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Identification of factors that determine the fate of functional T cells in vivo and
development of effective TCR gene-modified T cell therapy
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We found that CD28 stimuli induced short-lived but highly cytotoxic T cells
whereas VLA-4/5 stimuli induced T cells with memory formation potential and high multifuctionality upon
recall. We performed a phase I clinical trial with T cells with genetically engineered to express
MAGE-A4-specific TCR for esophageal cancer patients. In this trial, we found that the long-term existence
of the infused cells did not correlate with the clinical response when the patients did not receive
lympho-depletive pre-treatment. Utilizing an original retroviral vector that inhibits the expression of
endogenous TCR, we demonstrated a model of adoptive therapK with allogeneic T cells that induce less GvHD
and increased tumor reactivity. We generated an antibody that reacted to the complex of HLA and a peptide

from intracellular antigen and showed the usefulness of a chimeric antigen receptor that utilize this
antibody.
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