2013 2014

Basic studies for induction of tolerance by a cell-therapy
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In this study, we performed basic researches on immunoregulatory cells in order
to search for new immunosuppressive strategies. We found that tolerogeneic dendritic cells (tDCs) were
successfully generated ex-vivo by suppressing activation of either NF-k B or MAPKs in the presence of
donor-peptide antigens, and that administration of these tDCs significantly prolonged allograft survival
in mice. The inhibition of NF-k B, MAPKs or AP-1/mTOR/p70S6K activation following infusion of
donor-leukocytes exerted a potent immunosuppressive effect. In some of these protocols, regulatory T
cells (Tregs) were effectively induced in vivo. Coculture of peripheral blood mononuclear cells and
allo-antigens together with either CD80/86- or CD40-costimulation blockers induced antigen-specific Tregs
that seemed to have a potential utility for clinical immunosuppression.
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