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Background HERIZON

 Zanidatamab is a bispecific HER2-directed antibody that binds to HER2 ECD 2 and 4 in a trans configuration, facilitating
crosslinking associated with the formation of distinct HER2 clusters on the cell surface. It has several key mechanisms of action:

— Increasing HERZ internalisation; reducing phosphorylation of EGFR, HER2, and HER3 and blocking downstream signalling; and

Inducing immune-mediated effects (CDC, ADCC, and ADCP)
* Tislelizumab is a high-affinity ICI targeting PD-1 and is specifically engineered to minimise Fcy receptor binding on macrophages

Adults with untreated, unresectable, locally Trastuzumab + chemotherapy?
advanced, recurrent or metastatic GEA

» HER2 IHC 3+ or IHC 2+/ISH+ per central testing

Dual primary endpoints

« ECOGPSOor1 .
] + d | .
« No prior HER2-targeted agents or immunotherapy in any Zanidatamab® + chemotherapy Tumour SFSS (per BICR)
ti .
- imaging?
Q6w

PIRr ms ZanidatamabP® + tislelizumab¢ + chemotherapy?
Stratification factors Data cutoff for IA2:

» Geographic region . .
Prophylaxis to prevent IRRs and diarrhoea was
« HER2 status mandatory in the zanidatamab-containing arms 15 JUIy 2026

* ECOGPS Treatment until disease progression/death/unacceptable toxicity
Chemotherapy could be discontinued after 6 cycles

Here we report results from the planned second interim analysis of OS (1A2) from HERIZON-GEA-01

aPhysician’s choice of CAPOX (capecitabine plus oxaliplatin) or FP (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. ®Zanidatamab 1800 mg (<70 kg) or

2400 mg (270 kg) was administered IV Q3W. <Tislelizumab 200 mg was administered IV Q3W. ¢Computed tomography/magnetic resonance imaging scans were performed Q6W for the first 54 weeks, then every 9 weeks.
ADCC, antibody-dependent cellular cytotoxicity; ADCP, antibody-dependent cellular phagocytosis; BICR, blinded independent central review; CDC, complement-dependent cytotoxicity; ECD, extracellular domain; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EGFR,

epidermal growth factor receptor; Fcy, fragment crystallisable-gamma; GEA, gastro-oesophageal adenocarcinoma; HER2, human epidermal growth factor receptor 2; HER3, human epidermal growth factor receptor 3; 1A2, planned second interim analysis of OS; ICI, immune checkpoint inhibitor;
IHC, immunohistochemistry; IRR, infusion-related reaction; ISH, in situ hybridisation; IV, intravenously; OS, overall survival; PD-1; programmed cell death protein 1; PFS, progression-free survival; Q3W, every 3 weeks; Q6W, every 6 weeks; R, randomisation.

1. Weisser NE, et al. Nat Commun. 2023;14(1):1394.
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Statistical Design HERIZON
Dual primary endpoints (PFS and OS): Analysed in the ITT population using log-rank tests (overall 2-sided a = 0.05)

Fixed-Sequence Testing Procedure

PFS? PFS? os®

M Zani+ CT vs Tras + CT Zani+ TIS + CT vs Tras + CT
|
I

: This is a secondary endpoint :

i and has limited power for :
|

I

superiority

Met the prespecified criteria for significance at |1A1
— Final formal analyses (FFA) for these endpoints |A2 or FFA

Data cutoff: 1 October 2025 Data cutoff: 15 July 2026

aFor the primary analysis of PFS, the critical 2-sided alpha was 0.05. °For A1, the critical 2-sided alpha was 0.0135. °The critical 2-sided alpha was 0.0279. 9The critical 2-sided alpha was 0.0242.
CT, chemotherapy; FFA, final formal analysis, IA1; first interim analysis of OS; I1A2, planned second interim analysis of OS; ITT, intent-to-treat; OS, overall survival; PFS, progression-free survival; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.
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Patient Disposition HERIZON

Median follow-up was 35.3 months at I1A2, 9.4 months longer than at |A1

Randomised
N=914
v
Zanidatamab + tislelizumab + CT Zanidatamab + CT Trastuzumab + CT
n = 302; 299 patients treated? n = 304; 300 patients treated? n = 308; 302 patients treated

Ongoing in study, n = 122 (40%) Ongoing in study, n = 103 (34%) Ongoing in study, n =75 (24%)

