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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program
begins and throughout the program.
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Anatomy Involved with Gastroesophageal Cancers
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Case Presentation: 73-year-old man with HER2-negative,
MSS, localized T3N2MO GEJ adenocarcinoma (somatic BRCA

mutation) receives neoadjuvant FLOT followed by surgery
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Event-Free Survival (EFS) in MATTERHORN: A
Randomized, Phase 3 Study of Durvalumab plus
5-Fluorouracil, Leucovorin, Oxaliplatin and Docetaxel
Chemotherapy (FLOT) in Resectable Gastric/
Gastroesophageal Junction Cancer (GC/GEJC)

Janjigian Y et al.
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MATTERHORN: Phase Il Study of FLOT with or without
Durvalumab for Resectable Gastroesophageal Adenocarcinoma

MATTERHORN is a global, Phase 3, randomized, double-blind, placebo-controlled study

<

Study population

Gastric and GEJ adenocarcinoma

Stage Il, lll and IVA
(>T2 NO-3 MO or T0-4 N1-3 MO)

No evidence of metastasis
No prior therapy
ECOGPS0or1

Global enrolment from Asia, Europe,
North America, and South America

~

( Stratification factors

Geographic region: Asia versus
non-Asia

Clinical lymph node status: positive
versus negative

PD-L1 status: TAP <1% versus
TAP 21%*

o

Pre-operative Post-operative (1-year duration)
2 doses of 2 doses of 10 doses of
durvalumab or placebo durvalumab or placebo durvalumab or
4 doses FLOT 4 doses FLOT placebo

Durvalumabft
plus FLOT

Durvalumab

plus FLOT Durvalumab

Randomized

Placebo Placebot

plus FLOT plus FLOT

Durvalumab 1500 mg or placebo Q4W (Day 1) plus FLOT Q2W (Days 1 and 15)
for 4 cycles (2 doses of durvalumab or placebo plus 4 doses of FLOT pre- and
post-operative), followed by durvalumab or placebo Q4W (Day 1) for 10 further cycles

Janjigian Y et al. Gastrointestinal Cancers Symposium 2024;Abstract LBA246.

<

Primary objective:
- EFS

Key secondary
objectives:

» Central review of
pathological complete
response by modified
Ryan criteria

- OS
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Durvalumab-Based Regimen Demonstrated Statistically Significant and
Clinically Meaningful Improvement in Event-Free Survival in Resectable

Early-Stage Gastric and Gastroesophageal Junction Cancers
Press Release: March 7, 2025

Positive high-level results from the MATTERHORN Phase Il trial showed perioperative treatment with
durvalumab in combination with standard-of-care FLOT (fluorouracil, leucovorin, oxaliplatin, and docetaxel)
chemotherapy demonstrated a statistically significant and clinically meaningful improvement in the primary
endpoint of event-free survival (EFS).

Patients were treated with neoadjuvant durvalumab in combination with chemotherapy before surgery,
followed by adjuvant durvalumab in combination with chemotherapy, then durvalumab monotherapy. The
trial evaluated this regimen versus perioperative chemotherapy alone for patients with resectable, early-
stage and locally advanced (Stages I, lll, IVA) gastric and gastroesophageal junction (GEJ) cancers.

For the secondary endpoint of overall survival (OS), a strong trend was observed in favour of the
durvalumab-based regimen at this interim analysis. The trial will continue to follow OS, which will be
formally assessed at the final analysis.

https://www.astrazeneca.com/media-centre/press-releases/2025/imfinzi-improved-efs-in-early-stage-gastric-cancer.html



Lenvatinib plus Pembrolizumab and Chemotherapy
versus Chemotherapy in Advanced, Metastatic
Gastroesophageal Adenocarcinoma: The Phase 3,
Randomized LEAP-015 Study

Rha S et al.
ASCO 2025;Abstract 4001.

May 31, 2025
Hall D1| 3:12 PM CT




Randomized Trial of Standard Chemotherapy Alone or
Combined with Atezolizumab as Adjuvant Therapy for
Patients with Stage Ill Deficient DNA Mismatch Repair
(dMMR) Colon Cancer (Alliance A021502; ATOMIC)

Sinicrope F et al.
ASCO 2025;Abstract LBAL.

June 1, 2025
Hall B1| 1:05 PM CT




Trastuzumab Deruxtecan (T-DXd) vs Ramucirumab (RAM) +
Paclitaxel (PTX) in Second-Line Treatment of Patients (Pts) with
Human Epidermal Growth Factor Receptor 2-Positive (HER2+)
Unresectable/Metastatic Gastric Cancer (GC) or
Gastroesophageal Junction Adenocarcinoma (GEJA): Primary
Analysis of the Randomized, Phase 3 DESTINY-Gastric04 Study

Shitara K et al.
ASCO 2025;Abstract LBA4002.

May 31, 2025
Hall D1| 3:24 PM CT



T-DXd Demonstrated Statistically Significant and Clinically Meaningful
Improvement in OS for Patients with HER2-Positive Metastatic Gastric

Cancer at Interim Analysis of the DESTINY-GastricO4 Phase Il Trial
Press Release: March 3, 2025

“Positive topline results from the DESTINY-GastricO4 phase 3 trial showed trastuzumab deruxtecan (T-DXd)
demonstrated a statistically significant and clinically meaningful improvement in the primary endpoint of
overall survival (OS) compared to ramucirumab and paclitaxel in patients with second-line HER2 positive

(IHC 3+ or IHC 2+/ISH+) unresectable and/or metastatic gastric or gastroesophageal junction (GEJ)
adenocarcinoma.

The safety profile seen in DESTINY-GastricO4 is consistent with the established safety profile of T-DXd.

Data from DESTINY-GastricO4 will be presented at an upcoming medical meeting and shared with global
regulatory authorities.”

https://daiichisankyo.us/press-releases/-/article/enhertu-demonstrated-statistically-significant-and-clinically-meaningful-improvement-in-
overall-survival-in-patients-with-her2-positive-metastatic-gas




DESTINY-Gastric04 Phase Ill Study Design

Key Inclusion Criteria

Adults (according to local regulation) and able to
provide informed consent

Unresectable, locally advanced, or metastatic GC
or GEJ adenocarcinoma

Progression on or after previous first-line treatment
including trastuzumab-containing therapy

Centrally confirmed HER2-positive status
(IHC3+ or IHC2+/ISH+) on a tumor biopsy
obtained after progression on or after a
trastuzumab-containing regimen

ECOG PSofOor1

Patients with HER2-positive
(IHC3+ or IHC2+/ISH+) GC

or GEJ adenocarcinoma

LVEF >50% within 28 days before randomization/

Anticancer therapy after trastuzumab-containing
therapy

Myocardial infarction <6 months before
randomization or symptomatic CHF

History of ILD/pneumonitis that required steroids,
current ILD/pneumonitis, or suspected
ILD/pneumonitis that cannot be ruled out by
imaging at screening

Lung-specific intercurrent clinically significant
illnesses including, but not limited to, any
underlying pulmonary disease

Stratified by:
* Centrally confirmed HER2

» Geography
(Asia excluding mainland

China/rest of world)
* Time to progression
on first-line therapy
(<6 months vs =26 months)

status (IHC3+ vs IHC2+/ISH+)

China vs US/EU vs mainland

Planned

—
N =490

Arm 1:
T-DXd 6.4 mg/kg Q3W
Day 1

of each 21-day cycle
(n = 245)

Arm 2:
Ramucirumab 8.0 mg/kg;
Day 1 and 15
of each 28-day cycle

+

Paclitaxel 80 mg/m?
Days 1, 8, and 15
of each 28-day cycle
(n = 245)

EU, European Union; GC, gastric cancer; GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2;
IHC, immunohistochemistry; ISH, in situ hybridization; Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan; US, United States.

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 448.
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Agenda

Introduction: ASCO Preview

Module 1: HER2-Positive Gastroesophageal Cancers

Module 2: Immunotherapy in HER2-Negative Advanced
Gastroesophageal Cancers

Module 3: Immunotherapy in Microsatellite Instability-High
Gastroesophageal Cancers

Module 4: CLDN18.2-Positive Advanced Gastroesophageal Cancers




Case Presentation: 64-year-old man with HER2-positive
(IHC 3+) and HER2-mutant (exon 20), TP53-mutant
metastatic GEJ adenocarcinoma (PD-L1 0) receives
pembrolizumab/trastuzumab/chemotherapy

Dr Brian Mulherin (Indianapolis, Indiana)
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Case Presentation: 86-year-old man with HER2-positive (IHC 3+)
metastatic esophageal cancer (PD-L1 CPS 10) with s/p

chemotherapy/pembrolizumab/trastuzumab and maintenance
5-FU/pembrolizumab/trastuzumab, now with brain metastases

Dr Warren S Brenner (Boca Raton, Florida)
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FDA Amends Pembrolizumab’s Gastric Cancer Indication
Press Release: November 7, 2023

“On November 7, 2023, the Food and Drug Administration revised the existing indication of
pembrolizumab with trastuzumab, fluoropyrimidine, and platinum-containing chemotherapy for the
first-line treatment of patients with locally advanced unresectable or metastatic HER2-positive gastric
or gastroesophageal junction (GEJ) adenocarcinoma.

This updated indication, which remains approved under accelerated approval regulations, restricts its
use to patients whose tumors express PD-L1 (CPS = 1) as determined by an FDA-approved test.

In a recent, prespecified interim analysis of the fully enrolled [KEYNOTE-811] trial (N=698), in a
subgroup analysis conducted in patients with PD-L1 CPS <1 (N= 104), the hazard ratio (HR) for OS and
PFS were 1.41 (95% ClI 0.90, 2.20) and 1.03 (95% CI 0.65, 1.64), respectively.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-amends-pembrolizumabs-gastric-cancer-indication



FDA Approves Pembrolizumab for HER2-Positive Gastric or

Gastroesophageal Junction Adenocarcinoma Expressing PD-L1 (CPS 21)
Press Release: March 19, 2025

“The Food and Drug Administration granted traditional approval to pembrolizumab with trastuzumab,
fluoropyrimidine- and platinum-containing chemotherapy for the first-line treatment of adults with locally
advanced unresectable or metastatic HER2-positive gastric or gastroesophageal junction (GEJ)
adenocarcinoma whose tumors express PD-L1 (CPS >1).

Pembrolizumab previously received accelerated approval for this indication on May 5, 2021.

Efficacy was evaluated in KEYNOTE-811 (NCT03615326), a multicenter, randomized, double-blind, placebo-
controlled trial enrolling 698 patients with HER2-positive advanced gastric or GEJ adenocarcinoma not
previously treated with systemic therapy for metastatic disease.

