 0

Shitara K et al. Gastrointestinal Cancers Symposium 2026;Abstract LBA284; Shitara K et al. Nat Med 2026;32(6):2182-90.
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Ongoing Phase lll LUCERNA Trial of First-Line Zolbetuximab with Pembrolizumab
and Chemotherapy for CLDN18.2-Positive, HER2-Negative, PD-L1-Positive Locally
Advanced Unresectable or Metastatic Gastric or GEJ Adenocarcinoma

(Y Jclusion cviterna (ﬂinggg) 800 ng;?gféuyxégibol\a,y 1— 400 mglmfggs\tlu:ri ?:(l)) rlr:’glm2 Q3w
: ﬁ.‘%‘,"é gjg%';m'r‘cm;':mb'e OF 400 mg/m? Q2W or 600 mg/m? Q3W
. HER2-* ’ Pembrolizumab IV Pembrolizumab IV
200 mg Q3W or 400 mg Q6W 200 mg Q3W or 400 mg Q6W"
» CLDN18.2+¢ CAPOX'/ mFOLFOX6® Capecitabine'/ folinic acid + fluorouracil'

+ PD-L1+ (CPS 2 1)

Cycles 1-4 (42 days/cycle) Cycles 5+ (42 daysicycle)
+ ECOG PS 0-1 »9—

B o S Placebo IV Q2W or Q3W Placebo IV Q2W or Q3W
: Re:le |p! af prlor"s‘;ystemlc SlEoherapy Pembrolizumab IV Pembrolizumab IV
aR'LO;' :";:“’r'l‘:r :L'E?\ly;e 2 tarceted 200 mg Q3W or 400 mg Q6W 200 mg Q3W or 400 mg QEW"
thera;% P ol CAPOX'/ mFOLFOX6¢ Capecitabine' / folinic acid + fluorouracil'
Cycles 1-4 (42 daysicycle) Cycles 5+ (42 daysicycle)
Stratification factors
* Region (Asia vs non-Asia) Primary endpoint Secondary endpoints Exploratory endpoints
gEDLUCES et oS e =il . 0S *PFS =+ ORR - HRQoL  * Biomarkers
+DOR  «PK . PFS2

+ Safety  + Immunogenicity

'z 18 years of age; "HERZ IHC score of 0+/1+, or HERZ2 IMC $coee of 2+ 1 ISH=-, per local or Centrad testing; 2 78% of bumor Opls demonsirating maderate4a-sirone membranous CLND18 Saring usng $ie VENTANA CLDN18 (43-14A) RxDu Assay per contal losting,
Using the Aglent PD-L1 IHC 2203 pharmDx assay per certral testing, *1 prioe dose of CAPOX ar mFOUFOXE, with or withcut pembrolaumab, is sllowed; 'Oral capectabing 1000 mg/m® twice daily on Days 1-14 and 22-35, and IV oxalplain 130 mgim* Q3
Folink acd 300 mg'n?, flucrouracil 400 mgim? bolus followed by 2400 mg'm?, and oxaliplatin 85 mg?, IV Q2W; "Up to 24 menths; Per invesligator dscretion; Per RECIST versicn 1,1 by mvestgator assessment

CAPQX, capacsabing anc axatpiasn regmen; CLON1E, daudin 18; CLON18.2, claucin 18 iseform 2; CPS, combined pesilne scone; DOR, duration of respanse; ECOG PS, Eastem Cooperative Onaniogy Group perfarmance statis; HERZ, human epidamal
growih factar recepiar 2, HRQoL, healthrofated qualty of e, IHC, immunchisiochemisiey, ISH, in silu Inbridization: IV, intrawendus, LA, Kcally advanced; mFCLFOXS, modified foinic ack), Auarouradl, and oxalipialin regimen; mGIGEJ, melastasc gasiic o
gasireesophageal jurdican; ORR, objactve response rate; OS, overdl sunwal, POL1, programmed deathdgand 1, PK. sharmacokinelics, PFS, progressiondres sunival, PRS2, progressiondee survival after subisaquant anlicancer thesapy, Q2W, every 2
weeks; Q3N every 3weeks: Q8W, every 6 weeks, R, randomiy assigned; RECIST, Response Evaluaion Critena in Solid Tumers
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Expanding Therapy Beyond Zolbetuximab

Antibody-drug conjugates (ADCs)

Antibody
Cytotoxic payload 4% "« 7
Linker

Bystander effects

Effector cell

Fu Z et al. Signal Transduct Target Ther 2022;7(1):93.

