ZW 251, a novel glypican-3-targeting antibody-drug conjugate bearing a
topoisomerase | inhibitor payload, demonstrates compelling preclinical activity
in hepatocellular carcinoma models
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ZW251: Anti-Glypican-3 Antibody Drug Conjugate ZW251 Selectively Binds, Internalizes, and Kills GPC3 Expressing Tumor Cell Lines
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Figure 3. (A) Binding of to a GPC3-expressing cancer cell line was assessed by flow cytometry. (B) Internalization into a GPC3-expressing cell line was visualized after 24h
. . treatment with ADC coupled to an anti-human IgG Fab-488 and subsequent surface quenching. (C) Spheroid penetration was visualized after 24h treatment with ZW251 mAb
ZW251 AntlbOdy Drug Conjugate coupled to an anti-human IgG Fab-488. (D) Cytotoxicity was assessed by treating spheroids with ADC for 4 days and assessed for viability using CellTiterGlo®. (E) Bystander effect
assessed by measuring viability by flow cytometry of SNU-601 GPC3- cells in monoculture, or co-culture with GPC3+ HepG2 cells, following treatment with 1 nM ZW251 for 4 days.

ZW251 Demonstrates Robust In Vivo Anti-Tumor Activity in a Broad Panel of HCC Xenograft Models
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Figure 4. (A) Dose response activity of ZW251 in mice engrafted with Hep3B CDX or LIT037 PDX tumors, 8 mice per group. (B) Activity of ZW251 at 8 and 16 mg/kg in mice
B engrafted with HCC PDX models, 3 mice per group. (C) Representative studies showing activity of ZW251 at 8 mg/kg in mice engrafted with a range of HCC PDX models, 3 mice per
TR A T AT . ,. . group. (D) Breadth of ZW251 anti-tumor activity across all tested CDX/PDX models of HCC. Anti-tumor activity at 8 mg/kg was determined by %tumor growth inhibition calculated
s IVt M . A

@ Normal Liver ii;ﬁ%ﬁé’sﬁﬁn : as [(1-TVireatment/ TVyvenicle) X 100] at Day 21, or at the closest evaluable time point. GPC3 expression was determined by IHC using codrituzumab followed by pathologist scoring.
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Dose response anti-tumor activity observed in CDX and PDX models of HCC
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Single dose at 8 mg/kg results in anti-tumor activity in 5/6 CDX models and 9/12 PDX HCC models, including those with lower or heterogenous GPC3 expression
Compelling breadth of anti-tumor activity activity observed with ZW251DAR 4 ADC
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Broad target-mediated /n vivo activity across a range of HCC models highlights the therapeutic potential of ZW251in HCC
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Figure 5. (A) Study design of a repeat dose non-GLP toxicology study in cynomolgus monkeys performed to assess the tolerability and pharmacokinetic profile of ZW251. (B)
e Toxicology results of non-human primates administered with ZW251. (C) Total human antibody levels in non-human primate serum as measured by ELISA
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