* Ongoing study treatment, n = 67 « Ongoing study treatment, n = 48 « Ongoing study treatment, n = 19

« Survival follow-up, n = 55 « Survival follow-up, n = 55 « Survival follow-up, n = 56
Discontinued study, n = 180 (60%) Discontinued study, n = 201 (66%) Discontinued study, n = 233 (76%)

» Death, n=157 » Death,n=178 » Death, n =211

 Withdrawal of consent, n = 20  Withdrawal of consent,n =19  Withdrawal of consent, n = 21

* Lost to follow-up,n =3 * Lost to follow-up,n =3 * Lost to follow-up, n =1

* Investigator’s decision, n = 1

Data cutoff: 15 July 2026. 2Treated includes all randomised patients who received any amount of any study treatment and does not necessarily reflect the safety analysis set. Five patients assigned to the zanidatamab-tislelizumab-CT arm did not receive tislelizumab and are included in the safety

analysis set for the zanidatamab-CT arm.
CT, chemotherapy; IA1, first interim analysis of overall survival; IA2, planned second interim analysis of overall survival.
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Zanidatamab + CT: OS in the ITT Population HERIZON

Zanidatamab + CT demonstrated a statistically significant and clinically meaningful improvement

in OS vs trastuzumab + CT (FFA criteria met)

100 - )
< 757 N
©
=
-
a 50
=
>
3

25 -

0oL+ Censored

Zanidatamab + CT | Trastuzumab + CT

MedianOS | 299 (19.9-27.6)  19.6 (16.9-22.2)
(95% CI), mo
HR (95% Cl) 0.76 (0.62-0.93); P = 0.0088

49.6% (95% Cl, 43.6-55.3)

31.5% (95% Cl, 25.4-37.8)

— L HHHH—

" 40.7% (95% Cl, 34.9-46.5)

———

' 22.9% (95% Cl, 17.3-28.9)

0 3 6 9 12 15 18

Patients at risk
Zani + CT 304 278 256 228 202 182 162
Tras + CT 308 284 261 227 199 171 147

Data cutoff: 15 July 2026. 2The critical 2-sided alpha was 0.0279.

21 24 27 30 33 36 39 42 45 48 51 54 57

Months from randomisation
142 122 94 71 51 42 28 22 18 5 3 1 0
121 95 70 48 39 33 21 15 12 5 1 1 0

CT, chemotherapy; FFA, final formal analysis; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival; Tras, trastuzumab; Zani, zanidatamab.
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Zanidatamab + CT vs Trastuzumab + CT: OS in Key Prespecified  HERIZON
Subgroups

Improvements in OS with zanidatamab + CT vs trastuzumab + CT occurred across most prespecified subgroups

Events/Patients

OS HR?

Subgroup Category Zanidatamab + CT Trastuzumab + CT Zani +CTvs Tras + CT (95% Cl)
All patients 182/304 212/308 — — 0.76 (0.62-0.93)
Age <65 years 98/174 116/162 — — 0.67 (0.51-0.87)
=65 years 84/130 96/146 o 0.95(0.71-1.28)
Geographic region Asia 96/163 111/165 —o—t 0.80 (0.61-1.05)
EU/NA 54/91 65/93 e 0.79 (0.55-1.13)
ROW 32/50 36/50 et 0.69 (0.43-1.12)
ECOG PS 0 68/134 67/120 — 1 0.88 (0.63-1.23)
1 114/170 145/188 - 0.74 (0.58-0.94)
Prior gastrectomy Yes 18/43 34/56 ° 0.71 (0.40-1.25)
No 164/261 178/252 — — 0.76 (0.62-0.94)
Anatomical subtype Gastric 125/204 155/226 o 0.81 (0.64-1.03)
GEJ 38/61 45/60 . 0.76 (0.49-1.17)
Oesophageal 19/39 12/22 ° 0.71(0.35-1.47)
HER2 status IHC 3+ 141/251 172/255 —o— 0.71(0.57-0.88)
IHC 2+/ISH+ 39/51 39/52 —o— 1.20 (0.77-1.87)

0.1 1.0 10.0

A
<« »