Sonesitatug vedotin (AZD0901) — CLDN18.2 ADC with MMAE payload

IBI343 — CLDN18.2 ADC with TOPO I payload
SHR-A1904 — CLDN18.2 ADC with TOPO | payload

Adapted from Samuel J Klempner, MD

Bispecific antibodies and BiTEs

Macrophage
s Lymphocyte

o PRy \
4 . | O |
N\ /
N
A

- .
. .
L6, IL-10,
TNF-a IFN-y

Tumor cell death

Perforin, granzymes

T cell profiferation

Spinazzola A et al. Front Immunol 2025:16:1665838.

Givastomig — CLDN18.2 x 4-1BB bispecific
Spevatamig — CLDN18.2 x CD47 bispecific
ASP2138 — CLDN18.2 x CD3 BITE
AZD5863 — CLDN18.2 x CD3 BiTE

BiTE = bispecific T-cell engager RTP
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CLARITY-PanTumor01 Substudy 1: Sonesitatug Vedotin Activity in Gastric
and GEJ Cancer

100 = Bestoverall response W CR MWPR MSD HWPD BNE
80 -

60 -
40 =

R L L I TR IT P

<4 ORR 28.4%

-80 -
-100 -

Best percentage change in target
lesion size from baseline (%)
o
1

TEAs occurring in 210% of patients overall

MNausea 58.2 [ 50 |
Decreased appetite 53.7 | 3.0 |
Wemiting 35.8 | 8.0 |
Anemia 17.9
Constipation 224
Gastritis 224
Fatigue 17.9 |45 |
Weight decreased 209
Diarrhea 17.8 M 15
Abdominal pain upper 17.9
AST increased 13.4 M 15
Malaise 14.9
NMeutrophil count decreased 6.0 I
Hypoalbuminemia 13.4
Abdominal pain 10.4 M 15 Creide 152
Alopecia 1.8 B Gradez3
ALT increased 11.9
0 10 20 30 40 50 &0 70

Patients (%)

CR = complete response; PR = partial response; SD = stable disease; PD = progressive disease; NE = not evaluable; ORR = objective response rate RTP

RESEARCH
Shitara K et al. ASCO 2026;Abstract 4023.
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Phase lll CLARITY-Gastric 01 Study: Second-or Later-Line Sonesitatug
Vedotin for Advanced Gastric/GEJ Cancer

Intervention

Arm 1 (n=250): Sone-Ve 2.2 mg/kg Q3W

Participant population*

2L+ GC / GEIC expressing CLDN18.2 (>25% R
tumor cells with membranous staining at 1:1'
any intensity for CLDN18.2)

Arm 2: Sone-Ve dose level 2 Q3W {closed to enrollment)

Arm 3 (n=250): investigator’s choice of therapy

. J
Investigator’s choice of therapy
* 2L: ramucirumab + paclitaxel * 3L(+): irinotecan
+ 2L: paclitaxel (for participants with contraindication to ramucirumab only) * 3L(+): TAS-102 (except China)
* 2L: docetaxel (for participants with contraindication to ramucirumab only) + 3L(+): apatinib (China only)

P

*Participants with known HER2-positive status (per local HER2 testing) were excluded. "Patients were randomized 1:1:1 to Sone-Ve dose level 1 IV Q3W (Arm 1), Sone-Ve level 2 IV Q3W (Arm 2) or investigator's choice of therapy (Arm
3). As of January 2025, the optimal Sone-Ve monotherapy dose was determined to be 2.2 mg/kg IV Q3W (Arm 1), and Arm 2 was closed to enrollment. Randomization will continue in a 1:1 ratio to Arm 1 and Arm 3 (Sone-Ve /
investigator’s choice of therapy) until PD, or any other discontinuation criteria are met. Sone-Ve may continue beyond PD if participant continues to show clinical benefit and provides informed consent. Treatment crossover is not
allowed. 2L+, second-line (and later); IV, intravenous; PD, disease progression; Q3W, every 3 weeks; R, randomized.

