in Situ CAR Therapy Using oRNA Lipid Nanoparticles Regresses Tumors In Vivo
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Figure 2: Schematic showing Orna’s vision to revolutionize cell therapy. isCAR is scalable, transient and redosable. isCAR b, or HER-2 0CARs with configuration a or b. Data show that mice treated with CD19 oCAR-b have durable tumor control, even upon were engrafted with Nalmé-fLuc B-ALL cells at DO. On D4, human peripheral blood mononuclear cells (PBMC) were engrafted, followed by . . .

provides immediate access to patients through a simple i.v. infusion of an immunotropic LNP-oCAR. No lymphodepletion is required withdrawal of treatment. However, mice treated with LNLP-0CAR-a showed rebound tumor growth after withdrawal of treatment. LNP-oRNA dosing starting at D5. Animals received 4 doses, every other day, of LNP-CD19CAR ranging from 0.1 to 1 mg/kg, or LNP- * Lower and less frequent dosing enables a higher therapeutic window for ORN-101

prior to treatment. Animals treated with vehicle, LNP-mOX40L or LNP-HER2 oCAR (a or b) do not control tumor growth, showing CD19 isCAR tumor HER2CAR at 1 mg/kg. Animals were imaged twice weekly to monitor Nalmé burden.

regression is antigen dependent.



