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Elucidation of anti-donor specific HLA antibody production mechanism using a
humanized mouse model and clinical application for individualized treatment
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The purpose of this study is to elucidate the antibodK—related rejection
mechanism of human immunocompetent cells, which was difficult to analyze in the past, by using a
humanized mouse model. When recipient and donor peripheral blood mononuclear cells were mixed and
cultured in vitro on mouse fibroblasts expressing a high expression of human CD40 ligand that
induces a HLA antibody production promoting signal and administered to NSG mice, a sufficient amount
of HLA antibody production was produced. It has become possible to produce HLA antibody-producing
humanized mice that can be obtained at a high rate. In addition, a humanized mouse model was
constructed in which only donor-specific HLA antibodies were suppressed, and similarly sufficient
HLA antibody production was observed for human BAFF-BAFF receptor signal addition and recipient
regulatory T cell depletion.
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