In patients with tumors that were PDL1 CPS>1, median PFS was 10.9 months (95% Cl: 8.5, 12.5) in the
pembrolizumab arm and 7.3 months (95% Cl: 6.8, 8.4) in the placebo arm (Hazard ratio [HR] 0.72 [95% Cl:
0.60, 0.87]). Median OS was 20.1 months (95% CI: 17.9, 22.9) and 15.7 months (95% Cl: 13.5, 18.5) in the
respective arms (HR 0.79 [95% Cl: 0.66, 0.95].”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-her2-positive-gastric-or-gastroesophageal- Tv,‘%u
junction-adenocarcinoma W



KEYNOTE-811: Phase lll Study of First-Line Pembrolizumab
with Trastuzumab and Chemotherapy for HER2-Positive
Gastroesophageal Cancers

Key Eligibility Criteria
Pembrolizumab 200 mg IV Q3W +

* Advanced, unresectable Trastuzumab and FP or CAPOX?
gastric/GEJ adenocarcinoma

Treated until
unacceptable

» No prior systemic therapy in toxicity,

progression, or
withdrawal, for
a maximum of

advanced setting

« HER2+ by central review

(IHC 3+ or IHC 2+ [SH+) Placebo IV Q3W + 35 cycles
a
-ECOG PS 0 or 1 Trastuzumab and FP or CAPOX
Stratification Factors End Points
» Geographic region * Dual primary: OS, PFSP
» PD-L1 status (CPS <1 vs CPS 21) » Key secondary: ORR,? DOR,P safety

* Chemotherapy choice

FP = fluorouracil and cisplatin; CPS = combined positive score; OS = overall survival; PFS = progression-free survival; ORR = objective

response rate; DOR = duration of response RTP
10 PRACICE
Rha S et al. ESMO 2024;Abstract 128MO.



KEYNOTE-811: Phase lll Study of First-Line Pembrolizumab
with Trastuzumab and Chemotherapy for HER2-Positive
Gastroesophageal Cancers — PFS

Events, n (%) Median (95% Cl), mo
Pembrolizumab group 258 (74) 10.0 (8.6-12.2)
Placebo group 263 (76) 8.1 (7.0-8.5)

[ HR, 0.73 (95% ClI, 0.61-0.87) ]

PFS, %

L oiuu LJ

1
I I I I I t I I ! | I I ! 1 I |

0 1 I 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at risk Months
350 234 139 83 67 57 38 29 19 12 2 0
348 184 93 55 35 28 23 18 17 6 2 0
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Rha S et al. ESMO 2024;Abstract 128MO.



KEYNOTE-811: Phase lll Study of First-Line Pembrolizumab
with Trastuzumab and Chemotherapy for HER2-Positive

Gastroesophageal Cancers — OS

100 e Events, n (%) Median (95% CI), mo
90 - B Pembrolizumab group 267 (76) 20.0 (17.8-22.1)
50 63% Placebo group 288 (83) 16.8 (14.9-18.7)
70 : HR, 0.80 (95% Cl, 0.67-0.94);
' P = 0.0040 (P boundary, 0.0201)
60 - ' 41% Met the prespecified criteria for significance at final analysis
= ] 36%
3 °0- i i 28%
40 - i . =
30 - i a '
20 i i :
10 1 i i é
0 1 I 1 i 1 I I E I I | : | I | 1 | 1 1 1 I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at risk Months
350 311 243 192 144 116 84 62 49 32 5 0
348 292 220 165 125 102 74 59 37 16 6 0

Rha S et al. ESMO 2024;Abstract 128MO.

=

RESEARCH
1O PRACTICE



KEYNOTE-811: First-Line Pembrolizumab with Trastuzumab and
Chemotherapy — Survival by PD-L1 CPS

PFS, median (95% CI), mo

HR (95% Cl)

0S, median (95% CI), mo

HR (95% Cl)

Rha S et al. ESMO 2024;Abstract 128MO.

.

10.9 (8.5-12.5)

20.1 (17.9:22.9)

n =298 n = 296

0.72 (0.60-0.87)

0.79 (0.66-0.95)

/ PD-L1 CPS >1 \
Pembrolizumab Placebo

7.3 (6.8-8.4)

15.7 (13.5-18.5)

/

PD-L1 CPS <1
Pembrolizumab Placebo
n=52 nh=52

9.5(8.3-12.6)  9.5(7.9-13.0)

0.99 (0.62-1.56)

18.2 (13.9-22.9) 20.4 (16.4-24.7)

1.10 (0.72-1.68)



DESTINY-GastricO1 Randomized, Phase Il Study Design

Study Population
HER2-expressing advanced
gastric or GEJ
adenocarcinoma

« 22 prior regimens; must
include fluoropyrimidine and
a platinumagent

+ Patients were excluded if
they had or were suspected
of having ILD or
pneumonitis, or if they had
a history of noninfectious
ILD or pneumonitis that had
been treated with steroids

GEJ = gastroesophageal junction; ILD =

Primary cohort
(HER2-positive [IHC 3+ or IHC 2+/ISH+])
Progressed on trastuzumab-containing regimen

- T-DXd 6.4 mg/kg Q3W
n=126
2:1 PC (irinotecan or paclitaxel)
- B

Randomization

— Exploratory Cohorts (HER2 low)

Exploratory Cohort 1:

- = HER2 (IHC 2+/ISH-) T-DXd

n=21
Exploratory Cohort 2:
—' HER2 (IHC 1+) T-DXd
n=24
Primary Endpoint Key Secondary Endpoints
ORR by ICR | 05, DOR, PFS, DCR, confirmed ORR, and safely

interstitial lung disease; T-DXd = trastuzumab deruxtecan; PC = treatment of physician's choice;

ICR = independent central review; DCR = disease control rate

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



ORR (CR + PR) by ICR, n (%)?

DESTINY-Gastric01: Antitumor Activity

T-DXd
n =119
61 (51.3)

95% Cl, 41.9-60.5

PC Overall
n =56
8 (14.3)
95% CI, 6.4-26.2

P < 0.0001"

CR 11 (9.2) 0

PR 50 (42.0) 8 (14.3)

SD 42 (35.3) 27 (48.2)

PD 14 (11.8) 17 (30.4)

Not evaluable 2(1.7) 4(7.1)
Confirmed ORR (CR + PR) by ICR, n 50 (42.0) 7(12.5)
(%)? 95% CI, 33.0-51.4 95% Cl, 5.2-24.1

CR 10 (8.4) 0

PR 40°¢ (33.6) 7(12.5)

SD 52 (43.7) 28 (50.0)

PD 14 (11.8) 17 (30.4)

Not evaluable 3(2.5) 4(7.1)
Confirmed DCR (CR + PR + SD), 102 (85.7) 35 (62.5)
n (%)? 95% CI, 78.1-91.5 95% Cl, 48.5-75.1
Confirmed DOR, 12.5 3.9
median, months 95% ClI, 5.6-NE 95% CI, 3.0-4.9
TTR, median, months 15 16

95% Cl, 1.4-1.7

95% Cl, 1.3-1.7

Diameters From Baseline

Best Percentage Change in Sum of BestPercentage Change in Sum of
Diameters From Baseline

Best Percentage Change from Baseline in Tumor Size for Individual Patients'

100 +
80 -
60
40 1
20

0 -
220 4

111

T-DXd

40 -
60 -
-80 -

-100 -

100 4
80
60
40
20 4

-20 4

|HHHHH\ﬁ\jl;l_lili!ﬁ\;\%HHIlIHHHHEIZIQIHHHHH

,,,,,,, |

Patients (n = 117)

PC

40
60
-80 4

-100

Patients (n = 52)

CR = complete response; PR = partial response; SD = stable disease; PD = disease progression; TTR = time to response

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.
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DESTINY-Gastric01: Final Overall Survival (OS)

Kaplan-Meier Analysis of OS

100 _ Number of Deaths/ Median Duration
Number of Patients (95% ClI), months
80 _| T-DXd= 84/125 12.5(10.3-15.2)
PChbe 49/62 8.9 (6.4-10.4)
60 HR (95% Cl)d 0.60 (0.42-0.86)
<
S 40
(7]
o]
A | —T1:Dxd
—— PC
0 T ' T T T T ' T T T 1
0 3 6 9 12 15 18 21 24 27 30
Subjacis Time, Months
atrisk, n
T-DXd 125 115 100 79 62 36 19 11 5 2 0
PC 62 54 39 30 17 8 6 1 1 0 0

As in the primary analysis (101 OS events; 54.0% maturity), in this updated analysis (133 OS events; 71.1% maturity),
T-DXd showed superior antitumor activity compared to PC

RTP
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Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric0l: Select Adverse Events

PC Overall
(n=62)
Neutrophil count decreased 65% 51% 36% 24%
Nausea 63% 6% 47% 2%
Decreased appetite 61% 17% 45% 13%
Anemia 58% 38% 31% 23%
Platelet count decreased 40% 11% 7% 3%
WBC count decreased 38% 21% 36% 11%
Lymphocyte count decreased 23% 12% 3% 2%

16 patients (13%) had T-DXd-related interstitial lung disease/pneumonitis
* 13/16 were Grade 1 or 2
 Median time to first onset: 102.5 days

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric02 Phase Il Study Design

Key eligibility criteria Primary endpoint
« Pathologically documented, unresectable * Confirmed ORR by ICR
or metastatic gastric or GEJ cancer

Secondary endpointst

+ Centrally confirmed HERZ positive disease |=———p 6.4 mg/kg Q3W —p| + PFS by ICR
(defined as IHC 3+ or IHC 2+/ISH+) on + OS
biopsy after progression on first-line * DoR
trastuzumab-containing regimen « Safety

Patient-reported outcomes

- ECOGPSOort1

* Primary results of DESTINY-Gastric02 (data cutoff, April 9, 2021; median follow up 5.9 months) demonstrated a cORR of 38.0%
(95% CI, 27.3-49.6), and safety consistent with the established T-DXd safety profile’

* Here, we report OS and updated efficacy and safety results, with 7 additional months of follow-up (data cutoff, November 8, 2021)
cORR, confirmed ORR; DoR, duration of response; ECOG PS5, Eastern Cooperative Oncology Group performance status; GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2; ICR, independent central review; IHC,
immunchistochemistry; ISH, in situ hybridization; ORR, objective response rate; OS5, overall survival; PFS, progression-free survival, T-DXd, trastuzumab deruxtecan; Q3W , every 3 weeks.

*Enroliment of 80 patients was planned; actual enrcllment was 79 patients. *0ther secondary endpoints were ORR, PFS, and DoR by investigator assessment, pharmacokinetics, and anti-drug antibodies.
1. Van Cutzem E et al. Ann Oncol. 2021 32{3uppl_5)-51283-5346.

Ku GY et al. ESMO 2022;Abstract 1205MO.



DESTINY-Gastric02: OS and PFS

Kaplan-Meier Plot of OS

T-DXd 6.4 mgfkg
(N=79)

Median OSa

100H
12.1 months
(95% ClI, 9.4-15.4)
&0
=
T 607
&
3
w
E 40
[=H]
=
D _____
20 [ Median (35% CI): 121 (94054 |
Upper Limit L
————— Lower Limit 1
+ Canszored Cases ————
U- T L] T T T T T L] T T T T T T T T T T T T L] L] T
o 1 2 3 4 5 & T &8 9 1M M1 12 13 14 15 16 17 18 19 20 21 22
Mo, at Risk Time [M{}nth‘&]
79 78 74 73 B6 62 59 53 S50 47 41 ¥ 2% 19 14 13 11 10 8 F 5 3 1

Kaplan-Meier Plot of PFS by ICR

T-DXd 6.4 ma/kg

100 (N=79) Median PFSP
5.6 months
- (95% Cl, 4.2-8.3)
& B0
™
=
=
@ B0
@
=4
L
_5 A0+
77}
& |
E |
E 207 | Median [95% CI]: 5.6 {4.2,8.3) ==
Upper Limit -
————— Lawer Limil e
+ Censored Cases
07 T T T T T T T T T T T T T T T T T T T T T T T

o 1 2 3 4 5 6 7 & & 10 11 12 13 14 15 16 17 18 1% 20 21 22
No. at Risk Time {Months)

9 77 60 49 44 35 2F 25 22 1% 118 5 5 4 3 3 3 3 3 1 1 0

Ku GY et al. ESMO 2022;Abstract 1205MO. Van Cutsem E et al. Lancet Oncol 2023;24:744-56.
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DESTINY-Gastric02: Overall Safety Summary and ILD/Pneumonitis

Patients
(N=79)

% (n)
Any TEAE 100 (79)
Drug-related 94.9 (75)
TEAE grade =3 55.7 (44)
Drug-related 30.4 (24)
Serious TEAE 41.8 (33)
Drug-related 12.7 (10)
TEAE associated with study drug discontinuation 19.0 (15)
Drug-related 12.7 (10)
TEAE associated with dose reduction 215 (17)
Drug-related 17.7 (14)
TEAE associated with an outcome of death 13.9 (11)
Drug-related 2.5(2)
Adjudicated drug-related ILD/pneumonitis 10.1 (8)2
Adjudicated drug-related ILD/pneumonitis grade 5 2.5(2)

ILD, interstitial lung disease; TEAE, treatment-emergent adverse event.
Cutoff date: November 8, 2021.

