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Pathological involvement of endothelial alpha synuclein in age-related insulin
resistance
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Al ha-s¥nuclein (SNCA) as an intrinsic and humoral factor has a protective
function on vascular endothelial cells (ECs) and its reduced expression with ageing may lead to
vascular endothelial dysfunction. Furthermore, SNCA as a humoral factor promotes glucose uptake in
adipose tissue and skeletal muscle and has a protective effect on glucose metabolism: the
age-related decline in endogenous SNCA expression in ECs leads to attenuated insulin-induced eNOS
activation, and the age-related decline in SNCA as a humoral factor leads to Akt -eNOS activation,
thereby reducing insulin mobilisation to the skeletal muscle interstitium and binding to skeletal
muscle insulin receptors in association with capillary vasodilatation, which may contribute to the
pathogenesis of insulin resistance.
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