Favours Zani + CT Favours Tras + CT

Data cutoff: 15 July 2026. 2The widths of the Cls were not adjusted for multiplicity and cannot be used to infer treatment effects.
CT, chemotherapy; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EU, European Union; GEJ, gastro-oesophageal junction; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; IHC, immunohistochemistry; ISH, in situ hybridisation; NA, North America;
OS, overall survival; ROW, rest of the world; Tras, trastuzumab; Zani, zanidatamab.
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Zanidatamab + Tislelizumab + CT: OS in the ITT Population HERIZON

Zanidatamab + tislelizumab + CT continued to demonstrate an OS benefit vs trastuzumab + CT, with
an improved HR from A1

100 4 % Zanidatamab +
_ tislelizumab + CT | Trastuzumab + CT
\ Median OS
_ . (95% CI), mo 27.0 (23.7-32.2) 19.6 (16.9-22.2)
§ 75 HR (95% ClI) 0.65 (0.52-0.80)2
S 55.8% (95% Cl, 49.8-61.4)
-
E o0 - 39.8% (95% CI, 33.2-46.3)
g .
3 .
257 40.7% (95% Cl, 34.9-46.5)
' 22.9% (95% C,17.3-289) '
Q- _*Censored . . . . . o . . . . . . . . -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months from randomisation
Patients at risk
Zani+TIS+CT 302 267 246 228 207 185 168 148 129 101 72 64 53 42 35 28 11 6 2 0
Tras+CT 308 284 261 227 199 171 147 121 95 70 48 39 33 21 15 12 5 1 1 0

Data cutoff: 15 July 2026. 2Analysis was descriptive, as prespecified criteria for significance were previously met.
CT, chemotherapy; HR, hazard ratio; A1, first interim analysis of OS; ITT, intent-to-treat; OS, overall survival; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.
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Zanidatamab + Tislelizumab + CT vs Trastuzumab + CT: OS in Key HERIZoN
Prespecified Subgroups

The OS benefit with zanidatamab + tislelizumab + CT vs trastuzumab + CT was generally consistent across
prespecified subgroups, including in patients with PD-L1-negative disease

Events/Patients
Zanidatamab + _ OS HR?
Subgroup Category tislelizumab + CT Trastuzumab + CT Zani +TIS + CT vs Tras + CT (95% Cl)
All patients 157/302 212/308 @ 0.65 (0.52-0.80)
Age <65 years 78/163 116/162 —o— 0.56 (0.42-0.74)
=65 years 79/139 96/146 — o 0.79 (0.59-1.07)
Geographic region Asia 70/159 111/165 —o— 0.55 (0.41-0.74)
EU/NA 60/95 65/93 o 0.84 (0.59-1.20)
ROW 27/48 36/50 — 0.69 (0.42-1.14)
ECOG PS 0 53/122 67/120 —&— 0.70 (0.49-1.00)
1 103/179 145/188 —— 0.64 (0.49-0.82)
Prior gastrectomy Yes 21/51 34/56 —— 0.61 (0.36-1.06)
No 136/251 178/252 @ 0.65 (0.52-0.82)
Anatomical subtype Gastric 96/208 155/226 @ 0.55 (0.43-0.71)
GEJ 51/74 45/60 —— 0.98 (0.66-1.47)
Oesophageal 10720 12/22 | ° i 0.73 (0.32-1.71)
HER2 status IHC 3+ 127/251 172/255 aa 0.65 (0.51-0.82)
IHC 2+/ISH+ 30/51 39/52 — 0.70 (0.43-1.13)
PD-L1 status TAP <1% 47/90 75/98 —o— 0.50 (0.35-0.73)
TAP 21% 90/187 121/188 —o— 0.68 (0.52-0.89)
0.1 1.0 _ 10.0

<«

Favours Zani+ TIS + CT Favours Tras + CT

Data cutoff: 15 July 2026. 2The widths of the Cls were not adjusted for multiplicity and cannot be used to infer treatment effects.
CT, chemotherapy; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EU, European Union; GEJ, gastro-oesophageal junction; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; IHC, immunohistochemistry; ISH, in situ hybridisation; NA, North America;
OS, overall survival, PD-L1, programmed death-ligand 1; ROW, rest of the world; TAP, tumour area positivity; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.
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Zanidatamab + Tislelizumab + CT vs Zanidatamab + CT: OS in the HERIZON
ITT Population

Median OS was 4 months longer with zanidatamab + tislelizumab + CT compared with zanidatamab + CT; however,
this OS comparison had limited power for superiority