Median treatment duration was 4.3 months
(range, 0.7-22.1 months)

The most common TEAEs were
nausea (67.1%), vomiting (44.3%), and fatigue
(41.8%)

Grade 1 adjudicated drug-related
ILD/pneumonitis occurred in 2 patients (2.5%),
grade 2 in 4 patients (5.1%), and grade 5in 2
patients (2.5%)

Median time to onset of adjudicated drug-
related ILD/pneumonitis was 80.5 days (range,
42-344 days), with a median duration of 36.0
days (range, 15-142 days)

Of the 2 fatal ILD/pneumonitis cases, 1
occurred 171 days after drug initiation and the
second after 353 days

30f the 6 grade 1/2 ILD/pneumonitis cases, 3 patients had recovered or were recovering at the time of data cutoff, 1 had recovered with sequelae, 1 had not recovered, and 1 had an outcome that was unknown.

Ku GY et al. ESMO 2022;Abstract 1205MO. Van Cutsem E et al. Lancet Oncol 2023;24:744-56.



DESTINY-Gastric03: Phase Ib/Il Study of First-Line T-DXd with
Pembrolizumab and Fluoropyrimidine for HER2-Positive GEJ
Cancer (Arms D and F)

Figure 1. Study design (DESTINY-Gastric03 Part 2, arms D and F only)

Patient population

e Adults 218 years of age
e Unresectable, locally advanced or metastatic GC, GEJA, Arm D (n=43): T-DXd 6.4 mg/kg* + 5-FU 600 mg/m?t* or capecitabine 1000 mg/m?¥ + pembrolizumab 200 mg*
or esophageal adenocarcinoma

e HER2+ (IHC 3+ or IHC 2+/ISH+ per local assessment)

e Treatment naive for metastatic disease Arm F (n=32): T-DXd 5.4 mg/kg* + 5-FU 600 mg/m?2t*or capecitabine 750 mg/m?#% + pembrolizumab 200 mg*
e ECOGPSof0or1

GC = gastric cancer; GEJA = gastroesophageal junction adenocarcinoma; 5-FU = 5-fluorouracil
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Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 448.



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
ORR: 75%

b o e e e e e e e e A e e R e e e e e R e e e e e e

100 100

O] IHC 24/1SH+ 6.4 mg/kg
. ORR: 53.5%

[ IHC 2+/ISH+

L o B B O

~50- -50

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

-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)

— Inthe 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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Zanidatamab: Mechanism of Action

Trans binding

HER2
protein

™3 Ecpa
ZANIDATAMAB

Pant S et al. ASCO 2023;Abstract 4008.



Zanidatamab Clinical Development Across Multiple Tumor Types

Author/Unique Protocol Drugs Zanidatamab Dose Tumors Included Number. Investigations
Id; Phase; Trial No of
Patients
Harding et al. (HERIZON- Zanidatamab 20 mg/kg IV.every. 2 weeks locally advanced or meta- 87 IHC
BTC-01); phase.llb;. static, HER2.+.ve.BTC (IHCh,
NCT04466891 ECC and GBC)
[44]
Lumish et al.; phase.ll;. Zanidatamab 20.mg/kg.IV.every.2 weeks  recurrent or persistent 16 IHC, FISH
NCT04513665 HER2.+ve endometrial carci-
[50] noma.and. carcinosarcoma
Lee et al.; Phase 1b/2;. Zanidatamab.+chemother-  Cohort A: 30.mg/kg.lV, unresectable, locally. 71 IHC, FISH
NCT04276493 apy./ Zanidatamab+chemo- Cohort B: 1800 mg IV. advanced, recurrent,
[48] therapy.+Tislelizumab (weight<70.kg).or 2400.mg. or.metastatic HER2+ve.
IV.(weight >.70 kqg) Breast Cancer. or.Gastric
cancer or. GEJA
ZWI-ZW25-202, phase ll;  Zanidatamab.+Palboci- NR unresectable, locally. 51 NR
NCT04224272 clib+Fulvestrant advanced, or metastatic
[46] disease HER2 +ve breast

cancer

Kanwal W et al. BMIC Cancer 2025;25(1):382.
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Zanidatamab Ongoing Studies

Author/Unique Protocol Id; Phase; Trial  Drugs Zanidatamab Dose Tumors Included Number
No of Patients
Meric-Bernstam et al.; phase |; Zanidatamab +chemotherapy 5 mg/kg to.30.mg/kg every. 1, 2, or 3.weeks locally advanced or metastatic, unresecta- 132
NCT02892123 ble HER2 +ve tumors, received all available
[49] approved. therapies, BTC, colorectal cancer,

breast cancer, ovarian.cancer, GEA, NSCLC
Tabernero et al.; phase lll; NCT05152147 Zanidatamab +chemotherapy / tras- 1,800.mg (patients <.70 kg at baseline). locally advanced or metastatic, unre- 714
[51] tuzumab.+.chemotherapy /. Zanidata- or.2,400.mg. (patients.>.70.kg.at baseline),  sectable, nonresponsive to.chemora-

mab.+chemotherapy.+tislelizumab intravenously.on day. 1.of each cycle diationHER2 +.ve GEA (gastroesophageal.

functional tumor, gastric neoplasms,

and esophageal adenocarcinoma)
Elimova et al.; phase Il; NCT06043427 Zanidatamab + Paclitaxel and Ramucirumab assigned at enrollment metastatic or. unresectable HER2 +ve GEA 168
[52] (stomach, gastroesophageal junction,

or esophagus)
Garfin et al.; phase Il; NCT03929666 Zanidatamab.+.chemotherapy NR locally. advanced, recurrent, or. metastatic, 74
[53] unresectable HER2 +ve GEA, BTC (ICC, ECC,

and GBCQ), and.colorectal cancer
JZP598-303; phase lll; NCT06435429 Zanidatamab + chemotherapy NR unresectable or metastatic, HER2 + ve. 550
[54] breast cancer
JZP598-302; phase I1I; NCT06282575 Zanidatamab +Cisplatin+PD-1/L1.inhibitor NR Locally. advanced unresectable or. meta- 286
[55] static HER2 +ve BTC (ICC, ECC, and GBC)
RHA et al.; phase II; NCT05270889 Zanidatamab. and.tislelizumab 1800.mg.IV. (weight < 70.kg).or. 2400 mg.lV.  advanced HER2 +.ve gastric cancer.or. GEJA 50

[56]

Kanwal W et al. BMIC Cancer 2025;25(1):382.

(weight>70.kg)

after first-line treatment



Zanidatamab Ongoing Studies (Continued)

Author/Unique Protocol Id; Phase; Trial  Drugs Zanidatamab Dose Tumors.Included Number.
No of Patients
Hurvitz et al.; phase 1b/2; NCT05027139 /Zanidatamab.+Evorpacept not provided unresectable, locally. advanced, or. meta- 52
[57] static HER2 +ve. breast, HER2 +ve breast
cancer.and HER2 overexpressing breast
cancer
cancer
Valero et al.; phase.ll; NCT05035836 Zanidatamab every 2. weeks (+3.days).forup to 6. doses  early. stage, low-risk HER2 + ve. breast cancer 20
[58]
Pohlmann et al.; phase |; NCT05868226  Zanidatamab +Tucatinib NR Metastatic HER2 +ve Breast Cancer 54
[59]
David et al.; phase lll; NCT05615818 Zanidatamab + Futi- 1800 mg. IV (weight < 70 kg). or 2400 mg IV De novo or recurrent, locally advanced 800
[60] batinib.+ Ivosidenib.+Trastuzumab + Ner- (weight >70.kg) unresectable or. metastatic intrahepatic,
atinib 4+ Encorafenib+ Binimetinib + Nira- HER2 +ve perihilar or distal cholangio-
parib carcinoma, or. GBC (ampullary. carcinoma.
excluded)
BGB-A317-290-LTE1; phase lli; Zanidatamab or Tislelizumab or Pamiparib NR advanced malignancies 300
NCT04164199 or.Sitravatinib.or BGB-15025 and others
[48]
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Phase Il Study of First-Line Zanidatamab and Chemotherapy

for HER2-Positive Advanced GEJ Cancers

Figure 1. Study Design for the GEA Cohort

Eligibility criteria

¢ Aged =18 years at the
time of signing informed
consent

¢ HER2-expressing?
advanced or
metastatic GEA

¢ \leasurable disease
per RECIST v1.1¢

¢ Baseline ECOG PS 0 or 1

¢ No prior HER2-targeted
treatment

Zanidatamab®*¢
IV Q3W + CAPOX¢

Zanidatamabh®*®
IV Q3W + FPe

Zanidatamab'*
IV Q2W +
mFOLFOX69

GEA = gastroesophageal adenocarcinoma

Elimova E et al. ESMO 2024;Abstract 3212.

CT/MRI scans
Q6W per
RECIST v1.15

Primary endpoint”

* [nvestigator-assessed
cORR

Select secondary
endpoints

e Duration of response
(DoR)

* PFS
*0S

¢ Rate and severity
of AEs



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

100 - M Zanidatamab Q2W + mFOLFOX6 M Zanidatamab Q3W + CAPOX Zanidatamab Q3W + FP n=37
cORR, n (% [95% ClI]) 31 (84 [68, 94])
80 - Complete response (CR) 4(11)
s = Partial response (PR) 27 (73)
x 60 - Stable disease (SD) 1(3)
€ > Progressive disease (PD 4M
S n
7] g 40 - Not evaluable 1(3)
= ‘B Disease control rate,” n (% [95% CI]) 32 (86 [71, 96])
282 2
==
%9 0 -
o 8
£ S -20 -
7]
— i
o = —40 4
2 &
c
S 8 60+
(=
-80 -
- - CR
100 CR CR
HC 3+ 3+ 3+ 3+ 3+ 24+ - 2+ 3+ - 0 3+ 3+ 3+ ¥ 3+ 3+ 3 I+ I+ 3+ - 3+ I+ 3 2+ 3+ 3+ 3 3 3+ 2+ 2+ 3+ I+
FISH e + + 4+ + + o+ 4+ 4+ 4+ F + o+ 4+ O+ o+ F oy oy oy
IR W F W WF WWTFWFWWTFTFWFTFWFTFFFWWTFWWWTFTFWWWTFF F W
CA J 6 E G E G J J EG GG J J J GG GG J G EGE J EEGE J GJ GJE J G

Elimova E et al. ESMO 2024;Abstract 3212. w



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

FisH @CR O PR @® SD H PD

[FPACTAAN LA LA AT AR AN LA T AN AT AT AR A LA TATAFATAY LEALATARAL LT ANATANAY LYY N R o
FrFFFrFFFFF FF+FFFFFFFFFFFFFFFF++F+FF+F++ero
+

+ — Median DoR® (95% CI)
— 18.7 (8.3, not reached) months

| | | |
12 18 24 30 36 42 48 54

Time from treatment start (months)

+
>

Gy =

M Zanidatamab Q2W + mFOLFOX6 M Zanidatamab Q3W + CAPOX Zanidatamab Q3W + FP
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Elimova E et al. ESMO 2024;Abstract 3212.



