Zanidatamab, a HER2-targeted bispecific antibody, in combination with docetaxel as first-line therapy for patients with advanced
HER2-positive breast cancer: Preliminary results from a Phase 1b/2 study
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The combination of zanidatamab and docetaxel had a manageable safety
profile, with the incidence of treatment-related adverse events consistent
with previous reports.*?

Treatment with zanidatamab and docetaxel resulted in a 90.5% confirmed objective
response rate suggesting promising efficacy.

Zanidatamab and docetaxel demonstrated encouraging antitumor activity as

Conclusions first line therapy for advanced HER2-positive breast cancer.

Background

In a Phase 1 trial (NCT02892123), zanidatamab had a tolerable safety profile and
demonstrated preliminary antitumor activity as monotherapy/with chemotherapy in
patients with pre-treated advanced HER2-positive breast cancer.

Zanidatamab’s unique binding properties result in receptor clustering,
internalization and downregulation, inhibition of growth factor

-dependent and -independent tumor cell proliferation, and antibody-dependent
cellular cytotoxicity and phagocytosis, and complement-dependent cytotoxicity.1°

HER2-positive breast cancer accounts for approximately 20% of all breast
cancers.>7 Zanidatamab, also known as ZW25, is a novel HER2-targeted bispecific
antibody that binds in a trans fashion to two non-overlapping extracellular domains of
HER2, resulting in more potent effector function compared to trastuzumab, a
monospecific HER2 antibody.8?

Table 1. Demographics and baseline characteristics Table 2. TRAEs occurring in 2 20% of patients *

Worldwide, breast cancer is the most commonly diagnosed cancer and the leading
cause of cancer deaths in women, with over 650,000 deaths in 2020.%?2 Human
epidermal growth factor receptor 2 (HER2)-targeted agents have improved
outcomes in HER2-positive breast cancer, but most patients in first-line therapy do
not respond to current therapies, eventually relapse or develop resistance.34

Of the 21 efficacy evaluable patients, the confirmed objective response rate (ORR)
was 90.5% (95% CI: 69.6, 98.8) (Table 3) with 15 patients (78.9%) who were
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