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Conversion of exhausted CAR T cells into stem-like CAR T cells to treat solid
tumors
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Loss of stemness and exhaustion of CAR T cells are major obstacles to CAR T
cell therapy targeting solid tumors. We focused on the exhaustion and stemness in CAR T cells to
address these issues and developed a method for reprogramming CAR T cells into stem-like CAR T
cells. In this study, we found that gene transfer of dominant-negative NR4A enhanced the antitumor
activity of CAR T cells. On the other hand, we found that the stem-like program of CAR T cells is
regulated by FOX01. In conclusion, inhibiting the function of the exhaustion factor NR4A and

regulating the activity of the stem-like factor FOXO1 are promising strategies for the development
of CAR T cell therapy targeting solid tumors.
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