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

Median PFS, (95% Cl):

100 15.2 (9.5, 33.4) months

S 804

:'E 60 -

=

s _

S 40 -

n - ] | | | |
w 1 1 1 1
B 20+

“|+Censored
0 1 | 1 1 1 1 1 1 1 1 | 1 1 1

0 4 g 12 16 20 24 28 32 36 40 44 48 52

Time from treatment start (months)
Number of patients at risk (%):

ccHER2+ 41 (100) 34(83) 25(61) 21 (51) 16(39) 12(29) 10(24) 7(17) 7(17) 5(12 3@ 2(5) 1@ 0(0)

ccHER2+ = centrally confirmed HER2-positive

Elimova E et al. ESMO 2024;Abstract 3212. w



Elimova E et al. ESMO 2024;Abstract 3212.

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

0S probability, % (95% CI): | 18 months: || 24 months: || 30 months:
85 (70,93) || 65(48,78) || 59 (41, 73)
|

I___I I_____I

0S probability (%)

Not mature

S
o
[

+Censored
0 1 1 1 | | I 1 | I 1 1 1 1 | 1

0 4 8 12 16 20 24 28 32 36 40 44 48 52
Time from treatment start (months)

|

| |

| |

| |

| | Median 0S:
I I

| |

a

Number of patients at risk (%):
ccHER2+  41(100) 40(98) 36(88) 34(83) 33(80) 30(73) 21(51) 16(39) 12(29) 11(27) 10(24) 7(17) 1(2 0 (0)



Phase Il Study of First-Line Zanidatamab and Chemotherapy — Safety

Any-grade TRAE,? n (%)
Grades 1-2
Grades 3-4
Grade 5

Serious TRAE,? n (%)

TRAEs leading to zanidatamab
discontinuation, n (%)

Al grades

Most common TRAEs,*" n (%)
Diarrhoea

Nausea

Peripheral neuropathy
Fatigue

Decreased appetite
Vomiting
Hypokalaemia
Stomatitis

Anaemia

Dysgeusia

IRR

Decreased neutrophil count
PPE
Hypomagnesaemia

TRAE = treatment-related adverse event; Deaeaset e biond el count
Acute kidney injury

IRR = infusion-related reaCtI(?n’. ) Treatment-related AESI occurring
AESI = adverse event of special interest IRR

Ejection fraction decreased
Pneumonitis

Elimova E et al. ESMO 2024;Abstract 3212.

Total

13 (28)
10 (22)
10 (22)
10 (22)
10 (22)
10 (22)
9(20)
7(15)
3(7)

10 (22)
2(4)
0(0)

46 (100)
17(37)
29 (63)

0(0)
8(17)

2(4r

16 (35)¢
3(7)
0(0)
2 (4)
0(0)
3(7)

10 (22)
0(0)
0(0)
0(0)
0(0)
2 (4)
1)
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HERIZON-GEA-01: Phase lll Study of Zanidatamab with

Chemotherapy with or without Tislelizumab for First-Line
Treatment of HER2-Positive GEJ Cancer

21-day treatment cycles

Arm A:
Trastuzumab +
chemotherapy (CAPOX or FP) Primary endpoints
* PFS
e OS
Secondary
Arm B: endpoints include:
Zanidatamab + Safety and survival « ORR
chemotherapy (CAPOX or FP) follow-up
* Frequency and
severity of AEs
e Changein
HRQOL from
Arm C: .
Zanidatamab + 22sele

chemotherapy (CAPOX or FP) +
tislelizumab

Stratification factors:

e By geographic region, HER2
status, and ECOG performance
status

RTP
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Tabernero J et al. Future Oncol 2022;18(29):3255-66.



Tucatinib Proposed Mechanism of Action

Tucatinib: A tyrosine kinase
inhibitor selective for HER2

HER2/HER3

. @ The small molecule
tucatinib diffuses

into cells HER2/HER2

,.
@
-
,_‘_\-5( .

,{ e 8
Yy - (i ‘E 4 F v EFEY |
V7 8% ) Selectively binds
eSS S5 Sl | " tothe kinase

~ domain of HER2

EGFR © Inhibits activation
of downstream

signaling cascades .* @

HER4 ——

EGFR: epidermal growth factor receptor; HER: human epidermal growth factor receptor;
MAPK: mitogen-activated protein kinase; PI3K: phosphoinositide 3-kinase

Catenacci DV et al. ESMO 2021;Abstract 1434TiP.

IR f‘;z"ll‘*\ L

HER2+ tumor ceII #

T TN AR

@ Decreased HER2 signaling

Dual inhibition of HER2

Tucatinib has been combined
with other agents that target

the extracellular domain of HER2
in clinical trials.

Kinase domain
Tucatinib

reduces tumor cell proliferation,
survival, and metastasis

Fueatinib—
- 7
‘a

" Targeted cell *

RTP
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MOUNTAINEER-02: A Phase II/1ll Study of Second-Line Tucatinib,
Trastuzumab, Ramucirumab, and Paclitaxel for HER2-Positive
Gastroesophageal Cancers

Multi-cohort, Open-label Phase 2

HER2+ by
NGS of ctDNA or

N=6—18

IHC/ISH of tissue TS < Tes = (20T

Paclitaxel Dose Optimization

Pac 60 or 80 mg/m? +

HER2+ by ctDNA

HER2- by ctDNA,
HER2+ by tissue

Cohort 2A
N=30t
TUC + Tras + Ram + Pac

Cohort 2B (Exploratory)
N=30t
TUC + Tras + Ram + Pac

4
Double Blind, Placebo-controlled Phase 3*

Randomize

HER2+ by ctDNA e

\.

Arm 3A (Test, N=235)
TUC + Tras + Ram + Pac

Arm 3B (Control, N=235)
TUC placebo + Tras placebo + Ram + Pac

Arm 3C (N=30)
TUC + Tras placebo + Ram + Pac

\II

* The SMC may recommend proceeding to phase 3 if the regimen is safe and tolerable and an ORR 236% is observed
in all response-evaluable patients treated at the Pac RD who have HER2+ disease by NGS assay of ctDNA.

ctDNA = circulating tumor DNA

Catenacci D et al. Gastrointestinal Cancers Symposium 2022;Abstract TPS371.

tSubjects in the dose optimization stage will
be counted towards the sample size for these
cohorts, if they received the recommended
dose and are response-evaluable.

Formal statistical comparisons to be made
between Arms 3A and 3B

Randomization stratified by Asia vs Rest of
World, Time to Progression, Prior Gastrectomy
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Agenda

Introduction: ASCO Preview

Module 1: HER2-Positive Gastroesophageal Cancers

Module 2: Immunotherapy in HER2-Negative Advanced

Gastroesophageal Cancers

Module 3: Immunotherapy in Microsatellite Instability-High
Gastroesophageal Cancers

Module 4: CLDN18.2-Positive Advanced Gastroesophageal Cancers

RESEARCH
YO PRACTICE




Case Presentation: 75-year-old man with HER2-negative
metastatic esophageal adenocarcinoma (PD-L1 5%) receives

mFOLFOX/nivolumab followed by nivolumab maintenance
with CR for 3.5 years

o :
-

Dr Victoria Giffi (Hagerstown, Maryland)
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CheckMate 648: Phase Il Study of First-Line Nivolumab/
Chemotherapy or Nivolumab/Ipilimumab for Esophageal
Squamous Cell Carcinoma (ESCC)

Key eligibility criteria NIVO 240 mg Q2W + Primary

« Unresectable chemo (fluorouracil + endpoints:
advanced, cisplatin)® Q4W* . 0S and PFS'
recurrent, or (tumor cell
metastatic ESCC NIVO 3 me/kg Q2W + PD-L1 2 1%)

« ECOG PS5 0-1 IPI 1 mg/kg Q6We Secondary

e No prior systemic endpoints:
treatment for e OS and PFSf

advanced disease (all randomized)

o ORRf (tumor cell
PD-L1 > 1% and
N = 970 all randomized)

_ WIEEYLY Chemo (fluorouracil +
e Measurable disease — cisplatin)? Q4We

Stratification factors

o Tumor cell PD-L1 expression (= 1% vs < 1%°)
o Region (East Asiac vs rest of Asia vs ROW)

o« ECOG PS (0 vs 1)

e Number of organs with metastases (< 1 vs > 2)

RTP
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Chau | et al. ASCO 2024;Abstract 4034.



CheckMate 648: Phase Ill Study of First-Line
Nivolumab and Chemotherapy for ESCC — PFS

Tumor cell PD-L1 > 1% All randomized
100 - 100
) - 0 = 0 U . D
& 90 - & 9044
= 80 _ = 80 _
2 Median PFS,*" mo 6.8 4.4 2 Median PFS,*"” mo 5.8 5.6
g 701 95% Cl 5.7-8.3 2.9-5.8 E 01 Q4 95% Cl 5.5-7.0 4.35.9
= o HR 95% Cl) 0.67 (0.51-0.89) o 604 A HR (95% Cl) 0.82 (0.68-1.00)
g 50 o 504 %
i i
c 40 - , c 40 -
k- g
v 30 - 9 @ 30 4
§, 20 ; " ;E,, 20
a 101 : : 0O e W ' abp aa
0 1 L) L] : L) 1 L : L] L] 1 1 L] L) ll T ‘e. Ll L] TA. L) 0 I L 1 : L) L L) : L) L] L] : L) 1 ‘l : L L) - L) L) :L L) L 1
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months Months
No. at risk
NIVO + chemo 158 106 74 46 29 21 16 12 12 9 8 7 4 4 4 4 2 | | | 0 32121513580 54 44 32 26 24 20 19 17 4 14 4 13 7 5 B 5 2 1 1 1 O
Chemo 157 68 36 17 5 | | | | | | | | | | 0O 0 0 0O 0 O 32417393 45 22 11 7 4 4 3 3 3 3 3 3 2 2 2 2 1 | | 0 0 O

2Minimum follow-up, 45.1 months. Per BICR.

RTP
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Chau | et al. ASCO 2024;Abstract 4034.



CheckMate 648: Phase Ill Study of First-Line
Nivolumab and Chemotherapy for ESCC — OS

Tumor cell PD-L1 2 1%

100 -
90 i & 0
_ 80 -
X Median 0S,2 mo 15.0 9.1
- 07 95% CI 11.9418.7 | 7.7-10.0
E 60 1 \ HR (95% Cl) 0.60 (0.47-0.77)
5 50 - i
(%] 1
= 40 - :
B ; 32%
g 90 :
© 20- 137%
10 - : — - .
0 : 112% 9% 8%
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Months
No. at risk
NIVO + chemo 158 143129106 89 77 67 54 45 42 31 29 25 24 23 23 19 18 14 10 7 2 0O O
Chemo 157137107 73 53 40 30 21 17 15 12 12 12 1212 11 10 9 7 4 2 2 1 O

*Minimum follow-up, 45.1 months. Cl, confidence interval; HR, hazard ratio.

