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Pancreatic islet transplantation (PIT) is an ideal cell-based therapy for type I d
iabetes. However, transplanted islets are injured immediately after grafting, and islet graft function det
eriorates progressively. In order to overcome these hurdles, we focused on NF-kB and CD40, and tried to es
tablish a safe and effective strategy for PIT in the current studies. In murine and canine PIT models, we
found that agents which inhibits NF-kB activation such as DHMEQ, PPAR-gamma agonist and proteasome inhibit
or, efficiently blocks inflammatory responses and prevents islet graft loss shortly after PIT. Also, CD40-
CD40L costimulatory blockade potently suppressed rejection and markedly prolonged islet allograft survival

in both mouse and monkey PIT models. Our results demonstrated that treatments targeting NF-kB and CD40 ar

e very effective for preventing graft loss following PIT, and that these strategies would be applicable fo
r clinical PIT.
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