ZW270, A Conditionally Masked IL-12 Cytokine Fusion Protein Displaying Potent Anti-tumourActivitys -
Absent of Systemic Toxicity |
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Figure 2: /n vitro activity of maskgd VS. non-maskgd WT IL-12 Fc and ZW270 was eyaluatefi in a human QD8 T cell Figure 5: Masked, cleavable IL-12 Fc fusions were incubated in lysates generated from human pancreatic tumor tissue Figure 6: Pt_\armapokmetlcs of ’!Omg/kg single dose ZWZ?O in cynomf)Igus monkeys. Serum ZW270 & NC. IL-12 Fc were All authors are or were employed by Zymeworks Inc.
assay. Human CD8 T cells were stimulated with anti-CD3/CD28 beads and treated with varying concentrations of IL-12 and single Fc + scFv mask or Fc alone present in samples were detected by LC/MS. captured with anti-IL-12p35 antibody (total assay) or Briakinumab F(ab’) (unmasked assay) and detected with Sulfo-
Fc fusions. IFNg production was assessed from supernatants by MSD assay. Mouse anti-Human IgG using an MSD based protocol. Non-cleavable IL-12 Fc control has identical fusion geometry to

. ;i This study was sponsored by Zymeworks Inc.
ZW270 with the cleavable sequence replaced by a non-cleavable linker. y P yey



