©
2018 2020

MEK

Development of novel immunosuppressive method using MEK inhibitor to construct
optimal environment for pancreatic islet transplantation
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The purpose of this research to investigated the utility of the
mitogen-activated protein kinase inhibitor trametinib in islet transplantation. Islets from fully
major histocompatibility complex-mismatched BALB/c mice were transplanted into
streptozotocin-induced diabetic C57BL/6 mice via the portal vein. Trametinib prolonged graft
survival significantly when compared with vehicle. Histologic analyses revealed that cellular
infiltration of the graft by lymphocytes was inhibited significantly. In addition, trametinib
suppressed functional differentiation of naive CD4+ T cells in recipients. Expression of mRNA
encoding inflammatory cytokines in recipients treated with trametinib was also inhibited. Trametinib

delayed islet graft rejection by inhibiting functional differentiation of naive CD4+ T cells and
regulating inflammatory cytokines. Trametinib might be a promising candidate for immunosuppressive
therapy after allogeneic islet transplantation.
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