Zanidatamab + Zanidatamab
100 - tislelizumab + CT | + chemotherapy
\-\ Median OS (95% Cl), mo | 27.0(23.7-32.2)  22.9 (19.9-27.6)
_ ' HR (95% CI) 0.81 (0.65-1.00); P =0.0502
S 75- -
g . 55.8% (95% Cl, 49.8-61.4)
- ' o T
E o0 - 39.8% (95% CI, 33.2-46.3)
g -
>
© 25 - : U —aa—
| 49.6% (95% CI, 43.6-55.3)
' 31.5% (95% CI, 25.4-37.8)
Q- *+Censored . . . . . o . . . - - . - . -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Patients at risk Months from randomisation
Zani+TIS+CT 302 267 246 228 207 185 168 148 129 101 72 64 53 42 35 28 11 6 2 0
Zani+CT 304 278 256 228 202 182 162 142 122 94 71 51 42 28 22 18 5 3 1 0

Data cutoff: 15 July 2026.
CT, chemotherapy; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival; TIS, tislelizumab; Zani, zanidatamab.
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Zanidatamab + Tislelizumab + CT vs Zanidatamab + CT: OS in the HERIZON
ITT Population

A consistent trend toward improved OS was observed irrespective of PD-L1 status

Zanidatamab + Zanidatamab
100 - tislelizumab + CT | + chemotherapy
-\\k Median OS (95% Cl), mo | 27.0(23.7-32.2) 22.9 (19.9-27.6)
_ ' ITT HR (95% CI) 0.81 (0.65-1.00); P=10.0502
X /5- :
T—; ——— PD-L1 TAP <1% HR (95% CI) 0.76 (0.52-1.10)
o N~V
S = PD-L1 TAP 21% HR (95% Cl) 0.77 (0.58-1.02)
» 50-
T
(ab)
3 :
25 N L 3
0- +CI)enlsoredl | . . . . . _ _ _ _ _ _ _ _ _ _ _ _
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Patients at risk Months from randomisation
Zani+TIS+CT 302 267 246 228 207 185 168 148 129 101 72 64 53 42 35 28 11 6 2 0
Zani+CT 304 278 256 228 202 182 162 142 122 94 71 51 42 28 22 18 5 3 1 0

Data cutoff: 15 July 2026.
CT, chemotherapy; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival; PD-L1, programmed death-ligand 1; TAP, tumour area positivity; TIS, tislelizumab; Zani, zanidatamab.
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Progression-Free Survival in the ITT Population

PFS was consistent with the primary analysis (IA1)
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HERIZON

GEA-301

100 7 *& Zanidatamab +
% Tislelizumab + CT Zanidatamab + CT Trastuzumab + CT
_ x Median PFS
= 75 SN (95% CI), mo 12.7 (9.8-16.8) 12.4 (9.8-14.5) 8.3 (7.0-8.9)
g ‘ HR (95% Cl)
E =38 vs Tras + CT 0.61 (0.50-0.76) 0.65 (0.53-0.80)
(7))
& 50-
=
o
3 i 0
@ Il TR
§, 25 :Jl—l—H-‘_HI:
a
_
0 - Censored ‘
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Patients at risk Months from randomisation
Zani+TIS+CT = 302 239 183 151 124 109 90 71 66 49 38 36 28 28 17 14 3 2 0
Zani+CT = 304 231 175 140 115 86 77 63 55 38 29 27 21 15 10 7 1 1 0
Tras+CT 308 247 168 101 68 49 33 25 19 12 9 8 6 5 4 4 0

Data cutoff: 15 July 2026.
CT, chemotherapy; HR, hazard ratio; ITT, intent-to-treat; PFS, progression-free survival; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.
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Safety Summary HERIZON

The AE profile remained consistent with IA1, and no unexpected safety signals were observed

Zanidatamab + tislelizumab + CT Zanidatamab + CT Trastuzumab + CT

(n = 294)2 (n = 305)2 (n = 302)