Chau | et al. ASCO 2024;Abstract 4034.

Overall survival (%)

All randomized

100 -
90 - :
80 1
Median 05, mo 13.2 10.7
70 4 95% Cl 11.1-15.7 9.4-12.1
60 - HR (95% Cl) 0.77 (0.65-0.92)
50 4
40 - :
30 - 5
20 | E 14%
0- : % & 2 AL AN Oy A
10 : : 12% 102
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months
321293254204 164143121 97 85 77 61 56 51 49 45 44 35 31 25 18 12 4 2 1 O
324 284 232173133104 81 67 57 50 44 40 34 32 31 30 27 22 16 10 5 4 2 0 O

RTP
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CheckMate 648: Phase lll Study of First-Line
Nivolumab and Ipilimumab for ESCC — PFS

Tumor cell PD-L1 2 1%

100 4 -
g 904}
= 80T
2 Median PFS," mo 4.0 4.4
; 7014 95% Cl 2.3-4.4 2.9-5.8
= S04 HR 95% Cl) 1.03 (0.78-1.35)
g 50
>
c 40 -
2
@ 30 1
S 20
° 9%
a 101 0—o6-0 ©

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months
No. at risk

NVO +IPI 158 77 47 37 32 23 20 18 14 14 11 10 9 7

Chemo 15768 36 17 5 1 1 1 1 1

aMinimum follow-up, 45.1 months. "Per BICR.

1 1

Chau | et al. ASCO 2024;Abstract 4034.

\

Progression-free survival (%)

All randomized

100 ¢
\
90 {} .
80 {0
Median PFS,®* mo 2.9 5.6
701¢ 95% Cl 2.7-4.2 4.3-5.9
60 4% HR 95% Cl) 1.25 (1.04-1.51)
50 4
40
30 -
20 4
10 4
o L] L L L 1 L L] L] L] L] L L L] L] L L L l= L L l‘ L] L}
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months
32504885 4. 53: 39:31 28 23 22 18 16 1D 1212 N 10: € 7 5 5 1% ¥ 4 O
324173 93 45 22 11 7 4 4 3 2 2 22111000

RTP
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CheckMate 648: Phase Ill Study of First-Line
Nivolumab and Ipilimumab for ESCC - OS

Tumor cell PD-L1 2 1%

100 % .
90 { ®
. 80 -
£ Median 05, mo 13.1 9.1
oy i 95% Cl 11.217.4 | 7.7-10.0
E 60 579 HR (95% Cl) 0.63 (0.49-0.81)
5 50-
3 -
] 30 -
© 201
10 -
0 1 L) Ll L L L) L) L) L] L) 1 Ll T 1 L) 1 L L) T L) L) L L) 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months
No. at risk
NIVO + Pl

Chemo

158136116 98 88 72 63 57 52 43 36 35 31 30 29 29 23 22 17 1313 8 5 2 O
157137107 73 53 40 30 21 17 15 12 12 12 12 12 11 10 9 4 2 2 1 0

2Minimum follow-up, 45.1 months.

Chau | et al. ASCO 2024;Abstract 4034.

Overall survival (%)

All randomized

100 & 0
90 { ®
go{ %
Median 05, mo 12.7 10.7
70 - 95% CI 11.3-15.5 | 9.4-12.1
60 A HR (95% Cl) 0.78 (0.65-0.92)

50 -
40 - |
30 - 5 :
0 3 6 9 121518 21 2427 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months

325274233193165142122 107 98

32428423217

82 73 72 65 61 57 34 45 40 32 25 21 12 7 4 O

3133104 81 67 57 S0 44 40 34 32 31 30 27 2216 0 5 4 2 0 O

RTP
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CheckMate 648: Phase Ill Study of First-Line Nivolumab/
Chemotherapy or Nivolumab/Ipilimumab for ESCC — Overall Safety

NIVO + chemo NIVO + IPI
All treated,® n (%) (n = 310) (n=322)
Any TRAEs® 297 (96) 151 (49) 256 (80) 105 (33) 275 (90) 111 (37)
Serious TRAEs? 74 (24) 58 (19) 105 (33) 75 (23) 49 (16) 41 (13)
TRAEs leading to discontinuation®* 107 (35) 30 (10) 60 (19) 44 (14) 63 (21) 18 (6)
Treatment-related deaths® 5(2)® 7(2)f 5(2)2
RTP

Chau | et al. ASCO 2024;Abstract 4034.
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CheckMate 649: Phase Ill Study of First-Line Nivolumab and
Chemotherapy for Gastroesophageal Adenocarcinomas

Key eligibility criteria

* Previously untreated, unresectable,
advanced or metastatic
GC/GEJC/EAC

* No known HER2-positive status
« ECOG PS 0-1

Stratification factors

« Tumor cell PD-L1 expression (2 1% vs < 1%?)

+ Region (Asia vs United States/Canada vs ROW)
« ECOGPS (Ovs 1)

« Chemo (XELOX vs FOLFOX)

n =789
—

ﬂ

N = 2031

NIVO 360 mg +
XELOX Q3W or

NIVO 240 mg +
FOLFOX Q2Wd-e

XELOX Q3W or
FOLFOX Q2Wd-e

Dual primary endpoints:
« OS and PFSf (PD-L1 CPS > 5)

> Secondary endpoints:
* OS (PD-L1 CPS > 1, all randomized)
« OS (PD-L1 CPS > 10)

NIVO (1 mg/kg) +
IPI (3 mg/kg) Q3W x 4
then NIVO 240 mg Q2We

« PFSf(PD-L1 CPS > 10, > 1, all randomized)
* ORRf

Exploratory endpoints:
« Safety
* Quality of life

« At data cutoff (May 28, 2024), the minimum follow-up (time from concurrent randomization of the last patient to
clinical data cutoff) was 60.1 months

» No patients in the NIVO + chemo or chemo arms were receiving ongoing study treatment at data cutoff

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 398.

RTP
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CheckMate 649: Phase lll Study of First-Line Nivolumab
and Chemotherapy for Gastroesophageal Adenocarcinomas —
Response

Response per BICR

All randomized?

NIVO +
chemo

PD-L1 CPS > 1P

NIVO +
chemo

PD-L1 CPS > 5¢

NIVO +
chemo

PD-L1 CPS > 104

NIVO +
chemo

(n = 603)e

(n = 503)e

(n = 379)¢

(n = 301)e

ORR (95% CI),> % | 58 (54-62) | 46 (42-50) | 60 (55-64) | 46 (42-51) | 60 (55-65) | 45 (40-50) | 59 (53-65) | 45 (39-50)
CR 11 7 12 7 13 8 12 8
PR 47 39 48 40 47 37 47 37
SD 28 33 27 32 28 34 28 33
PD 7 10 7 11 7 11 6 12
g;;Zi;)Ef:Z 8.5 (7.7-9.9) | 7.0 (6.0-7.6) (8.6 (7.9-10.5) 6.9 (5.8-7.6) [9.6 (8.3-12.4)| 7.0 (5.7-8.0) | 9.9 (8.4-12.7) | 7.1 (5.7-8.4)

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 398.

RTP
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CheckMate 649: Phase Ill Study of First-Line Nivolumab and
Chemotherapy for Gastroesophageal Adenocarcinomas — PFS

All randomized PD-L1 CPS 2 1
100 L NIVO + chemo | Chemo 100 NIVO + chemo | Chemo
) (n = 789) (n =792) 2 (n = 641) (n = 656)
e 2 Median PFS,>* mo 7.8 6.9 o ”"_'-‘_ Median PFS,** mo 7.5 6.9

p— 95% Cl 7.1-8.6 6.7-7.2 . 95% Cl 7.0-8.5 6.2-7.1
R 80 X 80

< HR (95% Cl) 0.79 (0.71-0.89) < HR (95% Cl) 0.77 (0.68-0.87)
S 70 $  70-

£ g

2 60- - 60 -

() )

U 50+ Y s50-

i -

S 40 - S 40 -

2 2

w (7]

O 30 O 304

on on

< P

& 204 & 20 - 1

90
10 104 [ ol - : /o ,
TR R e
0 I I 1 | 1 1 I I I 1 1 I 1 1 1 1 1 1 1 0 1 Ul
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81
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che ) 792 553 36( % 75 ¢ 47 34 32 ¢ 4 { ¢ ch 29 177 § 65 A 3 7 { 7 4 )

RTP

RESEARCH
TO PRACTICE

Janjigian Y et al. Gastrointestinal Cancers Symposium 2025;Abstract 398.



CheckMate 649: Phase Ill Study of First-Line Nivolumab and
Chemotherapy for Gastroesophageal Adenocarcinomas — OS

All randomized PD-L1 CPS 2 1
10054 NIVO + chemo | Chemo 1004 NIVO + chemo | Chemo
(n=789) | (n=792) (n = 641) ‘ (n = 656)
904 Median OS,: mo 13.7 11.6 01 R Median 0S,* mo 13.8 1.4
95% CI 12.4-14.5 10.9-12.5 95% Cl 12.4-14.8  10.7-12.3
2 HR (95% Cl) 0.79 (0.71-0.88) L HR (95% Cl) 0.76 (0.67-0.85)
:,\; 70 1 :\3 70 -
© A © i 3
% 50 % h¢ 55%
=1 50 4 =1 50
s 48% fy : 47%
T© 404 I © 404 I
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oIlllllllllllllllllllIllllllll 0lllllllllllllllllllllllIlllll
0 3 6 9 121518 2124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 0 3 6 9 121518212427 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87
Months Months
No. at risk No. at risk

NIVO + chemo 789 734626 511425 351 289248 214177157 146 132120 108 103 100 96 93 91 88 77 64 51 34 24 18 6 1 0 NIVO + chemo 641 598 507 417 349 289 239 204 180 150 135 128118 106 96 92 91 87 84 82 79 69 58 47 31 22 16 4 1 0

chemo 792703592 478367 276 2 74149 122102 90 78 70 66 60 56 50 46 44 42 0 24 18 14 ) 0 0 chemo 56 581488 391300224179143 122 99 83 73 63 55 52 46 44 39 ) 33 3 27 14 0 ) 1 0 0 0
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KEYNOTE-590: Phase lll Study of First-Line Pembrolizumab and
Chemotherapy for Gastroesophageal Cancers

Kev Eligibilitv Criteria Pembrolizumab 200 mg IV Q3W
DEY ENGIDILY LIlena n=373 for <35 cycles (~2 years)
 Locally advanced/metastatic i +

esophageal adenocarcinoma, Chemotherapy? (FP)
ESCC, or Siewert type | GEJ

adenocarcinoma

* Measurable disease per
RECIST v1.1

* No prior treatment n=2376 | for <35 cycles (~2 years)

Placebo IV Q3W

+
Chemotherapy? (FP)

*ECOG PS O or1

Stratification Factors End Points
» Geographic region (Asia vs rest of world) e Primary: OS> PFSed
» Histology (adenocarcinoma vs squamous cell carcinoma) » Secondary: ORRY, DORY, safety, PROs®

- ECOG PS (0vs 1)

PROs = patient-reported outcomes oy
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Shah M et al. Gastrointestinal Cancers Symposium 2024;Abstract 250.



