Zanidatamab, an anti-HER2 bispecific antibody, plus chemotherapy with/without tislelizumab as first-line treatment for patients with advanced HER2-positive

breast cancer or gastric/gastroesophageal junction adenocarcinoma: A Phase 1B/2 trial-in-progress
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Human epidermal grovih factor receplor 2 (HER) overexpression has been correlated with aggressive tumors characerized by
poor therapeutic response to conventional therapies and short survival time'?2

Despite the advances in treatment and oulcomes that have been introduced by HER2-targeted agents over the last decade in breast
cancer and junctior (GCIGEJC), many patients develop resistance andlor relapse®*

Zanidatamab (ZW25) is a novel Azymetric™ bispecific antibody that simultaneously binds to two distinct sites on HER2 extracellular
domain (ECD) (Figure 1)°

- This unique binding configuration drives novel mechanisms of action (Figure 2)

In a Phase 1 dose-escalation and expansion study, single-agent zanidatamab was generally well tolerated and showed antitumor
activity in patients with advanced HER2-positive cancers; patients with gastroesophageal cancer andlor breast cancer had overall
response rates (ORR) that ranged from 33% to 39%5¢

Combining HER2-targeted agents with chemotherapy has resulted in improved survival and the highly immunogenic nature of HER2
tumors has led to the development of therapies combining anti-HER2 therapies with immune checkpoint blockade®

Tislelizumab was specifically engineered to minimize binding to FcyR on macrophages in order to abrogate antibody-dependent
phagocytosis, a mechanism of T-cell clearance and potential resistance to anti PD-1 therapy (Figure 3)1%.11

- Previous reports indicate that tislelizumab was generally well tolerated and had antitumor activity alone and in combination with
chemotherapy in patients with advanced solid tumors213

This open label, 2-cohort Phase 1B/2 study (NCT04276493) is designed to evaluate zanidatamab as a first-line therapy with

chemotherapy in patients with HER2-positive unresectable locally advanced or metastatic breast cancer, and zanidatamab as a first-

line therapy with chemotherapy and with tislelizumab in patients with HER2-positive unresectable locally advanced or metastatic
junction

Figure 1. Structure of zanidatamab (ZW25)°

BGB-A317-ZW25 is an ongoing Phase 1B/2 study evaluating zanidatamab
as a first-line therapy with chemotherapy in patients with HER2-positive,

unresectable locally advanced or metastatic breast cancer, or with
chemotherapy plus tislelizumab in patients with HER2-positive
unresectable locally advanced or metastatic gastric/gastroesophageal
junction adenocarcinoma

Figure 3. Lack of FcyR binding may prevent diated T-cell
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Figure 4. Study design and treatment dosing and administration
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ORR, the primary endpoint, wil be assessed by investigator (INV) per RECIST v1.1
Tumor assessments will occur at baseline, every 6 weeks (+ 7 days) for 36 weeks, and every 12 weeks (+ 7 days) thereafter until

disease progression, withdrawal of consent, death, or the start of a new anticancer therapy

to estimate DoR, time to response, PFS, and OS
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