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Adoptive T-cell therapy with chimeric antigen receptor (CAR) has shown promising results in cancer treatment, however, Fate IPSC Platform for Mass Production of Universal NK and T-Cell Products IPSC Derived T cells With Engineered Tumor Antigen Specific TCRs Against MR1 or NYESOL1
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To test the base line activity of CAR-IT cells in the solid tumor setting, we selected our anti-MICA/B CAR, previously ; — > x « Tumoronly - MR1-TCR
shown to effectively target stress ligands found on transformed cells, to demonstrate effective anti-tumor activity against * | ) O A - MR1-TCR+MR1Ab
multiple solid tumor cell lines (72 hrs cytotoxicity: A2058 = 99%,; 786-O = 98%; versus non-specific CAR-IT cells: A258 = " ¢t
13%; 786-O = 17%). To test compatibility of TCR in our iT cell platform, we engineered MR1-TCR in iT cells to show Figure 1. lllustration of Fate Therapeutics off-the-shelf IPSC platform. Figure 5. (A) Cytokine releasing and degranulation of IPSC derived T cells equipped with engineered MR1-TCR and
increased cytokine release and degranulation upon stimulated with MR1 positive lung carcinoma epithelial cells line A549 NYESO1-TCR upon antigen encounter. (B) MR1-TCR mediated tumor killing by IT cells in an antigen specific manner
(fold change compared to un-stimulated: IFNg = 210, p = 0.0032; TNFa = 76.9, p = 0.0005; CD107ab = 115.0, p=0.0013). Ph : :
enotype of IPSC Derived CAR-T Cell . . L
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CAR-T cell effectively control tumor growth in an in vitro long-term killing assay. (a2058=melanoma ; 786-0= renal cell carcinoma) tumor lines are plotted for all groups.



