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Development of immunotherapy against malignancies relapsed post-transplant using
TCR-T cells specific for mismatched HLAs
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We attempted to generate T cell clones specific for mismatched HLA-DP
molecules from peripheral blood T cells of healthy volunteers and patients who underwent
HLA-DP-mismatched allogeneic hematopoietic cell transplantation from their unrelated donor. Several
clones specific for HLA-DPB1*09:0land DPB1*02:01 were isolated from the volunteers® blood and those
specific for DPB1*09:01 were isolated from the patients. The former clones showed weak reactivity
against DPB1*09:01-positive primary leukemic blasts from various patients while the latter clones
showed significant IFN-y production and cytotoxicity toward the same targets. Healthy T cells that
were gene-modified with a retrovirus encoding T cell receptor cDNA of the DPB1*09:01-specific T cell

clone successfully demonstrated the identical specificity and cytokine production capacity against
the cognate target cells.
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