Primary endpoints: PFS for all patients, OS for patients receiving third-line or later treatment
Estimated completion: October 2026
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Sonesitatug Vedotin Demonstrated a Statistically Significant
Improvement in Overall Survival in Second- and Later-Line Therapy

for CLDN18.2-Positive Advanced Gastric/GEJ Cancers
Press Release: July 27, 2026

“Positive high-level results from the CLARITY-GastricO1 global Phase Il trial showed that sonesitatug vedotin
(Sone-Ve) demonstrated a statistically significant and highly clinically meaningful improvement in overall survival (OS)
in 2nd and later-line Claudin 18.2-positive advanced gastric cancers versus investigator’s choice of therapy. The trial
included patients with locally advanced or metastatic gastric cancer, gastroesophageal junction (GEJ) cancer, or
esophageal adenocarcinoma (EAC) with Claudin 18.2 (CLDN18.2) expression on at least 25% of tumor cells at any
staining intensity.

The trial had dual primary endpoints of OS in 3rd and later-line treatment and progression-free survival (PFS) in the
overall trial population. The trial met the dual primary endpoint of OS in 3rd and later-line treatment, and a key
secondary endpoint of OS in the overall trial population of patients treated in the 2nd and later-line setting,
demonstrating a statistically significant and highly clinically meaningful improvement.

For the other dual primary endpoint of PFS as assessed by blinded independent central review (BICR), results showed
a trend toward improved PFS in patients treated in the 2nd and later-line setting but did not reach statistical
significance.”

A
https://www.astrazeneca.com/media-centre/press-releases/2026/sone-ve-improved-survival-in-gastric-cancers.html W



ESMO 2026 Presidential Symposium li
October 25, 2026

Abstract LBA7

CLARITY-Gastric 01 (CG-01): A Phase 3 study of sonesitatug vedotin (Sone-Ve) in

second or later-line (2L+) advanced or metastatic claudin 18.2 (CLDN18.2) positive
gastroesophageal carcinoma (GEC)

Rui-Hua Xu




Ongoing Phase Ill CLARITY-Gastric 02 Study: First-Line Sonesitatug
Vedotin in Combination with Capecitabine with or without Rilvegostomig

Cohort 1: CLDN18.2-positive, PD-L1-positive
Sone-Ve + rilvegostomig + capecitabine

Sone-Ve + nivolumab + capecitabine
Standard nivolumab + CAPOX or FOLFOX
1L GC/GEIJC expressing CLDN18.2 (>25%
tumor cells with membranous staining
at any intensity for CLDN18.2)
N=2,130 e ™
= / Cohort 2: CLDN18.2-positive, PD-L1-negative
Sone-Ve + capecitabine
CAPOX or FOLFOX with or without

Primary endpoints: PFS for cohorts 1 and 2, OS for cohort 1 zolbetuximab
Secondary endpoints: OS (cohort 2), objective response rate, \_ J
duration of response, safety

Data anticipated: After 2027
Estimated completion: October 2031

www.clinicaltrials.gov. NCT07431281. Accessed August 2026.
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Regulatory and reimbursement issues aside, which first-line treatment would you most
likely recommend for a 65-year-old patient presenting with metastatic HER2-negative,
MSS gastric adenocarcinoma with a PD-L1 CPS of 0 and the CLDN18.2 status below?

CLDN18.2 positive CLDN18.2 negative

ﬁ' m Chemotherapy + zolbetuximab FOLFOX
"\
a Dr Janjigian Chemotherapy + zolbetuximab FOLFOX

Jgdorshah g Chemotherapy + zolbetuximab
‘@Lm Chemotherapy + zolbetuximab FOLFOX
& Chemotherapy + zolbetuximab FOLFOX




Regulatory and reimbursement issues aside, which first-line treatment would you most
likely recommend for a 65-year-old patient presenting with metastatic HER2-negative,
MSS gastric adenocarcinoma with a PD-L1 CPS of 1 and the CLDN18.2 status below?