KEYNOTE-590: Phase lll Study of First-Line Pembrolizumab and
Chemotherapy for Gastroesophageal Cancers — Response

100 5 Objective Response Rate

90 — Pembrolizumab + chemotherapy [l
80 — Placebo + chemotherapy i

70 —

0,
60 — 51.1% 51.1%

Objective Response Rate, % (95% Cl)
(&)
o
|

ITT ITTCPS 210 ESCC ESCC CPS 210

Duration of Response

ITT CPS 210 ESCC ESCC and CPS 210
Pembro + Placebo + Pembro + Placebo + Pembro + Placebo + Pembro + Placebo +
chemo (n =168) chemo (n=110) chemo (n=95) chemo (n=583) chemo(n=120) chemo(n=85) chemo(n=73) chemo (n=40)
DOR,?
median 8.3 6.0 10.4 5.6 9.1 6.1 10.4 4.4
s;z';%:)s (1.2+1065.9+)  (1.5+to 31.1) (1.9 to 65.9+) (15+t031.1)  (1.2+1065.9+) (1.5+t031.1)  (2.2+1065.9+)  (1.5+to 31.1)
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KEYNOTE-590: Phase lll Study of First-Line Pembrolizumab
and Chemotherapy for Gastroesophageal Cancers — PFS in

Intent-to-Treat Population

100
Events Median PFS (95% CI), 0
e 90— n (%) i e HR (95% CI)
[-)
T 80— Pembrolizumab + | 313 (83.9) 6.3 (6.2-7.1) 0.64 (0.54-0.75)
2 chemotherapy
S 70 Placebo + 339 (90.2) 5.8 (5.0-6.0)
(2] - chemothera
pe 60 Py
g
L 50 T
c
O 40 —
0
o 30 '
o .
(=] '
2 20 E H 0,
o 5 i 8.0% 6.3% 5.5%
10 E E ) 1 [l [ | E i - =
0 ' I T T T T
0 6 12 18 24 30 3 42 48 54 60 66
) Months
No.atrisk 573 210 79 50 36 23 20 14 12 9 3 1
376 172 36 15 8 1 0 0 0 0 0 0
CPS 210 ESCC ESCC and CPS 210

Pembro + chemo

PFS HR (95% CI)
5-y PFS rate,® %
2Kaplan-Meier estimate. Data cutoff: July 10, 2023.

Shah M et al. Gastrointestinal Cancers Symposium 2024;Abstract 250.

n =186

7.5

0.51 (0.40-0.64)

Placebo + chemo

n =197

Pembro + chemo
n =274

0.65 (0.54-0.78)
6.7

Placebo + chemo
n =274

Pembro + chemo
n =143

Placebo + chemo

n =143

0.53 (0.41-0.69)

9.1

0 —
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KEYNOTE-590: Phase lll Study of First-Line Pembrolizumab
and Chemotherapy for Gastroesophageal Cancers — OS in
Intent-to-Treat Population

100 —
Events Median OS (95% Cl), .
90 — n (%) months HE (36 C1)
80 — Pembrolizumab + | 331 (88.7) 12.3 (10.5-14.0) 0.72 (0.62-0.84)
N e chemotherapy
T; 50.5% Placebo + 363 (96.5) 9.8 (8.8-11.0)
% 60 39.5% chemotherapy
£ | !
o 50
'® 40
g 30
o 13.0% 10.6%
20 7 4.8% 3.0%
: e | BT TR
10 = -
0 T | T | T T T r T i T
0 6 12 18 24 30 36 42 48 54 60 66
) Months
No.atrisk 373 206 187 130 97 77 66 55 48 38 12 3
376 274 148 90 60 48 33 26 18 14 5 0
CPS 210 ESCC ESCC and CPS 210
Pembro + chemo Placebo + chemo Pembro + chemo Placebo + chemo Pembro + chemo Placebo + chemo
n =186 n =197 n =274 n =274 n =143 n =143
OS. HR (95% CI) 0.64 (0.52-0.80) 0.71 (0.60-0.85) 0.60 (0.46-0.76)
5-y OS rate,2 % 12.8 3.8 11.8 3.4 13.8 3.7 o s
2Kaplan-Meier estimate. Data cutoff: July 10, 2023. RTP
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Tislelizumab Combined with Chemotherapy Approved in US for

First-Line Treatment of Gastric and Gastroesophageal Junction Cancers
Press Release: December 27, 2024

”[The manufacturer] today announced the US Food and Drug Administration (FDA) has approved
tislelizumab-jsgr, in combination with platinum and fluoropyrimidine-based chemotherapy, for the first-
line treatment of unresectable or metastatic HER2-negative gastric or gastroesophageal junction
adenocarcinoma (G/GEJ) in adults whose tumors express PD-L1 (>1).

The indication for first-line G/GEJ cancers is based on results from RATIONALE-305 (NCT03777657), a
randomized, double-blind, placebo-controlled, global Phase 3 trial to evaluate the efficacy and safety of
tislelizumab in combination with chemotherapy as a first-line treatment for adult patients with advanced
unresectable or metastatic G/GEJ cancer.

The study met its primary endpoint and demonstrated a statistically significant and clinically meaningful
overall survival (OS) benefit with a median OS of 15.0 months for patients treated with tislelizumab in
combination with the investigator’s choice of chemotherapy compared to 12.9 months for patients
treated with placebo plus chemotherapy (n =997; HR: 0.80 [95% Cl: 0.70, 0.92]; P =0.0011), resulting in
a 20% reduction in the risk of death.”

https://ir.beigene.com/news/tevimbra-approved-in-u-s-for-first-line-treatment-of-gastric-and-gastroesophageal-junction-cancers-in-
combination/cedb475b-fcfe-47a4-8afe-8a501d9cf849/




RATIONALE-305: Phase Ill Study of First-Line Tislelizumab
and Chemotherapy for Gastroesophageal Adenocarcinomas

' I
Inclusion criteria: Initial up to 6 treatment cycles Cycle 7 and beyond
* Age 218 years
* Locally advanced unresectable or TIS:+CT® TIS* + optional Endpoints
metastatic adenocarcinoma of (n=501) capecitabine® « Primary endpoint: OS in

stomach/gastroesophageal junction
* No HER2-positive disease
* No prior systemic therapy for advanced

disease PBO: + CT® PBO* + optional
+ At least one measurable or non-measurable (n=496) capecitabine®

lesion (RECIST v1.1)

« ECOGPS0Oor1
- J

PD-L1 score 25% and

ITT populations

» Secondary endpoints:
PFS, ORR, DoR, DCR,
CBR, HRQoL, and safety

Treatment until unacceptable toxicity or disease progression

Stratification Statistical considerations
» Regions of enrolment « Analysis of OS in the ITT population was to be performed after OS in the PD-L1 score 25% population had
 Peritoneal metastasis been demonstrated to be statistically significant favoring TIS + CT

» PD-L1 expression score (25% vs <5%)? « Planned to enroll 980 patients: 87% power to detect HR 0.80 with 768 OS events in the ITT population (all
* Investigator-chosen chemotherapy (XELOX randomized patients) at a one-sided alpha of 0.025
or FP) « Final analysis (cutoff date: February 28, 2023) based on 776 OS events (ITT)

PBO= placebo; CBR =clinical benefit rate

RTP

RESEARCH
TO PRACTICE

Fornaro L et al. Presented at Italian Medical Oncology Association Meeting 2024.



Tislelizumab Combined with Chemotherapy Approved in US for

First-Line Treatment of Advanced ESCC
Press Release: March 4, 2025

“[The manufacturer] today announced the US Food and Drug Administration (FDA) has approved
tislelizumab-jsgr, in combination with platinum-containing chemotherapy, for the first-line treatment of
adults with unresectable or metastatic esophageal squamous cell carcinoma (ESCC) whose tumors express
PD-L1 (>1).

The additional indication is based on results from RATIONALE-306 (NCT03783442), a randomized, placebo-
controlled, double-blind, global Phase 3 study to evaluate the efficacy and safety of tislelizumab in
combination with platinum-containing chemotherapy as a first-line treatment in adult patients (n = 649)
with unresectable, locally advanced recurrent or metastatic ESCC. The study met its primary endpoint and
demonstrated a statistically significant improvement in overall survival (OS) for adult patients randomized to
tislelizumab in combination with chemotherapy compared to placebo in combination with chemotherapy.

Analysis of OS in the PD-L1 positive (1) population (n = 481) showed a median OS of 16.8 months for
patients treated with TEVIMBRA plus chemotherapy compared to 9.6 months for patients treated with
placebo plus chemotherapy (HR: 0.66, [95% Cl: 0.53, 0.82]), resulting in a 34% reduction in the risk of
death.”

https://ir.beigene.com/news/tevimbra-approved-in-us-for-first-line-treatment-of-advanced-esophageal-squamous-cell-carcinoma-in-
combination/8379a7c3-35ce-45af-82d3-164c64ecf37c




RATIONALE-306: Phase lll Study of First-Line Tislelizumab
and Chemotherapy for ESCC

Inclusion criteria

» Unresectable locally
advanced or
metastaticESCC
No prior systemic
treatment for
advanced disease
ECOGPSOor1
Mesasurable or
evaluable dsease
per RECIST v1.1

TIS+chemo arm:*®
Tislelizumab200 mg IV Q3W + ICC

ICC options:
» A: Platinum + fluoropyrimidine
Cisplatin or oxaliplstin® + fluoropyrimidine®
« B: Platinum + paclitaxel
Cisplatin or oxaliplstin® + paclitaxel

Primary endpoint: Secondary endpoints:
« OSin all randomized patients « FFS, CRR, and DoR by investigator, OS inthe
{(ITT population) PD-L1 score 210% subgroup, HRQgoL, and safety _
ICC = investigator-chosen chemotherapy 5:[:&

TO PRACTICE

Yoon H et al. ASCO 2024;Abstract 4032.



IDeate-Esophageal01 Phase Il Trial of Ifinatamab Deruxtecan
Initiated in Certain Patients with Pretreated Advanced or

Metastatic ESCC
Press Release: May 19, 2025

“The first patient has been dosed in the IDeate-Esophageal01 Phase 3 trial evaluating the efficacy
and safety of investigational ifinatamab deruxtecan (I-DXd) versus investigator’s choice of
chemotherapy in patients with unresectable advanced or metastatic esophageal squamous cell
carcinoma (ESCC) with disease progression following treatment with a platinum-containing
systemic therapy and an immune checkpoint inhibitor.

