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Induction of pancreatic beta cell expansion in transplanted mouse and human islets
by targeting receptor of advanced glycation endo products
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The aim of the present study is to determine whether expansion of transplanted
islets is induced when the injury of transplanted islets is prevented after transplantation. For those
Burposes, RAGE-/- vs wild-type mouse islets are used as donors since RAGE signals have been reported to

e involved in beta cell failure. It was found that RAGE-/- islets are not only protected from the
injuries but also expand after transplantation. The array analysis revealed that the beneficial effect of
RAGE-/- islets was mediated through the upregulation of GLP-1 R expression. In addition, RAGE inhibitors
including soluble form RAGE (SRAGE) was found to have the similar beneficial effect when applied to
wild-type islets prior to transplantation. In case of human islets, the effect of SRAGE was not evident
when treated human islets were grafted beneath the kidney capsule of STZ-diabetic NOD/scid mice and
therefore, the effects of other RAGE inhibitors are currently under investigation.
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