Novel IL-12 partial agonist for cancer immunotherapy avoids NK-cell mediated toxicity
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ABSTRACT MSTK-026 has favorable PK/PD properties MSTK-026 avoids toxicity by sparing systemic NK cell activation and margination
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.. : : schedule; C. Serum cytokines induced by the IL-12 molecules at therapeutic doses in C57BL/6
Both mSTK-026 and mlL-12wt Fc showed similar robust single-agent anti- mice: mIL-12wt Fc at 0.8ug/QWK, mSTK-026 at 48 pg/QWK.

tumor efficacy in syngeneic tumor models. Depletion of NK cells did not diminish
anti-tumor efficacy. Efficacy for both molecules was characterized by CD8 T cell

MSTK-026 increases and activates CD8 and CD4 TILs and promotes antigen presentation phenotype
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Figure 1: Human STK-026 is a novel human IL-12 partial agonist tumor cells and treated 2x/week with 1L-12 molecules, 5 doses in total, 8 animals/group (Day 0 ® @@( & ® @&Q ,\@q’
designed for diminished binding to human IL-12RB1. Surrogate Mouse = ~120 mm?starting TV); miL-12wt Fc dosed at 1.6ug 2x/week, mSTK-026 at 48ug 2x/week. Figure 7: mSTK-026 activates TILs and promotes antigen presentation by tumor myeloid cells S € N

STK-026 contains the identical p40 mutations in mouse IL-12.

A. Frequencies of immune cells in spleen (upper panel) and tumor (bottom panel) in C57BL/6 animals with MC-38 tumors treated with IL-12 molecules; B. Ratios of CD8/Treg (upper panel) and
CD4/Tregs (bottom panel) from animals in A; C. Frequencies of T-bet* Granzyme B* cells among CD8 and CD4 cells; D. Same as C at day 14 post IL-12 administration; E. Myeloid cell phenotyping from
_ _ ! _ spleen (upper panels) and tumor (bottom panels) at d8 post IL-12 treatment at 2x/week; Dose for A-E: mIL-12 wt Fc at 0.8ug/QWK, mSTK-026 at 48ug/QWK; F. IHC analysis of MC38 tumors collected at
potent combination aCt|V|ty and i1s well tolerated d28 after treatment start. G. Quantification of IHC analysis in F. Data merged from 3 animals/group. Dose: 1.6ug/1x/week of mIL-12wt Fc and 48ug/2x/week for mSTK-026. Each dot represents one IHC
field. N-necrotic areas, S-tumor stroma, T-tumor bed.
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