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We proposed neoantigen-specific TCR gene therapy as the alternative
therapeutic candidates for multiple myeloma by using xenograft model. We established the series of
procedures for isolating, cloning, validating TCR repertoires from healthy donor-derived PBMCs.
Since patients with multiple myeloma suffers from immune disorders due to chronic antigen exposure
or insufficient hematopoiesis, anti-myeloma T cells is exhausted and limited for using neoantigens
detection or therapeutic application such as immune checkpoint blockage therapy. By utilizing
healthy donor-derived T cells which presumably cover wide range of patient-specific antigens, we
successfully detected mutant antigen and corresponding TCR repertoire. Healthy donor-derived mutant
antigen-specific TCR gene transfer augmented anti-myeloma activity. TCR-T cell therapy suppressed
proliferation of multiple myeloma in xenograft model.
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Chromatin remodeling complex curtails the efficacy of PD-1 blockade in anti-cancer drug-resistant tumor.
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