Zanidatamab, a HER2-targeted Bispecific Antibody, in Combination With Docetaxel as First-line Therapy
for Patients With Advanced HER2-positive Breast Cancer: Updated Results From a Phase 1b/2 Study
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v Zanidatamab in combination with docetaxel demonstrated encouraging Efficacy was similar in both cohorts following different doses of The combination of zanidatamab and docetaxel had a manageable safety
— antitumor activity as first-line (1L) therapy for advanced human epidermal zanidatamab in combination with docetaxel. profile in patients with HER2-positive breast cancer, with the incidence of

growth factor receptor 2 (HER2)-positive breast cancer. treatment-related adverse events (TRAESs) consistent with previous reports.!

Conclusions

Background

Zanidatamab’s unique binding properties result in multiple mechanisms of action, including:
Zanidatamab, also known as ZW25, is a novel HER2-targeted bispecific antibody that binds in a receptor clustering, internalization, and downregulation; inhibition of growth factor-dependent
trans fashion to two non-overlapping extracellular domains of HER2, resulting in more potent and -independent tumor cell proliferation; complement-dependent cytotoxicity; and
effector function compared with trastuzumab, a monospecific HER2 antibody.’-° antibody-dependent cellular cytotoxicity and phagocytosis.’

Table 1. Demographics and Baseline Characteristics Table 2. Summary of Treatment-related? Adverse Events

Cohort A (n=10)  Cohort B (n=27) Total (N=37)2 Cohort A (n=10) Cohort B (n=27) Total (N=37)

Worldwide, breast cancer is the most commonly diagnosed cancer and the leading cause of HER2-positive breast cancer accounts for approximately 20% of all breast cancers.%
cancer deaths in women, with over 650,000 deaths in 2020.23 HER2-targeted agents have
improved outcomes in HER2-positive breast cancer, but some patients receiving 1L therapy

do not respond to current therapies, develop resistance, or eventually relapse.*®

@ Methods

Zanidatamab, in combination with chemotherapy, has demonstrated antitumor activity and a
manageable safety profile in advanced HER2-positive breast cancer'® and HER2-positive
gastric/gastroesophageal junction adenocarcinoma.’’12In advanced HER2-positive breast
cancer, zanidatamab is being evaluated with docetaxel as 1L therapy (NCT04276493).1°
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