CLDN18.2 positive CLDN18.2 negative

ﬁ' m Chemotherapy + anti-PD-1/PD-L1 antibody Nivolumab + FOLFOX
"\
a Dr Janjigian Chemotherapy + zolbetuximab Nivolumab + FOLFOX

nm Chemotherapy + zolbetuximab Nivolumab + FOLFOX
A
[ -y
@ Dr Mehta Chemotherapy + zolbetuximab Nivolumab + FOLFOX
= m Chemotherapy + zolbetuximab 10 + FOLFOX
vy (.
.ﬁ;m Chemotherapy + zolbetuximab Nivolumab + FOLFOX
[ze b Chemotherapy + zolbetuximab + Nivolumab + FOLFOX or
& Dr Wc"nberg anti-PD-1/PD-L1 antibod nembrolizumab + FOLFOX

IO = immunotherapy




Regulatory and reimbursement issues aside, which first-line treatment would you most
likely recommend for a 65-year-old patient presenting with metastatic HER2-negative,
MSS gastric adenocarcinoma with a PD-L1 CPS of 10 and the CLDN18.2 status below?

CLDN18.2 positive CLDN18.2 negative

lja' m Chemotherapy + anti-PD-1/PD-L1 antibody Nivolumab + FOLFOX

-

ﬁ Dr Janjigian Chemotherapy + anti-PD-1/PD-L1 antibody Nivolumab + FOLFOX
- m Chemotherapy + anti-PD-1/PD-L1 antibody Nivolumab + FOLFOX

:A\_ Q o .
Y aY .
&\ Dr Mehta e ey D Nivolumab + FOLFOX
@ m Chemotherapy + anti-PD-1/PD-L1 antibody 10 + FOLFOX
'y
Chemotherapy + zolbetuximab .
‘@hm and an anti-PD-1/PD-L1 antibody Nivolumab + FOLFOX

ae Chemotherapy + zolbetuximab Nivolumab + FOLFOX or
e Dr Wainberg and an anti-PD-1/PD-L1 antibody pembrolizumab + FOLFOX




How would you indirectly compare the global efficacy of zolbetuximab and chemotherapy to
that of an anti-PD-1 antibody and chemotherapy for patients with newly diagnosed gastric/GE)J
adenocarcinoma who are eligible for both treatments?

m An anti-PD-1 antibody with chemotherapy is more efficacious
9 Dr Jariigor

‘o~
&10r Mot
Glorshah ¢ sowtthesme
o "\

Clorswicder § sowthesme
=)

i Or Weinbers




Outside of a clinical trial, have you administered or would you administer both zolbetuximab
and an anti-PD-1/PD-L1 antibody in combination with first-line chemotherapy for a patient with
newly diagnosed gastric/GEJ adenocarcinoma?

m | have not and would not
9 Dr Janjigian | have not but would for the right patient
-

‘o~
$lormeta ¢ thawe

‘em | have not but would for the right patient
GOrWenbes 4 dhave




Based on available information and your own clinical experience, would you currently
like to have access to sonesitatug vedotin (Sone-V)?

m Yes, but await presentation of Phase lll data and approval status
D J Yes, for patients with CLDN18.2-positive disease and
r an||g|an progression on first-line therapy, including zolbetuximab

""T;* Dr Klempner Yes, for CLDN18.2-positive disease (by Sone-V cutoff) in second and third line

@ Dr Mehta Yes, for those patients with progression on first-line zolbetuximab
@m Yes, possibly in the second-line setting
OrWainberg 4 fmnotswe




If sonesitatug vedotin becomes clinically available, in which line of therapy do you think
you will administer it?

& T
p

[ \ | .

1§ e et
Glorswider ¢ 0 secondline
-i’a Dr Wainberg Second or third line




Based on available information and your own clinical experience, would you be inclined to
administer sonesitatug vedotin to a patient who received zolbetuximab/chemotherapy and
experienced disease progression?

& C
(o e

5z
&or Mot
Jolorshah ¢ Maye
Slovswicder ¢ Mawe
Qo Woberad N
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FDA Revised Indication for Pembrolizumab for Gastroesophageal
Cancers — May 22, 2025

 Pembrolizumab, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is
indicated as first-line treatment for adults with locally advanced unresectable or metastatic HER2-
negative gastric or gastroesophageal junction (GEJ) adenocarcinoma whose tumors express PD-L1
(CPS > 1) as determined by an FDA-approved test.

