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Background Results

e Approximately 20% of patients with gastro-oesophageal adenocarcinomas (GEAs) have
tumours with human epidermal growth factor receptor 2 (HER2) overexpression/amplification’ Table 1. Demographics and Baseline Characteristics in Patients With Figure 3. Kaplan-Meier Plot of PFS (A) and 0S (B) in Patients With Centrally Confirmed Table 2. Summary of Safety Outcomes in Patients With HER2-Expressing mGEA (All Patients)
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e Zanidatamab is a humanised, IgG1-like, dual HER2-targeted bispecific antibody that binds to Age, median, years (range) 58 (26-82 100 - 15.2 (9.5, 33.4) months Any géad: “:AZE' n (%) 2100“;(?) 2; (;gm 21“;(?) 4167“3070)
2 distinct domains on HER2 in a trans orientation, promoting HER? receptor crosslinking and Male, n (%) 39 (85) - ' Gz d:: e o Eso; 1 8((7;) 1 Eso; % 553;
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e |n a previous analysis of this ongoing phase 2 trial, zanidatamab + chemotherapy ECOG PS, n (%) & | Diarrhoea® 18 (90) 6(30) 23 (96) 9(39) 2 (100) 1(50) 43(93) 16 (35)°
demonstrated encouraging efficacy (confirmed objective response rate [cORR] of 79% and 0 26 (57) 0 *CEI"SOredI : : : : : : : : : : : : Nausea 15.(75) 1(5) 21 (89) 2(8) 1(50) 0(0) 37 (80) 3(7)
median progression-free survival [PFS] of 12.5 months) as a first-line treatment for patients 1 20 (43) 0 4 8 12 16 20 24 28 32 36 40 44 48 52 Peripheral neuropathy 14 (70) 0(0) 16 (67) 0(0) 0(0) 00 30 (65) 0(0)
with HER2-positive advanced or metastatic GEA (mGEA) with a manageable safety profile* Disease subtype, n (%) Time from treatment start (months) Fatigue _ 7(35) 0(0) 16 (67) 2(8) 0(0) 0(0) 23 (50) 2(4)
— After a median f0||ow-up of 26.5 months] median overall survival (OS) was not ye'[ reached Gastric 19 (41) Number of patients at risk (%): Decreased appetite 7 (35) 0(0) 13 (54) 0(0) 1(50) 0(0) 21 (46) 0(0)
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e Here, we report new and updated results, including OS data Oesophageal 11 (24) Hypokalaemia 3(15) 2(10) 11 (46) 8(33) 0(0) 0(0) 14(30) 10 (22)
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L] ThlS phase 2 trial (NCTO3929666)IS a multicentre, global, qpen—lapel, 2-part study of [l 409 s 80 ‘ oo ? IRR 6 (30) 0(0) 3(12) 0(0) 1 (50) 0(0) 10 (22) 0(0)
zanidatamab + standard combination chemotherapy for patients with selected unresectable, v X I3 () < g ‘ | Decreased neutrophil count 3(15) 0(0) 7(29) 2(8) 0(0) 0(0) 10(22) 2(4)
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locally advanced, recurrent or metastatic HER2-expressing gastrointestinal cancers, Cel’:éaé'y confirmed HER2-positive” n (%) ;'; (f:) £ 60 ! g ST —— PPE 8 (40) 165) 29) 00) 0(0) 000) 1022 1)
including GEA * (78) s - [ ‘ ‘ L—# Hypomagnesaemia 3(15) 0(0) 6 (25) 1(4) 0(0) 0(0) 9 (20) 1(2)
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Eligibility criteria Primary endpoint” . . . . ] } | | Not mature Treatment-related AESI occurring in any patient, n (%)
e Aged =18 years at the * Investigator-assessed e Between Aug. 2019 and Feb. 2022, 46 patients with metastatic HER2-expressing GEA 0 +Censored ! 1 ! IRR 6(30) 00 3(12) 000 1(50) 00 10(22) 0(0)
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time of signing informed zanidatamatr: [P cORR rﬂigglgg;g”ﬁ?gab in combination with chemotherapy (CAPOX, n=20; FP, n=2; 0 4 8 12 16 20 24 28 32 36 40 44 48 52 Preumonitis 00) 0(0) 000) 0(0) 0(0) 000) 0(0) 0(0)
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ATl Zanidatamab* RECIST v1.1°  ECULILI — Treatment was ongoing for 10 (22%) patients and 14 (30%) patients were in active ccHER2+  41(100) 40(98) 36(38) 34(83) 33(80) 30(73 21(1) 16@9) 12029 11@7) 10@4 707 1@ 00 oot o v sty | |
metastatic GEA IV Q3W + FP e Duration of response post-treatment follow-up ccHER2-+ centrally confimed human epidermal growth factor receptor 2-positve e All 46 patients with HER2-expressing metastatic GEA experienced =1 treatment-related adverse event (TRAE), deemed related to zanidatamab and/or chemotherapy
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. Mea;ggls)lTe d1ls1efse Za'l'\'/dgz?lvmfb . (PF(; ) e Qverall, 41 (89%) patients had tumours that were centrally confirmed as HER2-positive (Table 1) e The median PFS increased from the previous analysis® to 15.2 (95% Cl: 9.5, 33.4) months . Grade =3 TRAES occurred in 29 (63%) patients (Table 2), similar to the previous analysis (n=28; 61%)*
perRELIST V1. mFOLFOX6? 0s — Of these patients, 37 had =1 post-baseline response assessment and were included (Figure 3A); the longest PFS was 50.4 months, which was reported in a patient who * Diarrhoea remained the most common grade =3 TRAE (n=16; 35%)"