Ifinatamab deruxtecan is a specifically engineered, potential first-in-class B7-H3 directed DXd
antibody drug conjugate.”

https://www.merck.com/news/ideate-esophageal01-phase-3-trial-of-ifinatamab-deruxtecan-initiated-in-certain-patients-with-pretreated-
advanced-or-metastatic-esophageal-squamous-cell-carcinoma/
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Case Presentation: 63-year-old man with surgically
unresectable MSI-high, TMB-high HER2-negative gastric
adenocarcinoma (PD-L1 2%) receives FOLFOX/nivolumab

Dr Shachar Peles (Lake Worth, Florida)




Nivolumab for Microsatellite Instability-High (MSI-H)
Gastroesophageal Cancers in CheckMate 649: OS Analysis

Key e!igibility criteria NIVO 360 mg + Dual primary endpoints:
: :gi\;l:gijyourn;r:f;;i,t iténresectable, n-789 XELOX Q3W or « 0S and PFSf (PD-L1 CPS > 5)
NIVO 240 mg +
GC/GEJC/EAC FOLFOX Q2Wd-e = Secondary endpoints:
* No known HER2-positive status + OS (PD-L1 CPS = 1, all randomized)
« ECOG PS 0-1 n = 833¢ XELOX Q3W or + OS (PD-L1 CPS > 10)
" FOLFOX Q2Wd-e « PFSf (PD-L1 CPS 2 10, > 1, all randomized)
* ORRf
Stratification factors N =2031
« Tumor cell PD-L1 expression (2 1% vs < 1%3) NIVO (1kmg/kg) & Exploratory endpoints:
« Region (Asia vs United States/Canada vs ROW) n = 409 IPI' (3 mg/kg) Q3W x 4 - Safety
- ECOG PS (0 vs 1) mmmmmal then NIVO 240 mg Q2We

* Quality of life
» Chemo (XELOX vs FOLFOX)

Median OS,

e Unstratified
Category = Subgroup HR for Unstratified HR (95% Cl)
randomized)
death
chemo | Chemo
MSI statuse MSS (n = 1378) 13.8 11.5 0.79 —-
MSI-H (n = 44) 38.7 12.3 0.37 =« -
Chemo FOLFOX (n = 828) 13.6 11.8 0.77 ——
regimen XELOX (n = 721) 13.9 11.8 0.80 ——
0.l25 0j5 1
4+——>

NIVO + chemo Chemo
Elimova E et al. ASCO 2024;Abstract 4040.
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JAMA Oncology | Brief Report

Assessment of Pembrolizumab Therapy for the Treatment

of Microsatellite Instability-High Gastric or Gastroesophageal
Junction Cancer Among Patients in the KEYNOTE-059,
KEYNOTE-061, and KEYNOTE-062 Clinical Trials

Joseph Chao, MD; Charles S. Fuchs, MD; Kohei Shitara, MD; Josep Tabernero, MD; Kei Muro, MD; Eric Van Cutsem, MD; Yung-Jue Bang, MD;
Ferdinando De Vita, MD; Gregory Landers, MD; Chia-Jui Yen, MD; lan Chau, MD; Anneli EIme, MD; Jeeyun Lee, MD; Mustafa Ozgiiroglu, MD;
Daniel Catenacci, MD; Harry H. Yoon, MD; Erluo Chen, MPH; David Adelberg, MD; Chie-Schin Shih, MD; Sukrut Shah, PhD;

Pooja Bhagia, MD; Zev A. Wainberg, MD
2021;7(6):895-902.




Pembrolizumab for MSI-H Gastroesophageal Cancers in the
KEYNOTE-059, KEYNOTE-061 and KEYNOTE-062 Studies

Table 2. Outcomes in Patients With Advanced Gastric or Gastroesophageal Junction Cancer by Line of Therapy

KEYNOTE-059?

KEYNOTE-061"

KEYNOTE-062¢

Pembrolizumab plus

Outcome Pembrolizumab Pembrolizumab Chemotherapy Pembrolizumab chemotherapy Chemotherapy
Patients with MSI-H tumors
Total patients, No. 7 15 12 14 17 19

Objective response
rate, % (95% Cl)

Best overall response
rate, %

Complete

Partial

Stable disease
Progressive disease

Duration of response,
median (range), mo

Survival, median
(95% CI), mo

Progression-free
Overall

Estimated overall
survival rate, %
(95% CI)

12 mo
24 mo

57.1(18.4-90.1)

28.6

28.6

14.3

0

NR (20.09-26.89)

NR (1.1-NR)
NR (1.1-NR)

71 (NA)
57 (NA)

46.7 (21.3-73.4)

6.7

40.0

40.0

6.7

NR (5.5-26.09)

17.8 (2.7-NR)
NR (5.6-NR)

73 (44-89)
59 (31-79)

16.7 (2.1-48.4)

8.3

8.3

58.3

0

NR (2.29-12.29)

3.5(2.0-9.8)
8.1(2.0-16.7)

25 (6-50)
NA

57.1(28.9-82.3)

T

50.0

21.4

14.3
21.2(1.49-33.69)

11.2 (1.5-NR)
NR (10.7-NR)

79 (47-92)
71 (41-88)

64.7 (38.3-85.8)

35.3

29.4

17.6

0

NR (1.69-34.59)

NR (3.6-NR)
NR (3.6-NR)

71 (43-87)
65 (38-82)

36.8 (16.3-61.6)

10.5
26.3
42.1
10.5
7.0 (2.0-30.49)

6.6 (4.4-8.3)
8.5 (5.3-20.8)

47 (24-67)
26 (10-57)

Chao J et al. JAMA Oncol 2021;7(6):895-902.



Pembrolizumab for MSI-H Gastroesophageal Cancers in KEYNOTE-061

Patients with MSI-H tumors in KEYNOTE-061

B
o
e
=
>
W=
=
wv
e
|
(«F]
-
o
No. at risk

Pembrolizumab 15

Chemotherapy

Chao J et al. JAMA Oncol 2021;7(6):895-902.

100
80 - I -|
J Pembrolizumab
60 - L1l I S I |
40 -
20 -
Chemotherapy
O I T I | I 1
0 6 12 18 24 30 36
Time, mo
12 11 6 3 0 0
12 8 3 1 0 0 0
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Pembrolizumab for MSI-H Gastroesophageal Cancers in KEYNOTE-062

D | Patients with MSI-H tumors in KEYNOTE-062

100 -
80
X Combination
.T'EU 60— LL L L LJ
> Pembrolizumab
@
© 40-
()
>
(@)
20
Chemotherapy
0 I | I I | 1 |
0 6 12 18 24 30 36 42
Time, mo
No. at risk
Pembrolizumab 14 15 11 10 9 4 2 0
Combination 17 12 12 12 9 4 1 0
Chemotherapy 19 13 9 7 4 3 0 0
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Chao J et al. JAMA Oncol 2021;7(6):895-902.
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Case Presentation: 82-year-old man with recurrent HER2-
negative (HER2 IHC 2+/FISH-negative) metastatic esophageal

adenocarcinoma (PD-L1 CPS 20, CLDN 18.2-positive) receives
zolbetuximab with chemotherapy

\

\

\\/ﬂ

Dr Henna Malik (Houston, Texas)

V.




Mechanism of Action of Zolbetuximab

zolbetuximab
‘_/.L'k —
) TN
FcyR+ Effector crian2 Complement

Cell \N
ADCC
CLDN18.2 g

CDC

CLDN18.2

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

Lordick F et al. ESMO 2024;Abstract 134MO.
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SPOTLIGHT: Phase Ill Study of First-Line Zolbetuximab and mFOLFOX6
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma

Key Eligibility Criteria

* Previously untreated LA SRR

linresectable or MGIGE (N = 550) Zolbetuximab Zolbetuximab
adenocarcinoma (n = 283) 800/600¢ mg/m? IV Q3W + 600 mg/rn2 v .Q3W +
. CLDN18.2+ (> 75% of mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2We
tumor cells demonstrating Cycles 14 Cycles 5+
moderate-to-strong (42 days/cycle) (42 days/cycle)
membranous CLDN18
staining)"
« HER2-
 BERler R Placebo IV Q3W + Placebo IV Q3W +
Stratification Factors mFOLFOX6 IV Q2W 5-FU + folinic acid IV Q2W¢®
* Region (Asia vs non-Asia) Cycles 1-4 Cycles 5+

* Number of organs
w/ metastases (0-2 vs 23)
* Prior gastrectomy

(42 days/cycle) (42 days/cycle)

(yes vs no)
Primary Endpoint Key Secondary Endpoints Secondary Endpoints
« PFS' «+ OS « TTCDin GHS/QoL, * ORR « Safety
PF, and OG25-Pain « DOR! * PROs

TTCD = time to confirmed deterioration; GHS/QoL = global health status/quality of life; PF = physical functioning;
0G25-Pain = Oesophago-gastric Questionnaire on Abdominal Pain and Discomfort

Shitara K et al. ASCO 2024;Abstract 4036.
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SPOTLIGHT: Phase Ill Study of First-Line Zolbetuximab and mFOLFOX6
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma — PFS

Zolbetuximab + Placebo +
mFOLFOX6 mFOLFOX6

1.0 -
09 — Events/patients, n/n 159/283 187/282
12-Month Median PFS, months 11.0 8.9
o 8" PFS rate (95% CI) (9.7-12.5) (8.2-10.4)
T E HR (95% CI) 0.73 (0.59-0.91)
o - : P value 0.0024
b~ i
O 06- :
£ 05- 5 24-Month 36-Month
‘S i PFS rate PFS rate
o 04— ' | E
S 03— : L 27% .
2l : i 22% Zolbetuximab + mFOLFOX6
0.2 E | E —— -+ - -+
0.1 - i 14% | — ; I S
: 3 10% | Placebo + mFOLFOXG6
00 1 1 1 1 1 1 1 1 1 1 1 I! 1 1 1 1 1 ) 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 LI
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

No. at Risk Months

Zolbetuximab + mFOLFOX6 & F PP SELRINSP ORGP R R PP PR P PP ORI LD JJ/D2 200 ;BN ARNARNSD
P

Placebo + MFOLFOX8 S« OSMBELRIIP RS S PR PR P22 0> 2O 00D B hr™dEr®YHERANRNGOOO00
v v v v v
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Shitara K et al. ASCO 2024;Abstract 4036.



SPOTLIGHT: Phase Il Study of First-Line Zolbetuximab and mFOLFOX6
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma — OS

Zolbetuximab + Placebo +
L mFOLFOX6 mFOLFOX6

1.0
09 12-Month Events/patients, n/n 197/283 217/282
OS rate Median OS, months 18.2 15.6
0.8 - ; (95% CI) (16.1-20.6) (13.7-16.9)
7)) :
i : HR (95% Cl) 0.78 (0.64-0.95)
8 na S P value 0.0075
g 0.6 7 61% 1
e N ; 24-Month 36-Month 48-Month
= 05 : OS rate OS rate OS rate
B 04 i | 38% = i
- i : ey a i
= 0.3- § : : Zolbetuximab +
- : 29% : i 21% mFOLFOX6 |
D2 E E ety ; ' 16%
0.1 ; ' 14%
: Placebo + mFOLFOX6 11% | ’
00 I 1 1 1 1 1 I 1 1 1 1 l 1 | 1 1 1 1 1 1 1 1 l 1 1 1 1 1 1 1 1 1 I 1 l 1 1 1 1 1 1 1 I 1 1 1 l 1 1 1 1 1 1
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
No. at Risk Months
Zolbetuximab + MFOLFOXB xRS Mol & RO ESENENIEST @L O PSP R R PR L PR PP H 2R L LLJLO 2066 B H YO
Placebo + MFOLFOX6 SR RSB mal SR sk S o o & NN AT AN LI T B SN AN TN N N N VYARNQOQOOOS
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Shitara K et al. ASCO 2024;Abstract 4036.