 Pembrolizumab is indicated for patients with locally advanced or metastatic esophageal or GEJ
(tumors with epicenter 1 to 5 centimeters above the GEJ) carcinoma that is not amenable to
surgical resection or definitive chemoradiation therapy either

— In combination with platinum- and fluoropyrimidine-based chemotherapy for patients with tumors that
express PD-L1 (CPS > 1), or

— As asingle agent after 1 or more prior lines of systemic therapy for patients with tumors of squamous cell
histology that express PD-L1 (CPS >10) as determined by an FDA-approved test.

https://fda.report/applications/125514/82310. Accessed September 2026.



FDA Revised Indication for Nivolumab for Metastatic
Gastroesophageal Cancers — May 23, 2025

* Nivolumab, in combination with fluoropyrimidine- and platinum-containing chemotherapy,
is indicated as first-line treatment for adult patients with unresectable advanced or
metastatic esophageal squamous cell carcinoma (ESCC) whose tumors express PD-L1 (>1).

* Nivolumab, in combination with ipilimumab, is indicated as first-line treatment for adult
patients with unresectable advanced or metastatic ESCC whose tumors express PD-L1 (>1).

* Nivolumab, in combination with fluoropyrimidine- and platinum-containing chemotherapy,
is indicated as treatment for adult patients with advanced or metastatic gastric cancer,
gastroesophageal junction cancer or esophageal adenocarcinoma whose tumors express
PD-L1 (=1).

https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2025/1255540rigls133Itr.pdf. Accessed September 2026.



Overview of Select Trials of First-Line Immunotherapy for
Gastroesophageal Cancers

Parameter CheckMate-649! KEYNOTE-8592 Rationale-3053
Di
|sea.se Gastric, GEJ, esophagus Gastric, GEJ Gastric, GEJ
location
Histology Adenocarcinoma Adenocarcinoma Adenocarcinoma
Nivolumab + chemotherapy Pembrolizumab + Tislelizumab +
Agent chemotherapy vs
vs chemotherapy chemotherapy vs chemo
chemotherapy
Setting First-line advanced First-line advanced First-line advanced
ORR, % 60 vs 46 (CPS >1) 52 vs 43 (CPS 21) 50 vs 43 (TAP >5)
PES HR 0.71 (CPS >5),0.77 (CPS >1), 0.62 (CPS >10), 0.72 0.67 (TAP >5),
0.79 (all patients) (CPS 21), 0.76 (all patients) 0.78 (all patients)
0S A. mo 3.3 (CPS 25), 2.4 (CPS 21), 4.0 (CPS 210),1.6 4.6 (TAP 25),
! 2.1 (all patients) (CPS >1), 1.4 (all patients) 2.1 (all patients)

HR = hazard ratio; CPS = combined positive score; TAP = tumor area positivity

1. Janjigian YY et al. Ann Oncol 2026;37(6):787-97. 2. Rha SY et al. ASCO 2025;Abstract 4036. 3. Qiu M-Z et al. BMJ 2024;385:e078876.



Microsatellite Instability-High (MSI-H) Gastroesophageal Cancers

* 4% to 24% of GE cancers are MSI-H

—~30% of Stage | to Stage Il tumors are MSI-H
— 4% to 12% of metastatic gastric cancers are MSI-H

 MSI-H GE cancers by anatomical region:
— 1% esophagus
— 5% to 12% cardia or fundus
—12% to 16% body
— 15% to 30% antrum

Cancer Genome Atlas Research Network. Nature 2014;513(7517):202-9.
Cristescu R et al. Nat Med 2015;21(5):449-56.
Zhou Kl et al. J Gastrointest Cancer 2024;55(2):483-96.




Phase lll MATTERHORN Trial of Perioperative Durvalumab for Gastric and

Gastroesophageal Junction Cancer

Study population

» Gastric and GEJ adenocarcinoma
Stage Il to IVa
No evidence of metastasis
No prior therapy
ECOGPS Oor 1
Global enrollment in Asia, Europe,
North & South America

Stratification factors

+ Asia vs non-Asia

« Clinical N+ vs N-

* PD-L1: TAP <1% vs TAP 21%*

FLOT. S Doorcurscil 2600 maine, kucovorn 200 moms i D VIR, doceiel SO ls.‘l u .J.!

r/’ 10 doses of pas-aperaive Al I'\1lm") ¥ plRcehom

P -i nlnhu unurlcv- P PJH o nun ml(..l(:e'lh Kpaend-1

L Belnmanol, kencovarn, scfipbin, e docetls
FS&, pestomance sialus,

Janjigian YY et al. ASCO 2025;Abstract LBAS.

