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Glioblastoma (GBM) is the most common and aggressive primary brain cancer @ Generation of Dual CAR-eNK cells

with a very poor prognosis and limited therapeutic options. Here, we used iPS Engi PSC (eiPSC
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antigen receptors (CARs) to treat GBM. We have previously developed CCR2B z PD-L1-CAR z
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genetically engineered to express IL-15, CCR2B, CCL19, high-affinity CD16, and NKG2D '

NKG2D/DAP10 complex. The eNK cells demonstrated improvement of survival, \.:} o
persistence, tumor infiltration, and immune cell recruitment, as well as high 7
cytotoxicity against tumor spheroids?-2. In the present study, we further CCL1S Knock-in Differentiation

enhanced antitumor activity of the eNK cells by expressing dual CARs targeting

epi-dermal g.rowth factor receptor (EGFR) and programme-d death-ligand 1 (PD-L1), Dual CAR expression vector - | N

which are highly expressed on GBM, and whose expression correlates with poor The bi-directional expression cassettes containing PD-L1-
prognosis. We demonstrate that Dual CAR-eNK cells can exert strong antigen- 4Y9-11-dd q T » EGFR.CAR CAR and EGFR-CAR were integrated into the eiPSCs
specific cytotoxicity against GBM spheroids. Therefore, Dual CAR-eNK cells have using the CRISPR/Cas9 system. Single cell clones were

the potentia| to provide a novel Strategy for GBM therapy_ selected and differentiated into NK cells (Dual CAR-GNK)
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