Theefficacyof chimericantigenreceptor (CAR) celltherapyin solidtumorsis

limited by immunosuppressiorand antigen heterogeneity To overcomethese
barriers,“armored” CART cells,which secreteproinflammatorycytokines have
been developed However,their clinical applicationhas been limited due to

toxicitiesrelatedto peripheralexpressiorof the armoringtransgene Here,we

developed a CRISPRknockin strategy that leverages the regulatory
mechanismsf endogenousgenesto drive transgeneexpressionin a tumor-

localized manner By screening endogenous genes with tumor-restricted

expressionthe NRIA2 and RG36 promoters were identified to support the

deliveryof cytokinessuchaslL-12 andIL-2 directly to the tumor site, leadingto

enhancedanti-tumor efficacyandlongterm survivalof micein both syngeneic
and xenogeneic



	Slide Number 1

