Engineered human IL-2/IL-2RB orthogonal pairs selectively enhance anti-GPC3 CAR T cells to drive
complete responses in solid epithelial tumor models
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GPC3 is overexpressed in HCC and largely devoid in normal
adult tissues

CAR T cell therapy has demonstrated clinical efficacy against relapsed and Normal Tissue _ HLL e GPCBhigh GPC3|0W
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STK-009 administration enhances the anti-tumor efficacy of a suboptimal dose of SYNCAR-002 T cells in
subcutaneous and intraperitoneal GPC3 expressing HCC mouse models
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assay. Non-transduced and SYNCAR-002 cells were treated with either WT IL-2 or STK-
009 for 20 min and processed for pSTAT5 analysis via flow cytometry. pSTATS5
frequency of CD4 and CD8 cells is displayed.
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SYNCAR-002 T cells specifically kill GPC3 expressing HCC cell
Assessment of peripheral SYNCAR-002 T cell levels and memory phenotypes. From a

lines subcutaneous HEPG2 efficacy study, weekly bleeds were taken 2 weeks post SYNCAR-
hoRE, an engineered IL-2 STK-009, an engineered A GPC3 expression in HCC cell lines 002 transfer. Cells were stained for mouse CD45, human CD3, CCR7, and CD45RA. CONCLUSION
receptor beta subunit IL-2 cytokine
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Orthogonal Cytokine + Cell Therapy: A Lock and Key
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System to Stimulate ACTs Selectively In Vivo
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Therefore, the STK-009/SYNCAR platform has the potential to overcome

HCC cell lines stained with anti-GPC3 ab to assess GPC3 expression. Fluorescence Assessment of intratumoral SYNCAR-002 T cell levels and activation. For clinically relevant hurdles in cell therapy especially in solid epithelial tumor

minus one (FMO) included as a negative cc?ntrol. .(B) SYNCAR'OO_Z (pink) ar?d non- immunofluorescence, HEPG2 tumors were taken down 14 days post-SYNCAR-002 T indications.
transduced (black) T cells co-cultured with luciferase-expressing HCC lines at cell transfer. Top panel: hCD3 (red) and GPC3 (green). Bottom panel: hCD8 (red),
indicated effector to target (E:T) ratios. Luminescence equates to cell viability. hGranzyme B (green), and nuclei (blue).
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