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Optimal activation of TCR-T cells In solid tumors through addition of best-in-class single chain
CD8 co-receptors, results in CD4 engagement and improved T cell fitness and persistence (_ k n ife
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Figure 5. Compared to other commonly used CD8 CoRs, CD4 T cells expressing co-stim CD8 CoR demonstrate superior cytotoxic
activity and effector molecule secretion. (A) TCR-T CD4 T cells expressing a PRAME TCR and co-stim CD8 CoR or known clinical-stage

Granzyme B
(CD8a and CD8af) or preclinical-stage (PCCP-sc) approaches were evaluated by co-culture with HLA-A*02:01 overexpressing SK-MEL-28 80

melanoma cells at 4:1 E:T ratio. (B) Cytokine secretion was determined 72 hours post start of co-culture. (Data shown as mean £SEM, n= 3). 1 -® co-stim CD8 CoR
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' : ' Figure 6. Compared to the most commonly used WT CD8 CoR, co-stim CD8 CoR expressing cells exert more durable anti-tumour | | cancer cell mixtures were grown for 5 days in ultra-low attachment plates. Engineered T cells were stained with Cytolight Red dye
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broader responses in hard-to-treat solid tumors. (B) Cytokine secretion was determined from supernatants collected at 96 hours post start of co-culture with Hs695T melanoma cell line at a 1:6 T
E:T ratio. (Data shown as mean +SEM, n= 2-3). Initiation. (Data shown as mean tSEM, n= 3).
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