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Ex-vivo pretreatment of islets with Mitomycin-C have a potential to induce
specific immune response for peripheral tolerance
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Introduction: Our previous study demonstrated that ex-vivo Mitomycin-C(MMC)
pretreatment of islets reduced immunogenicity, enhancing graft survival without immunosuppression.
The aim of this study is to investigate an immunological mechanism to enhance graft survival of
MMC-treated islets. Methold:Isolated islets with MMC pretreatment were implanted to renal
subcapsular space of diabetic mice. Immune response to xenograft in over-100-days after grafting was

evaluated by histological analysis.Result:Histological and immunohistochemical analyses of the
implant site revealed that infiltration of CD3-positive T cell was decreased in MMC-treated islets
in early phase after transplantation. In all mice survived over-100-days, CD3-positive T cell
aggregation surround by CD45R-positive B cell was found near xenograft. Conclusion: Ex-vivo MMC
pretreatment of islets reduced early phase immune response to xenograft and induced characteristic
immune response in peripheral transplantation site.
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