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MRNA Delivered TIGIT-Fc-LIGHT Potentiates Anti-Tumor Activity in the Setting PD-1 Acquired Resistance
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Results: In vivo delivery of mMRNA/LNP encoding TIGIT-Fc-LIGHT led to rapid production of functional RIP1-Tag5 Insulinoma Model .
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Figure 2. The generation of hexameric TIGIT-Fc-LIGHT and the evaluation of efficacy in a range of preclinical models. (A) TIGIT was GO S e
selected as a representative checkpoint and (B) LIGHT was selected as an immune agonist, due to the high expression of its cognate receptors Figure 6. mRNA delivery of TIGIT-Fc-LIGHT significantly increased serum/tumor exposure and anti-tumor efficacy. (A)
TN F'Receptor EXpi’ESSI on Kinetics (HVEM and LTBR) in cancer (TCGA). (C) LIGHT plays a broad immune stimulatory role, including T/myeloid cell activation, induction of TIGIT-Fc-LIGHT mRNA serum PK (top) and expression within CT26 tumors (bottom) 24 hrs after delivery (0.3 mpk, 1.V.). (B) mRNA
proinflammatory cytokines/chemokines, and promotion of tertiary lymphoid structures (TLS) and high-endothelial venules (HEV) within a tumor. delayed tumor growth at a higher rate than the fusion protein (5 mpk, 1.V.)(shown: average days each group reached tumor burden,
A 9 P P efficacious as both monotherapy and in combination with anti-PD(L)1 in the CPI responsive colorectal CT26, the Shattuck-generated CPI l.V., .M., and S.C. delivered TIGIT-Fc-LIGHT mRNA (0.1 mpk) all resulted in significant exposures in serum (top) and tumor (bottom)
- Naive Effector  Memory acquired resistance version of CT26, and the CPI primary resistant B16.F10 melanoma models. (E) TIGIT-Fc-LIGHT mduc(()es TLS/HEV (by H&E detected at least 1 week following a single injection, resulting in delayed growth of CT26 tumors, increased serum IFNy and TNFa,
I | and confirmed using MECA79/CD3) formation and increased tumor infiltration of CD3+ T cells and CD68+ macrophages (% by surface area) in and increased tumor infiltration of antigen-specific AH1-tetramer+ CD8 T cells (right). (E) TIGIT-Fc-LIGHT mRNA induced TLS
Figure 1 Challenge in the RIP1-Tag> pancreatic insulinoma model formation and increased tumor infiltration of CD3+ T cells and CD68+ macrophages in the RIP1-TAG5 pancreatic insulinoma model.
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Figure 3. Encoding complex fusion proteins with mRNA/LNP. (A) mRNA/LNP can induce in vivo production of complex biologics with (B m’ ® e
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Time favorable expression and exposure kinetics compared to the delivery of a recombinant protein. (C) Self-assembly of subunits could facilitate o« o
increased intra-tumoral delivery of the hexameric protein through increased serum and (D) tumor exposure. SEa i
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