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To unveil mechanisms tri?gering pancreatic beta cell dysfunction in type 2 diabetes
possibly via RAGE, glucolipotoxicity and insufficient leptin signaling.
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Glucolipotoxicity, which is exerted by free fatty acids (FFA) and prolonged
hyperglycemia, is implicated in pancreatic 3 -cell failure in diabetes. We examined whether advanced
glycation end-products (AGE) and RAGE contribute to 3 -cell failure in a type 2 diabetes mouse model.
Pretreatment of FFA combined with a leptin antagonist induced RAGE expression, AGE-elicited apoptosis,
and impaired glucose-stimulated insulin secretion by AGE in MIN6 cells. FFA elevation with concomitant
AGE formation during prolonged hyperglycemia could cause B -cell damage through insufficient leptin
action and subsequent RAGE induction in type 2 diabetes.
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