* Base'_‘”e ECOGPSOort . in the response-evaluable analysis set received zanidatamab + mFOLFOX6 treatment that was ongoing at time of data cut-off — Attime of data cut-off, grade =3 diarrhoea events were resolved in 9 patients, and remained ongoing but were mitigated to grade 1 or 2 in 7 patients
y t'\:ga‘;ﬂ]"gn?ERz'targetEd ¢ E?XEE:”‘] SHE — The incidence of grade =3 diarrhoea was lower after antidiarrhoeal prophylaxis was implemented
— Treatment-related grade =3 diarrhoea occurred in 3 out of 21 patients (14%) for whom antidiarrhoeal prophylaxis was mandated compared with 13 out of 25 patients (52%) without
“As determined by local or central assessment of HER2 status (HC 3+ or IHC 2+ regardless of FISH status) in Part 1 and by central assessment of HER? status (IHC 3+ or IHC 2+ and FISH+) ant|d|arrhoea| prophy|ax|s
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moste b e ol o o R el gure 2. Disease Response (A) and Treatment Duration and Response (B) In Paients With Centrally Confirmed HER2-Postlive mGEA (Response-Evaliiable Analysts Set’) ~ Treatment-related grade =3 diarthoea predominantly occurred during Cycle 1; the median duration was 3 (nterquartle range: 2-5) days, iespective of the cycle in which the adverse
toxicity without disease progression could continue treatment with zanidatamab monotherapy; CAPOX consisted of capecitabing 1000 mg/m? PO BID on days 1-14 Q3W + B Zanidatamab Q2W + mFOLFOX6 M Zanidatamab Q3W + CAPOX Zanidatamab Q3W + FP event occurred
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— Part 1 assessed safety and established the recommended dosing of zanidatamab in E § 40 Disease control rate,” n (% [95% CI) 32 (86 71, 96)) §o
combination with 3 multi-agent chemotherapy regimens (CAPOX: capecitabine plus S 20, ¥
oxaliplatin; FP: 5-fluorouracil [5-FU] plus cisplatin; and modified FOLFOX6 [mFOLFOXE]: § 2 o & c I -
5-FU/leucovorin plus oxaliplatin)® -g ha 2 o onc USIOI'IS
S5 90 T _ . , o _ . . o _ o , _
— Eligibility was based on the local or central assessment of HER? status Ee - e \Vith approximately 3.5 years of median follow-up, first-line treatment with zanidatamab + standard chemotherapy continues to show promising and antitumour activity in patients with
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— Part 2 assessed the antitumour activity of zanidatamab + chemotherapy at doses S § —60 D e—— 18.7 (8.3, not reached) months — The cORR was 84% with 4 complete responses
established in Part 1 © = g b = — The median DoR was 18.7 months
— Eligibility was based on the central assessment of HER2 status (centrally confirmed Nl — — The median PFS was 15.2 months
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° Aﬂel’ the flrst 25 patleﬂtS were enrolled mandatory aﬂtldlarl’hoefﬂ pI’Ophy|aXIS (loperamlde ‘Patiemslwho undem{em% post-baseline responsefassessmenlﬂpe:REgLSTv1.‘1" ord\sm;minued treatment due to c\ini”ca\ prigreszianE;rzdeath were considered response evaluable; "Disease control was defined as a best overall response of stable disease or confirmed complete response or partial response. “Duration of response was assessed in the 31 patients with a confirmed complete response — Treatment d|SCOnt|nuat|0n due tO TRAES Were |nfrequent, and there Were no treatment-related deaths
y or partial response; “Treatment was ongoing at time of data cut-off in 1 additional patient whose tumours were not centrally confirme -positive.
4 mg tWICe dally Startlﬂg on the flrst day Of treatment and COﬂtInUIﬂg for 27 dayS) was CA‘?primary Siagnosis; E‘nesnphagealgdergwocarcinoma‘ F, flat dose; G, gastric adepnocarcmmma‘ J, gastm—oesophagea\Junyclion adenocarcm(fma: Q2W, every 2 weeks; Q3W, every 3 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1; W, weight-based dose; ZDR, zanidatamab dose regimen. () The C||n|Ca| deve|0pment of Zar“datamab m HER2-pOS|t|Ve GEA |S Ongolng
added to cycle 1 * With additional follow-up, the cORR increased to 84% (n/N=31/37 [95% confidence interval [CI]: 68, 94]) from 79% (n/N=30/38 [95% Cl: 63, 90]) in the previous analysis* — The global, randomised, phase 3 trial of HERIZON-GEA-01 (NCT05152147) is currently enrolling patients to assess the efficacy and safety of zanidatamab plus chemotherapy with or
e Efficacy analyses reported here include patients from Part 1 and Part 2 with centrally — One additional patient achieved a complete response (n=4; 11%) (Figure 2) without tislelizumab, a PD-1 inhibitor, in the first-line setting for patients with HER2-positive advanced or metastatic GEA
confirmed HER2-positive GEA, and safety analyses include all patients
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