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The induction of immune tolerance and the improvement islet transplantation with hi
stone deacetylase inhibitors.
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We focused on histone deacetylase inhibitors (HDACi) because it was reported that
inhibition of HDAC activity prevented Treg differentiation into IL17-producing cells. We therefore sought
to enhance Treg while suppressing Th17 cells using DST with HDACi to prolong graft survival. To stimulate
Treg by DST, we used donor splenocytes. In DST with HDACi group, Foxp3 mRNA expression and Treg population

increased in the thymus and spleen, whereas Th1l7 population decreased. qPCR analysis of lymphocyte mRNA i
ndicated that Foxp3, IL-10, and TGF-b expression increased. However, interleukin 17a, Stat3 (Thl7), and IF
N-g expression decreased in DST + HDACi group, relative to DST alone. Moreover, DST treated with HDACi pro
longed graft survival relative to controls in mice islet transplantation. DST with HDACi may therefore hav
e utility in islet transplantation.
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