Neoadjuvant

2 cycles

Placebo +
FLOT

QAW every 4 weess, R

Adjuvant up to 1 year

2 cycles 10 cycles

Durvalumab

(1500 mg Q4W) Durvalumab
+ FLOT (1600 mg Q4W)

Placebo +

FLOT Placebo

GEJ, gastroesapbages pnclon [0 immunonstochemising IUD, mestoatonad use ooly, D5 avenl suraviy

womuest TAP, Tunar Ares Pastivly

Primary endpoint:
» EFS
Secondary:

- OS
* pCR

ad 15 Q4w 4 d0ees (Iwo oyt les) poe and post operalve, durvahanab. 1500 rag on Doy 1 QdW, 2 doses (w0 cyres) o Quvaienal of pacebo pre and post operalve, onec
L wecks atier Bt dose of neaadivant trcnr, Adpvant therapy began 412 werks post-sumerny Duvalimab ( paceho monatherapy many o continued £ FLOT s ascaninosd cue 30




MATTERHORN: Event-Free Survival in the Full-Analysis Population

MNo. of Participants Median
with Eventf Event-free
Total No. of Survival

! Participants (%)  [95% CI)

l Placebo plus FLOT | mo

E Durvalumab plus FLOT 167/474 (35.2) NR (40.74-NR)
: Placebo plus FLOT 218/474 (46.0) 318 (27.86-NR)
i

i

Durvalumab plus FLOT

Percentage of Participants
L
2
]

Stratified hazard ratio for event or death,
071 (95% Cl, 0.58-0.86)
P=0.001 by stratified log-rank test
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Months since Randomization

MNo. at Risk

Durvalumab plus FLOT 474 436 404 381 351 334 320 307 288 234 187 107 88 33 20 2 1
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Placebo plus FLOT 474 429307 360329302 278 264 249202 160 B9 65 26 21 2 1 O
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MATTERHORN: Final Overall Survival Analysis

Durvalumab + FLOT Placebo + FLOT

(n=474)* (n=4T74)*
10 ke 18-mo OS5 Median OS (95% CI), mo NR (NR-NR) NR (NR-NR)
09 T A:40 - 24-moOS HR (95% CI) 0.78 (0.63-0.96)
P 81.1% ArSA 36-mo 0S 0.021
08 — - r 75.5% A BT i U g L. -
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07 — S : -
- 70.4%:
) : Durvalumab + FLOT
= - ] m )
‘g‘__ 61.9% Placebo + FLOT
N 0.5 — !
8
e (44
o
0.3
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' i | » Durvalumab + FLOT: 43.0 (3.4-57.0)
0.1 - » Placebo + FLOT: 42.9 (0.0-56.5)
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0 3 ) 9 12 15 16 21 24 27 30 33 36 34 42 45 48 M M af 60
No. of ; Lo Total no.
participants at risk Time since randomisation (mo) of events
Durvalumab + FLOT 474 464 438 422 403 389 37T 367 391 2338 34 323 316 255 182 112 71 29 6 1 0 160
Placebo + FLOT 474 A57 439 414 395 a4 355 338 324 30 298 293 276 221 167 99 61 23 7 1] 0 192
*Interfan by treat ansbymis 2=t (ol randomized paricipant, regardiess of frestment received). lIn censared particizantz.
Db cuboff: 11 Seplember 2025, OF maturdy: 37.1%. Events were defined ax time from mndomisstion until the date of death e in sry couss. The HR and its Clwere estmated fom & Cox proporfonal b = moded, adpested for g phic region, cincal kmph node sfabus, and PO-L1 expesssion stalus.

