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Relationship between advanced glycation endproducts and chronic inflammation in
diabetic vasculopathy
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Vascular dysfunction plays important roles in the initiation and development

of diabetic complications. Accumulation of advanced glycation endproducts (AGES), chronic
inflammation and elevated gut-derived substances may induce vascular dysfunction. We found that
augmentation of uridine dinucleotide-induced contraction and suppression of noradrenaline-induced
contraction were seen in rat carotid arteries by acute and chronic AGEs exposure, respectively, TLR4
inhibitor augments endothelium-dependent relaxation in rat superior mesenteric arteries (SMAs),
indoxyl sulfate impairs endothelium-dependent relaxation in aorta and SMAs via reduction of nitric
oxide signaling, and trimethylamine N-oxide specifically impairs endothelium-derived hyperpolarizing
factor-induced relaxation in femoral arteries but not SMAs. These results suggest that regulations
of AGEs, TLRs, gut-derived substances are important strategies against diabetic vasculopathy.
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