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Analysis of epitope-spreading induction mechanism applicable to the development
of the next-generation CAR T-cell therapy
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Current CAR-T cell therapy is recognized to be ineffective against solid
tumors, which account for the majority of cancers. | have focused my research on epitope-spreading
(EP) as a mechanism to overcome this problem.

When the next-generation CAR-T cells, which we originally engineered to simultaneously express CAR,
IL-7 and CCL19 (7x 19 CAR-T cells), were administered to tumor-bearing mice, dendritic cells with
cross-presentation capacity accumulated in both tumor tissue and tumor-associated lymph nodes,
followed by induction of EP, resulting in the potent anticancer effects. In addition, although 7x 19
CAR-T cells derived from allogeneic mice were rejected by the host within nine days after the
injection, they induced EP and exhibited anti-tumor effects in vivo.
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CAR-T cells expressing both IL-7 and CCL19 induce epitope spreading via cross presentation of endogenous tumor antigens
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