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BaCKg round Oblecuve Table 2. Select Patient Eligibility Criteria

e Standard-of-care first-line treatment for metastatic biliary tract cancer (BTC) is cisplatin plus Select Inclusion Criteri Select Exclusion Criteri
(T ; + broli b or durvalumab. which i iated with a median overall . . . K elect Inciusion Griteria elect Exclusion Griteria
gempltabme (ClSGem) = pembrolizumab or durvalumab, Which IS assoclate a median overa e HERIZON-BTC-302 is an ongoing, global, phase 3, randomised, open-label trial (NCT06282575)
survival of approximately 13 months™ investigating the efficacy and safety of zanidatamab with CisGem = a PD-1/L1 inhibitor vs CisGem alone « Aged =18 years who have locally advanced, * Prior treatment with a HER2-targeted agent, except
* Human epidermal growth factor receptor 2 (HER2) is amplified or overexpressed in a subset of patients with =+ a PD-1/L1 inhibitor (physician’s choice of pembrolizumab or durvalumab if locally approved) as first-line unresectable or metastatic HER2-positive BTC for patients who completed HER2-targeted treatment
BTC (19-31% of gallbladder cancer, 4-5% of intrahepatic cholangiocarcinomas and 17-19% of extrahepatic treatment for patients with advanced HER2-positive BTC (Figure 2) defined as IHC 3+ or IHC 2+/ISH+ for breast cancer >5 years prior to their diagnosis
cholangiocarcinomas); therapies targeting HER2 have demonstrated clinical benefit in this subset of patients*® e ECOGPS <1 of BTC
e Zanidatamab is a dual HER2-targeted bispecific antibody that binds to 2 distinct domains on HER2 in a trans . « Have assessable disease per RECIST v1.115 * Prior treatment with checkpoint inhibitors, other
configuration, promoting HER2 receptor crosslinking and driving multiple mechanisms of action, including’: Stu dy DESlgn o s =R G A T e than durvalumab or pembrolizumab, outside of the
—  Immune-mediated effects: complement-dependent cytotoxicity, antibody-dependent cellular cytotoxicity agimani= alFD= G linkibitor plyaician’siholce =2 cycles of prior therapy allowed per protocol
and antibody-dependent cellular phagocytosis ] of pembrolizumab or durvalumab where approved * History of interstitial lung disease or
— Reduction of HER2 homo- and hetero-dimerisation Figure 2. HERIZON-BTC-302 under local regulations) for advanced, unresectable non-infectious pneumonitis
— Facilitation of HER2 internalisation and subsequent degradation or metastatic disease * History of life-threatening hypersensitivity to
- . . ) - . ) — Pri i i lonal antibodi ki h itivity t
e Combining zanidatamab with an immune checkpoint inhibitor may have synergistic antitumour effects in 21-day oycles Every I?nolr quuv-ant Otr- net(-J ad]TvanLtretatTems i ;‘;,"ggnﬂ;ﬁnzgtfgmZﬂ,rﬁ,‘si:]vgﬂoﬁpﬁ]ff;;y' W
patients with HER2-positive cancers®° Day 1 Day 8 6 weeks (including investigational products) for earlier .
. . . . ) Py Py N stage disease are permitted if therapy was e Untreated CNS metastases, symptomatic CNS
* In November 2024, zamdatamab. received acpglera}ted apprqval for the treatment of patients with previously Fetans it e oaam G *— endot Follow-up —— T completed >6 months prior to expected date of R 0T e T v (e e T o
treated unrese(_;table or metastatic HER2-positive (|mmulno1t1|1$;tochem|stry [IHC] 3+) BTC based on the results b . PD+_1C/,LS1G_enthbW R reciment . f:rV:rFys i PES in IHC 3+ first dose of study therapy treatment for CNS metastases within 4 weeks of
of the glODaI, Slﬂg|9-arm, Dhase 2b HERIZON-BTC-01 trial™ Rando':::esg ap - e 8 cycles MRl af:ieor;:st foer‘tliv';e#srst 3 ﬁ;’:&s Seconday endpoints: ¢ Adequate haematologic, renal and hepatic function expected date of first dose of study therapy
e In the HERIIZON—B'TC—01 trial, zanldatamap .monotheraply showed duyable and sustained antitumour activity in o : ® *—> 54 weeks 08 and Safety o LVEF =50% as detsrmined by efther echocardiogram
patients with previously treated HER2-positive metastatic BTC'2™ (Figure 1) - _ﬁ'fﬁeif:himmrﬂ CisGem or MUGA

— Zanidatamab led to a median overall survival of 15.5 months (18.1 months in patients with
[HC 3+ th‘ﬂOUFS)13 BTC, biliary tract cancer; CNS, central nervous system; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor

Zanidat b h Iso had bl f f'| . h 1 trial dinth h 5 receptor 2; IHC, immunohistochemistry; ISH, in situ hybridisation; LVEF, left ventricular ejection fraction; MUGA, multiple gated acquisition scan;

L4 PD-1/L1, d cell death protein 1/, d death-ligand 1; RECIST v1.1, R Evaluation Criteria in Solid Tt jon 1.1.

EMOENEINELD (12T K e{sgy disuliiadid managea B ety Lroflls W & (ks alancinielnnase Patients will be enrolled based on central assessment of HER2 status; ®Patients who receive 1 of the allowed PD-1/L1 inhibitors prior to randomisation will continue programmed cell death protein 1/programmed death-ligan v sponse Evaluation Lrteia In sofld lumours version
HER|ZON-BTC-01 trial to receive the same PD-1/L1 inhibitor after randomisation; “Up to 2 cycles of systemic therapy with CisGem + a PD-1/L1 inhibitor are allowed per protocol prior to

: : : : : randomisation; these cycles, if received, are counted towards the 8 cycles of CisGem; “PD-1/L1 inhibitor is physician’s choice of durvalumab (20 mg/kg IV [weight <30 kg] or
— Serious or grade 3/4 treatment-related adverse events (TRAEs) were infrequent, as were discontinuations 1500 mg IV [weight 30 kg or pembrolizumab (200 g V), where approved under local reguiations.

due to TRAEs' BTC, biliary tract cancer; CisGem, cisplatin plus gemcitabine; CT, computed tomography; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry;
_ . 13 IV, intravenously; MRI, magnetic resonance imaging; OS, overall survival; PD-1/L1, programmed cell death protein 1/programmed death-ligand 1;
No treatment-related deaths were reported PFS, progression-fee sunil, Stu dy Status
Figure 1. Target Lesion Reduction (A) and Kaplan-Meier Plot of 0S (B) in Patients With e This global phase 3 study is currently recruiting patients with planned recruitment in up to 30 countries
HER2-Positive BTG'3#° (Figure 3)
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g 404 . H CcORR, confirmed objective response rate; DoR, duration of response; HRQoL, health-related quality of life; IHC, immunohistochemistry; OS, overall survival;
P : : PFS, progression-free survival; PFS-2, second progression-free survival; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1.
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