Duration of treatment, weeks

Mean (SD) 64.1 (58.0) 52.6 (52.6) 42.3 (39.2)
Median (IQR) 46.6 (17.6-101.4) 31.1(14.3-74.7) 30.0 (18.1-54.1)
Duration of zanidatamab or trastuzumab treatment, weeks
Mean (SD) 60.2 (57.4) 51.0 (52.9) 40.8 (39.4)
Median (IQR) 40.5 (14.4-97.1) 30.1 (12.1-72.7) 28.2 (16.3-52.1)
Any-grade TEAE, n (%) 293 (99.7) 301 (98.7) 297 (98.3)
TRAE, n (%) 289 (98.3) 296 (97.0) 291 (96.4)
Grade =3 213 (72.4) 180 (59.0) 181 (59.9)
Serious TEAEs, n (%) 176 (59.9) 155 (50.8) 131 (43.4)
Treatment-related 124 (42.2) 87 (28.9) 62 (20.9)
TEAEs leading to death, n (%) 30 (10.2) 26 (8.9) 22 (7.3)
Treatment-related 7(2.4) 1(0.3) 4(1.3)
Discontinuation due to TRAEs, n (%)
Any component 132 (44.9) 107 (35.1) 88 (29.1)
Zanidatamab or trastuzumab® 35 (11.9) 28 (9.2) 7(2.3)
Tislelizumabe 49 (16.7) — —
Any-grade diarrhoea, n (%) 244 (83.0) 241 (79.0) 161 (53.3)
Grade =3 74 (25.2) 61 (20.0) 39 (12.9)
AESIsd, n (%) 103 (35.0) 94 (30.8) 56 (18.5)
IRRs 74 (25.2) 77 (25.2) 40 (13.2)
Noninfectious pulmonary toxicities 22 (7.5) 5(1.6) 4(1.3)
Left ventricular dysfunction 27 (9.2) 20 (6.6) 13 (4.3)
Immune-mediated AEs?, n (%) 118 (40.1) 44 (14.4) 32 (10.6)

 Diarrhoea occurred primarily in cycles 1 and 2, and the incidence was consistent with 1A1

Data cutoff: 15 July 2026. aFive patients who were assigned to the zanidatamab + tislelizumab + CT arm did not receive tislelizumab. Data from these patients are summarized in the zanidatamab + CT arm. ®Zanidatamab- or trastuzumab-related TEAEs that led to discontinuation of zanidatamab or
trastuzumab. °Tislelizumab-related TEAEs that led to discontinuation of tislelizumab. YAESIs for zanidatamab were IRRs, non-infectious pulmonary toxicities, and left ventricular dysfunction; AESIs for tislelizumab were IRRs and immune-mediated AEs. Immune-mediated AEs are excluded from
AESIs and reported separately. AESIs for zanidatamab and tislelizumab are reported in all treatment groups, even if the study agent was not administered in that group.

AE, adverse event; AESI, AE of special interest; CT, chemotherapy; I1A1, first interim analysis of OS; IQR, interquartile range; IRR, infusion-related reaction; TEAE, treatment-emergent AE; TRAE, treatment-related AE.
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Summary and Conclusions

Zanidatamab Demonstrated Superiority Over Trastuzumab (I;!A_ESB I Z 0 N

« Atthis FFA, zanidatamab + CT demonstrated a statistically significant and clinically meaningful improvement
in OS (HR, 0.76) vs trastuzumab + CT

 All primary endpoints have been met, showing PFS and OS benefits for both zanidatamab-containing regimens E ;! ;: E
. N . — g
Sustained Long-Term Survival With Zanidatamab + Tislelizumab + CT ﬂ_'}-" X -t
With longer follow-up, zanidatamab + tislelizumab + CT sustained a robust OS benefit over trastuzumab + CT, E E%
with an improved HR vs IA1 (HR, 0.65 vs 0.72)"and a 40% 3-year OS rate vs 23% with trastuzumab + CT )
»  Adding tislelizumab to zanidatamab + CT provided a meaningful trend toward further OS benefit A00pY Of e prosontaton can
Irrespective of PD-L1 status Copies of this slide deck

obtained through QR code are
for personal use only and may

Long-Term Safety and Tolerability ot b eproduoed it
written permission rrom tne
» The safety profiles remained manageable with no new safety signals, supporting the tolerability author of the slides
of prolonged treatment

These results solidify zanidatamab with chemotherapy * tislelizumab as the new standard of care in

1L HER2-positive mGEA, replacing trastuzumab-based regimens

1L, first-line; CT, chemotherapy; FFA, final formal analysis; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; 1A1, first interim analysis of OS; mGEA, advanced or metastatic gastro-oesophageal adenocarcinoma; OS, overall survival; PD-L1, programmed death-ligand 1;
PFS, progression-free survival.
1. Shitara K, et al. N Engl J Med. 2026;394:2002-14.
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