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In FY2018, we have evaluated anti-tumor therapeutic efficacy of IL.-7/CCL19-producing CAR-T
cells (refer to as 7x19 CAR T cells hereafter), and tried to explore its immunological mechanisms.
As a result, we found that 7x19 CAR-T cells demonstrated potent proliferative and survival
capabilities which were superior to those of conventional CAR-T cells. In addition, 7x19 CAR-T
cells induced aggressive migration of T cells and dendritic cells. In mouse models of solid tumor,
which were generated by subcutaneous injection of 3 distinct tumor cell lines, 7x19 CAR-T cells
showed remarkable therapeutic effects which were significantly better than those by
conventional CAR-T cells. By pathological analysis, 7x19 CAR-T cells were found to induce
massive infiltration and accumulation of immune cells including CAR-T cells in the tumor tissues.
In the second project, we developed CAR-T cells which produce reagents to block PD-1 inhibitory
signal (refer to as PD-1 CAR-T cells hereafter). PD-1 CAR-T cells demonstrated potent cytolytic
activity against PD-L1-positive tumor cells in vitro. In addition, therapeutic effects of PD-1 CAR-
T cells in mouse solid tumor models were significantly higher than those of conventional CAR-T

cells.
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