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Introduction ZW171 Exhibits Reduced T Cell Binding and Increased Cytotoxic ZW171 Exhibits Anti-Tumor Activity in Established PDX /n vivo Models of NSCLC
Activity Relative to Other Next Generation MSLN Targeting TCE and PDAC Cancer
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Figure 2. ZW171 maintains activity in the presence of shed MSLN. (A) Representative T cell-dependent cellular cytotoxicity 0 1 100 10000 0 1 100 10000 2. Linl, etal. 2023. Novel mesothelin antibodies enable crystallography of the intact mesothelin ectodomain and engineering of potent, T cell-engaging bispecific
(TDCC) data with ZW171 (mean + SEM). Human PBMCs were co-cultured for 72 hr with cell lines that shed MSLN. (B) Measured Concentration (pM) Concentration (pM) therapeutics. Front. Drug Discov. Vol. 3.
shed MSLN from MSLN-expressing tumor cell lines of various cancer indications. Cell lines were cultured for 72 hrs and harvested 3. Rupert P.B., et al. 2024. Structural elucidation of the mesothelin-mucin-16/CA125 interaction. Structure. 32: 1049-1043.e2 AACR
supernatant was tested using a Human MSLN ELISA kit (R&D Systems). sSMSLN data is an average of 3 experimental repeats  Figure 5. ZW171 induces cytokine production and T cell activation in cocultures of T cells and and MSLN overexpressing tumor cells. (A) Test articles were incubated with 4. Smans, K., ef a/. 2023. MsIn and cd3 binding agents and methods of use thereof. Janssen Biotech Inc. US Patent 20240166737A1. )
(mean + SEM), normalized for cell line doubling time. (C) Correlation analysis of ZW171 activity (Fig 1) compared to concentration  human PBMC co-cultured with NIH:OVCAR-3 or OVTOKO tumor cells. After 72 hr, supernatants were harvested and evaluated for IL-2 and TNFa production by MSD, presented 5. Hollevoet et a/. 2010. Diagnostic performance of soluble mesothelin and megakaryocyte potentiating factor in mesothelioma. Am J Respir Crit Care Med. Annual Meeting
of MSLN shed in tumor cell line supernatants (B). Two-tailed Spearman correlation (Correlation p=0.13) analysis was completed  as mean + SEM. (B) Test articles were incubated with human pan-T cells with NIH:OVCAR-3 tumor cells for 72 hr and evaluated by flow cytometry for %CD4+CD25+ and 181: 620-5 2025
using GraphPad Prism. %CD8+CD25+ as a measure of T cell activation. Data is an average of 3 experimental repeats from two individual donors (+ SEM). All graphics created with BioRender.com. This study was sponsored by: Zymeworks Inc.
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