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Zymeworks iIs a royalty-driven biotechnology

company managing a portfolio of healthcare assets

and developing a diverse pipeline of novel,
multifunctional biotherapeutics. Our pipeline of
product candidates is based on our extensive
experience and proven capabillities in both
antibody-drug conjugates and multispecific
antibody therapeutics.

ABOUT ZW1528

Zymeworks'’ first program in AllD, is a novel

IL-4Ra x IL-33 bispecific molecule designed to
address respiratory inflammation such as mixed-
type chronic obstructive pulmonary disease
(COPD). By blocking three cytokines (IL-4, IL-13,
and IL-33) in a single biologic, ZW1528 offers a
unique approach to inhibit clinically validated
pathways. The bispecific antibody is designed to
provide complete, prolonged IL-4Ra blockade with
simultaneous blockade of |L-33.
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ZW1528: IL-4Ra x IL-33 Bispecific Antibody for Treatment of COP -i

Combines clinically-validated mechanisms of action to address a

broader population of COPD patients

Anti-IL-4Ra - blocks IL-4/13

Blockade of IL-4/IL-13 signaling
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Inhibition of IgE receptor upregulation by IL-4

iIn COPD patient samples
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IgG4 Fc - improves efficacy

Enhanced Inhibition of IgE receptor
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Azymetric ™ Fc and Fab

Native IgG geometry
Efficient pairing (high purity)
High titers from CHO
Thermostable

Limited self-interaction

Formulable to >150mg/mL for SC
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Anti-IL-33 - blocks IL-33

Blockade of IL-33 signaling
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Inhibition of NK cell activation by IL12/1L33
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Fc modifications - extended PK

YTE Fc mutations supports prolonged PK in NHP
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THE BISPECIFIC ADVANTAGE

Clinical experience indicates that COPD patient
subgroups respond differentially to IL.-4Ra and IL-33
blockade. Furthermore, many patients have a mixed-
type disease. As a bispecific agent targeting distinct
cytokine pathways, ZW1528 may offer advantages

In patient coverage, disease control and prescribing
ease.

Dupilumab blocks IL-4Ra Itepekimab/tozorakimab block IL-33 Dual blockade by ZW1528
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ZW1528-mediated in vitro blockade of cytokine-
driven activation of human epithelial cells is superior
to that achieved with mAbs targeting either IL-

4Ra or IL-33 alone or in combination (above, right).
These results point to possible synergistic action of
the two arms of ZW1528.
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