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Development of a combinatorial approach of antibody therapeutics and adoptive
immunotherapy for cancer
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In this study, we aimed to develop chimeric antigen receptor-engineered T
cells that secrete antibody drugs such as immune checkpoint inhibitors to enhance its therapeutic
efficacy. We designed the mAb drugs at genetic levels and examined their efficacy and safety when
ectopically expressed in CAR-T cells. We optimized the mAb sequences based on the secretion
efficiency as well as toxicity to the T cells. We confirmed that the mAb-engineered T cells can
induce objective antitumor response in vitro. In addition to this, we also aimed to improve
functions of antitumor T cells so that they can maintain efficient drug secretion. We identified
that T cells can acquire long-lived potential by ablating specific epigenetic genes.
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