IPSC-derived yoT with Novel Combinatorial Knockout Demonstrated Significant Anti-tumor Activity
and Extended Longevity Without Cytokine Support
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Combination of Hypoimmunogenic and Functionally Enhanced iydT Exhibited

Functionally Enhanced iydT with a Novel Combination of Genetic Editing
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combined with HLA-E overexpression enabled evasion of host immune surveillance. concentration of IL-15. Elevated survival was also observed in condition without any cytokine support.
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Abbreviations: B2M, Beta-2 microglobulin; CIITA, Class Il major histocompatibility complex transactivator; HLA-E Combination of B2M (for HLA'I) and CIITA (fOI' HLA- BTt B B2M/QITA KO- R B2M/CIITAKO + HLAE associated with the current approved aUtOIOgOUS CART therapies.
maijor histocompatibility complex class | type E; CISH, cytokine inducible SH2 containing protein; FAS, Fas cell surface I) knockouts protected iPSC-derived yoT from T cell- B2M, CIITA with HLAE offered iPSC-derived = Engineered iydT exhibit reduce reliance on IL-2/IL-15, enhancing persistence during pre- and post- tumor engagement circulation. While signal
geKa(;'_’ égﬁ%ﬁ;jc;gil I’é’eri:;%e::;’; ‘l’(‘;gﬁfmi signaling; Gene Y, mediator of cell death; SC, Signal converter mediated allogeneic responses of multiple donors yoT protection from PBMC and PB-NK cells converter and CAR further facilitated durable anti-tumor killing. Together, this novel amalgamation holds significant promise for allogenic cell therapy

AACR Annual Meeting 2025 April 25-30, 2025. Chicago, lllinois AACR 2025




