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Backgr ound ObjECtiVE Table 2. Select Patient Eligibility Criteria

 Standard-of-care first-ling treatment for metastatic biliary tract cancer (BTC) is cisplatin plus gemcitabine (CisGem) = pembrolizumab or N N
durvalumab, which is associated with a median overall survivalof approximately 13 months '@ * HERIZON-BTC-302 is an ongoing, global, phase 3, randomized, open-label trial (NCT06282575) investigating the efficacy and safety of Select Inclusion Criteria Select Exclusion Criteria

« Human epidermal growth factor receptor 2 (HER2) is amplified or overexpressed in a subset of patients with BTC (19-31% of gallbladder zanidatamab with CisGem = a PD-1/L1 inhibitor vs CisGem alone + a PD-1/L1 inhibitor (physician's choice of pembrolizumab or durvalumab if « Aged =18 years who have locally advanced, unresectable or metastatic  » Prior reatment with a HER2-targeted agent, except for patients who

locall rove first-ling treatment for patients with advanced HER2-positive BTC (Figure 2) i -
cancer [GBC), 4-5% of intrahepatic cholangiocarcinomas [ICCA], and 17-19% of extrahepatic cholangiocarcinomas [6CCA]); therapies ocally approved) asfirst:ne treatment forfpatnts wih advanioed HER2-postive ETC Flgure 2) HER2-positive BTC defined as IHC 3+ or IHC 2+/ISH+ xgnﬁ;;ﬂ:ﬂg;g;gcetedtreatmemfov breast cancer >=5 years prior to
targeting HER2 have demonstrated clinical benefit in this subset of patients*® * ECOGPS <1 N " e
o Zanidatamab is a dual HER2-targeted bispecific antibody that binds to 2 distinct domains on HER2 in a trans configuration, promoting « Have assessable disease per RECIST v1.1'* S ;’:z"b‘r’oe‘iaz"’:‘;g;Wﬂ'g";g:f)mg‘!"zhlcby';)e’:vc‘:“;fi:):lmle‘g‘;;‘/:m""‘va; or
HER2 receptor crosslinking and driving multiple mechanisms of action, including® study Desi g n : mlv e[d‘ /nz iccyldﬁ,s ”‘hﬂ ‘sz}mlﬂz';'ﬁzﬂsrefa;eul"ge:"’t‘ a[:Db'ut‘r per protocol
I diated effects: -dependent icity, antibody-dependent cellular cytotoxicity, and antibody-dependent ST SRS OO LT AR T R

History of interstitial lung disease or non-infectious pneumonitis

approved under local regulations) for advanced, unresectable or
cellular phagocytosis

Figure 2. HERIZON-BTC-302 metastatic disease « History of life-threatening hypersensitivity to monoclonal antibodies or

— Prevention of HER2 dimerization and intracellular signaling —Prior adjuant or neoadjuvant treatment (including investigational known itivity to any of the ion therapy

— Facilitation of HER2 internalization and subsequent degradation 21-tay oyles products) for egvlier stage d'seasf are' permitted ifmera;:,{ was completed e Untreated CNS me_la_slases symptomatic CNS metastases, or those who
 Combining zanidatamab with an immune checkpoint inhibitor may have synergistic antitumor effects in patients with HER2-positive cancers® 1 Every S piane i "quse QN have 'te?g’e‘d 'af‘dﬁ'a":’g "ea'f'“'i";fﬂ'"c"s metastases within 4 weeks of

N i = Day1 Day8 6 weeks « Adequate hematologic, renal, and hepatic function expected date of first dose of study therapy

« Inthe global, single-arm, phase 2b HERIZON-BTC-01 trial, zanidatamab monotherapy showed durable and sustained antitumor activity in o LVEF =50% as det b oither cehosarck MUGA

patients with previously treated HER2-positive (immunohistochemistry [IHC] 2+ or 3+) metastatic BTC'" (Figure 1) patents o o e o T Sttt LA AL DT T

i i % s x N of C. billary tract caner HER s iz s e
— Zanidatamab led to a median overall survival of 15.5 months (18.1 months in patients with IHC 3+ tumors)' e + CisGem* ps treatment £56a3 Slatis clisch PFSINIHC 3+ firoes e gt firtisiction
- - " . N e |=: + PD-1/L1 inhibitor* visit 30-37 days Every 6 weeks Every

© Zanidatamab monotherapy also had a manageable safety profile in a phase 1 trial and in the phase 2 HERIZON-BTC-01 trial ' : fgmmt 3 months ‘Seconday endpoints:

— Serious or grade 3/4 treatment-related adverse events (TRAES) were infrequent, as were due to TRAES. No treatment-related s 0S and Safety

N
deaths were reported™ oo Study status

Figure 1. Target Lesion Reduction (A) and Kaplan-Meier Plot of 0S (B) in Patients With HER2-Positive BTG « This global phase 3 study is currently recruiting patients with planned recruitment in up to 30 countries (Figure 3)
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i Table 1. Study Endpoints
£
§ -20 ary Endpoint Secondary Endj Exploratory Endpoints
g -0 .
: * PFS  Select secondary endpoints: * PFS-22
H (IHC 3+ subgroup) — 08 inthe IHC 3+ subgroup and in the « Potential biomarkers predictive of response
b overall population and/or resistance
Sl S AneCim iR e — PFS in the overall population « Change from baseling in patient-reported
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