Development of Logic Gated CAR-NK cells for the treatment of solid tumors
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NOT GATED CAR-NK Cells can Prevent On-Target/Off-Tissue Toxicities due to Shared Tumor Antigens
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Overview of NOT GATE development. Bioinformatics platform identifies Safety Antigens that are expressed in the membrane of healthy TAA-expressing cells.
Then the NOT gate architecture is optimized by using naive inhibitory domains (ITIMs) to build iCARs. Multiple inhibitory intracellular domains (ICDs) were
screened in NK cells to select the ones that resulted in significant inhibition of CAR-mediated killing without decreasing CAR activity.

Current CAR-based therapies are unable to distinguish between cancer and healthy cells that express the same tumor-associated antigen (TAA) causing on-target off-tissue toxicities. Senti Bio is developing a logic-gated NOT GATE
circuit. By adding an inhibitory CAR (iCAR) that recognizes a Safety Antigen (SA) uniquely expressed in healthy cells, NOT GATED CAR NK cells can potentially reduce on-target off tissue toxicities, reducing NK cell cytotoxicity and cytokine
production in a SA-dependent manner.
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SENTI-401 NOT GATED CAR NK Cells
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