SPOTLIGHT: Phase Ill Study of First-Line Zolbetuximab and mFOLFOX6
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma — Safety

Zolbetuximab + mFOLFOX6 (n = 279) Placebo + mFOLFOX6 (n = 278)

Nausea 824
Vomiting 67 4
Decreased appetite 487
Diarrhea
Peripheral sensory neuropathy
Anemia
Neutropenia
Constipation
Neutrophil count decreased : . 327
Fatigue
Asthenia
Abdominal pain
Stomatitis
Pyrexia
Weight decreased
Edema peripheral
Hypokalemia
White blood cell count decreased
Aspartate aminotransferase increased
Abdominal pain upper
Hypoalbuminemia
Dysgeusia
Paresthesia
Platelet count decreased
Alanine aminotransferase increased
Thrombocytopenia

363
349
450
428

All grade

- Grade =3

T I I I
40 50 60 70

90 80 70 60 50

Patients, %
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GLOW: Phase lll Study of First-Line Zolbetuximab and CAPOX

for CLDN18.2-Positive Gastroesophageal Adenocarcinoma

Key Eligibility Criteria

* Previously untreated LA
unresectable or mG/GEJ
adenocarcinoma

* CLDN18.2+ (= 75% of tumor
cells demonstrating
moderate-to-strong CLDN18
membranous staining)®

» HER2-¢

« ECOG PS 01
Stratification Factors

* Region (Asia vs non-Asia)

= Number of organs with
metastases (02 vs 2 3)

= Prior gastrectomy (yes vs no)
\ -

Lordick F et al. ESMO 2024;Abstract 134MO.

| Zolbetuximab 800/600¢9 mg/m? IV Q3W
+ CAPOXsf

Cycles 1-8 (21 days/cycle)

Placebo IV Q3W +
CAPOXée:f

Cycles 1-8 (21 days/cycle)

Zolbetuximab 600 mg/m? IV Q3W

+ capecitabine®?

Cycles 9+ (21 days/cycle)

Primary Endpoint Key Secondary Endpoints

»+ OS + TICD in GHS/QoL,
PF, and OG25-Pain

Placebo IV Q3W +

capecitabines:9

Cycles 9+ (21 days/cycle)

Secondary Endpoints'

+ ORRP

« DORM
-

» Safety
* PROs
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GLOW: Phase Ill Study of First-Line Zolbetuximab and CAPOX
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma — PFS

1.0 Zolbetuximab + Placebo +
(09.12{0) ¢ (69:12{0) 4

0.95 12-Month Events/patients, n/N 146/254 178/253
0.8+ PFS rate Median PFS, months 8.28 6.80
) 35% vs 19% (95% CI) (7.46-9.00) (6.14-8.11)
® 0.7 HR (95% ClI) 0.682 (0.545-0.854)
o P value 0.0004
Y 0.6
o 24-Month
g 0.5 PFS rate
% 17% vs 9%
e} 0.4 1
o |
o 0.3- : '
] : = ] Zolbetuximab +
0.2 A . i CAPOX
1
I -‘"—\—;‘_‘_ ]
0.1 i =l - Placebo +
: ! L—+ CcAPOX
00 || | 1 1 | 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1 1 | 1 1 1 1 | 1 ] 1 1 1 1 1 1 1 1 1
0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38
No. at Risk Months
Zolbetuximab + 254 223 205 187 171 141 132 107 95 72 67 56 52 47 43 43 36 36 30 29 28 23 22 21 15 15 14 6 6 6 4 4 2 2 2 2 2 2 0
CAPOX
Placebo + 253 233 215 188 175 146 127 94 86 53 48 32 27 25 25 24 17 17 14 12 11 10 10 9 5 5 5 2 2 2 2 1 0 0 0 0 0 0 0
CAPOX Data cutoff: June 29, 2023; Median follow-up = 17.81 months (zolbetuximab + CAPOX) vs 15.05 months (placebo + CAPOX).
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GLOW: Phase Ill Study of First-Line Zolbetuximab and CAPOX
for CLDN18.2-Positive Gastroesophageal Adenocarcinoma — OS

10 Zolbetuximab + Placebo +
i CAPOX CAPOX
0.97 12-Month Events/patients, n/N 168/254 193/253
0.8 OS rate Me?ian OS, months 14.32 12.16
57% vs 50% (95% Cl) (12.09-16.49) (10.28-13.67)
(7)) 0.77 : HR (95% CI) 0.771 (0.624-0.952)
9 ] P value 0.0079
o 067 . 24-Month
E’ 0.5+ OS rate
% b 28% vs 19%
0 = 1 1
0.3 i : Zolbetuximab +
0.27 E : CAPOX _
0.17 : | . Placebo +
g - CAPOX
00 1 1 1 1 1 1 1 | ] 1 1 ] ] 1 1 1 ] 1 1 1 1 1 | | l. ] 1 ] ] 1 T 1 ] | 1 1 1 1 | 1 1 1 ] 1
01 2 3 45 6 7 8 9 101112 13 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44
No. at Risk Months
Zolbetuximab + 254 243 233 226 211 203 193 187 176 160 154 143 129 122 113 108 98 88 78 67 54 51 46 42 41 38 36 26 21 17 15 12 10 9 7 4 3 3 2 2 1 1 1 1 0
CAPOX
Placebo + 253 243 235 220 210 197 181 168 153 143 133 125 116 106 97 89 80 74 62 52 46 43 38 33 28 25 23 17 14 11 9 8 4 4 2 2 2 2 1 1 9 4 & 0
CAPOX
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GLOW: Phase Ill Study of First-Line Zolbetuximab and CAPOX for
CLDN18.2-Positive Gastroesophageal Adenocarcinoma — Safety

The most common TEAES with zolbetuximab + CAPOX were nausea, vomiting, and decreased appetite as on-target effects

Nausea and vomiting occurred mostly during the first zolbetuximab cycle’
Zolbetuximab + CAPOX (N = 254) Placebo + CAPOX (N = 249)
Nausea 68.9 8.7 24 50.2

Vomiting 66.1 12.2 3.6 31.3
Decreased appetite 41.3 1.6 34.5
Anemia 36.6 11.4 11.2 36.9
Diarrhea 32.3 5.8 2 34.9
Neutrophil count decreased 28.0 {02 9.6 23.7

6.7

Aspartate aminotransferase increased 24.8
Platelet count decreased 24.0 S
Peripheral sensory neuropathy 22.4

24 30.1

8.4 249

0.4 225
Hypoalbuminemia 22.4 3.1

White blood cell count decreased 20.1 2.0
Weight decreased 19.7 04

Neutropenia 19.7 71

1.6 141

4.0 16.1

0.4 10.0

2.8 141

2.8 21.3
3.6 19.7

1.6 22.1 All grade

213 B cradez3

Alanine aminotransferase increased 18.9 0.8
Palmar-plantar erythrodysesthesia syndrome 16.5 1.6

Abdominal pain 16.1 0.4

Constipation 15.7 0

Hypokalemia 14.6 5.5 6.8 15.3

Fatigue 13.8 23 SLE 16.9
1 1

70 60 50 40 30 20 10 0 10 20 30 40 50 60
Patients, %
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AZD0901: Anti-CLDN18.2 Antibody-Drug Conjugate

+ CLDN18.2-negative
Tumor cell

1. Binding
AZD0901 5. Penetration of
*® MMAE payload
& into neighboring
cells

ve-MMAE
(DAR4)
CLDN18.2 *
SN Tumor cell
INT-025*
— (anti-CLDN18.2
IgG1 antibody)

Microtubule disruption 3. Lysosomal
degradation
and release of the
MMAE payload

o w
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Phase | Study of AZD0901 for CLDN18.2-Positive
Gastroesophageal Cancers: ORR

60-
§ 40 4 2
)
£ o
0 = g
AT <
7] o
g £ 2a W o
& Tfafoo,
2 L5200
S 0 S
E a
yee

g €8 38 foo
E 2e8 28 fapnq
o -20 Yoaf
£
B e B8R £.
(4]
0
g 407
o
) CLDN18.2-high
§ = G/GEJ cancer? Confirmed ORR Confirmed DCR
g 2.2 mg/kg (n=31) 15 (48%; 30.2-66.9) 22 (71%; 52.0-85.8)
£ 2.6 mg/kg (n=42) 10 (24%; 12.1-39.5) 28 (67%; 50.5-80.4)
s }
.g o 3.0 mg/kg (n=16) 6 (38%:15.2-64.6) 12 (75%; 47.6-92.7)
g Total (n=89) 31 (35%; 25.0-45.7) 62 (70%; 59.0-79.0)

-100

Xu R-H et al. ASCO 2024;Abstract 434420.

Patients

B 22mgkg M 26mgkg M 3.0mgkg

A Unconfirmed Response

- 30%

PR
» PR
PR
> PR
PR
PR
PR
PR
PR
PR
PR
PR
PR
PR
PR
PR
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Phase | Study of AZD0901 for CLDN18.2-Positive
Gastroesophageal Cancers: Safety

2.2 mg/kg (n=44) 2.6 mg/kg (n=50) 3.0 mg/kg (n=19) Total (n=113)

Any Grade >3 Any Grade >3 Any Grade >3  Any Grade >3

Anaemia 27 (61%) 6 (14%) 31 (62%) 8 (16%) 13 (68%) 1(5%) 71(63%) 15 (13%)
Vomiting 23 (52%) 5(11%) 30 (60%) 4 (8%) 12 (63%) 2(11%)  65(58%) 11 (10%)
Hypoalbuminaemia 26 (59%) 0 27 (54%) 0 12 (63%) 0 65 (58%) 0
) 0 29 (58%) 2 (4%) 15 (79%) 1(5%) 62 (55%) 3 (3%)
Nausea 19 (43%) 0 28 (56%) 3 (6%) 15 (79%) 1(5%) 62 (55%) 4 (4%)
)

Weight decreased 18 (41%
Neutrophil count decreased 18 (41% 5 (11%) 28 (56%) 11 (22%) 13 (68%) 5 (26%) 59 (52%) 21 (19%)
White blood cell count decreased 17 (39%) 4 (9%) 28 (56%) 4 (8%) 12 (63%) 0 57 (50%) 8 (7%)
Decreased appetite 19 (43%) 6 (14%) 26 (52%) 1(2%) 10 (53%) 1 (5%) 55 (49%) 8 (7%)
) 0 10 (53%) 0 47 (42%) 0
) 0 8 (42%) 1 (5%) 33 (29%) 4 (4%)
) 1 (2%) 9 (47%) 0 30 (27%) 1 (1%)
0 11 (22%) 0 6 (32%) 0 31 (27%) 0
Hyponatraemia 9 (20%) 0 15 (30%) 0 5 (26%) 0 29 (26%) 0
0 10 (20%) 1 (2%) 7 (37%) 0 24 (21%) 1 (1%)

Aspartate aminotransferase increased 19 (43%) 0 18 (36%
Asthenia 13 (30%) 3 (7%) 12 (24%
Proteinuria 10 (23%) 0 11 (22%

Alanine aminotransferase increased 14 (32%)

Diarrhoea 7 (16%)
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CLARITY Gastric 01: A Randomized Phase Il Study of AZD0901
for Second-Line or Later Therapy for CLDN18.2-Positive
Gastroesophageal Cancers

Intervention

Dose selection*

-
expressing CLDN18.2 R Arm 2: AZD0901 dose 2 Q3W
1:1:1 ' R
N=625 11

Arm 3: investigator’s choice of therapy
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Data + Perspectives: Clinical Investigators Discuss
the Current and Future Role of Immunotherapy
and Antibody-Drug Conjugates in Lung Cancer

A CME Symposium Held in Conjunction with the 2025 ASCO® Annual Meeting

Friday, May 30, 2025
11:15 AM -12:45 PM CT (12:15 PM - 1:45 PM ET)

Faculty
Marina Chiara Garassino, MBBS

John V Heymach, MD, PhD
Professor Solange Peters, MD, PhD

Moderator
Jacob Sands, MD E!



Thank you for joining us!

Please take a moment to complete the survey currently
up on Zoom. Your feedback is very important to us.
The survey will remain open for
5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC and
ABS credit is provided in the Zoom chat room.
Attendees will also receive an email in 1 to 3 business
days with these instructions.
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