Einax Ancer-designed CT26 RNA replicon neo-epitope vaccine induces multi-functional CD4 and CD8 T cell responses
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Abstract Mutanome-Directed Cancer Immunotherapy Based on 20 Years of Experience in Epitope Mapping
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Clinical studies showing T cell control of a wide range of malignancies firmly establish the significance of

Immunotherapeutic approaches that harness T cells to destroy cancer cells. Vaccination is a promising 2 .
approach that directly activates and expands endogenous T cells capable of recognizing peptide epitopes SOV B '

presented by major histocompatibility complex (MHC) molecules on the surface of cancer cells. The

availability of sequencing and informatics tools has made it possible to rapidly identify cancer-specific ) e

epitopes composed of mutated sequences that are not found in the patient's normal genome. These : EpiMatrix Class Il HLA predictions are 74% accurate when tested in o 0o o o®

sequences, also known as neo-epitopes, are capable of reacting with T cells unaffected by central in vitro HLA binding assays, with an average observed PPV of 81%. oo S

tolerance to mediate anti-tumor activity. 70%: 0@ 70%: o
EpiMatrix® CD4 predictions and its associated tools are routinely o o

We developed a cancer T cell neo-epitope identification and characterization tool named Ancer that used and trusted by 9 of the top 10 pharmaceutical . 2%

streamlines the selection of MHC Class | (CD8) and Class Il (CD4) T cell neo-epitopes for personalized companies, including: 40% Acouracy 40% ey

cancer vaccine design. Ancer leverages EpiMatrix and JanusMatrix, state-of-the-art predictive algorithms
that have been extensively validated in prospective vaccine studies for infectious diseases [1,2].
Distinctive features of Ancer over other pipelines are its ability to accurately predict Class Il human MHC
ligands with EpiMatrix and its 82% positive predictive value, as estimated in previous prospective studies.
The application of JanusMatrix to candidate selection allows for the prioritization of neo-epitopes with
reduced potential for Treg induction that is responsible for diminished efficacy of current cancer therapies.
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The best design (Design 5) was used to evaluate the polyfunctionality of the observed immune response (bottom). This

design was also employed in follow-up efficacy studies (right panel). Days Post Implant

Polyfunctionality of the T cell response *p<0.05 relative to LMD & saline
l.iii.l Polyfunctionality of CD8 and CD4 T cell responses observed after vaccination of naive mice with RNA replicon neo-epitope vaccine was evaluated in TILs.
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