Redirected Soluble Modulators (RSM) — A Novel Engineering Strategy to Enhance Immune Receptor Signaling

Nicholas G. Minutolo, Lauren C. Shaw, Tierra S. Tobin, Kerri Ciccaglione, Robert J. Saporito, Benjamin H. Schott, Rehman Qureshi, Thomas Condamine, Michael Klichinsky

Carisma Therapeutics Inc., Philadelphia, PA

Abstract RSMs alleviate tonic MyD88 signaling and provide antigen-dependent co-stimulation upon CAR activation RSMs act as a co-stimulatory molecule for endogenous Fc Receptors Mutations to prevent RSM ITAM localization abrogate activation

Immune cells require activation of primary and secondary signaling pathways to achieve maximum A. B. 10° A. Fc Receptor B. 10° A. C. Compaund
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proximal intracellular space of these receptors. While direct incorporation of co-stimulatory domains ' CAR +RSM M RSM ‘ X I ey
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signaling domains for which membrane localization can lead to constitutive (tonic) signal 1031

propagation. This challenge is particularly notable for macrophages which signal through innate
immune pathways such as MyD88 which activate from membrane proximity.
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