The Gl for the HR. was malculsied using & profie Befhood spproach. An HR <1 favours dunaklimat + FLOT, The bwe-sided pvalue was calculabed uzing a simified log-rank ie=f adjusting for geographic region,, dinical lymph node stntus, and PO-L1 expression stxhs.
C1, confidence ink=mal; FLOT, S-fuomumcil, leucovorin, axnliplsfin and docetaxel; HR, hezerd rbo; me, mont; MR, not sesched; 0S| oversll sunival; PO-L1, programmed cell dests ligand-1.
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Phase Il NEONIPIGA Study of Neoadjuvant Nivolumab with Ipilimumab and
Adjuvant Nivolumab for MSI-High/dMMR Esophagogastric Adenocarcinoma

Inclusion criteria: Histologically proven resectable MSI-H/dMMR gastric or esophagogastric adenocarcinoma, cT-T4ANxMO

5 weeks
NEO-ADJUVANT treatment + 1 ADJUVANT FOLLOW-UP
6 cycles = 12 wks P> treatment
9 cycles =9 mo

NIVOLUMAB

2mo for 2
240 mg q2w (30 min IV) q<mo for £ years

NIVOLUMAB then

g6mo until 5 years
from Inclusion

+

IPILIMUMAB
1 mg/kg qbw (30 min IV)

480 mg q4w (30 min IV)

C4

Nivolumab § Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab
+ +

Ipilimumab Ipilimumab

MSI = microstatellite instability; dMMR = mismatch repair deficient
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NEONIPIGA Long-Term Follow-Up: Event-Free and Overall Survival
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Agenda

Module 1: Optimizing the Management of HER2-Positive Advanced
Gastroesophageal (GE) Cancers

Module 2: Clinician Survey Results

Module 3: Current and Future Strategies to Target CLAUDIN18.2 in Advanced
GE Cancers

Module 4: Clinician Survey Results

Module 5: Integration of Immune Checkpoint Inhibitors into the Care of
Patients with Resectable and Unresectable Advanced GE Cancers

Module 6: Clinician Survey Results
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Which primary treatment would you most likely recommend for a 65-year-old patient (PS 0) with MSI-
high/mismatch repair-deficient, HER2-negative gastric adenocarcinoma, PD-L1 CPS 21, that appeared to
be amenable to surgical resection, if the patient had T2N1 disease? Would your treatment
recommendations change if the patient had node-negative disease?

Tx if T2N1

N Neoadjuvant ipi/nivo followed by adjuvant nivo
3; or neoadjuvant durvalumab + tremelimumab

Tx if node-negative

No change

ﬁ Dr Janjigian

_3;* Dr Klempner

t @ Dr Mehta

st._

S CETT
S

i“ Dr Wainberg

Neoadjuvant ipi/nivo followed
by adjuvant nivo

Neoadjuvant ipi/nivo followed
by adjuvant nivo

Neoadjuvant ipi/nivo followed
by adjuvant nivo

Ipi/nivo followed by nivo and if ctDNA

clears at 6 wk, would consider NOM

Neoadjuvant ipi/nivo followed
by adjuvant nivo

Neoadjuvant ipi/nivo followed
by adjuvant nivo

No change
No change

No significant change

Surgery alone vs definitive
nembrolizumab monotherap

No change

No change; may consider organ
preservation if cCR

Neoadjuvant dostarlimab

No change




Given that durvalumab in combination with perioperative FLOT has received regulatory approval,
for which patients with resectable gastric adenocarcinoma are you prioritizing this strategy?

m All patients with T3 or higher or node-positive disease
D J Fit patients with resectable Stage Il to IV disease who resemble the MATTERHORN population,
r Janjigian particularly those with clinically higher-risk T-stage and/or node-positive disease

Nearly all patients who are fit for FLOT-based therapy and surgery

~ : : :
4 Dr Klempner Most patients, unless disease is MSI-H

@m
medlcally fit, good/excellent PS, and are candidates for surgical resection
R Woiberg §  Mostpatients, unless disease s MSHH

PS = performance status; MSI-H = microsatellite instability high




Which perioperative chemotherapy regimen do you typically use for your patients with
resectable gastric/GEJ adenocarcinoma who are unable to tolerate FLOT?

9
| will first dose-reduce all drugs in FLOT before going to FOLFOX

’: Dr K| | first tend to start with empiric dose reduction. If patient truly
r Niempner not a FLOT candidate, | will consider FOLFOX for select patients

om




Questions?
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