(®)
2016 2018

Fate determination of pancreatic beta cells by glucokinase activation
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i We had investigated the impacts of glucokinase-mediated glucose signal in
the regulation of beta cell function and proliferation. We now systematically investigated changes

in the expression of genes involved in beta cell function and proliferation in mouse islets
stimulated with glucokinase activator (GKA). GKA-stimulated IRS2 production affected beta cell
proliferation but not beta cell function. Specifically, we focused the roles of fibulin 5, EGFR and
S100A8 in beta cells. Of note, both glucotoxicity and lipotoxicity triggered S100A8 secretion from
pancreatic islets, which in turn promoted macrophage infiltration of the islets. A positive feedback

loop between islet-derived S100A8 and macrophages drives beta-cell apoptosis and pancreatic islet
inflammation.
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