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ENDOTHELIUM-MEDIATED VASORELAXATION AND FIBRINOLYSIS ARE IMPAIRED IN HYPERINSULINEMIC WOMEN
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Increased risk for cardiovascular disease (CVD) in patients with impaired glucose tolerance (IGT) may not be explained only by known risk factors. Novel risk factors, i.e. insulin resistance (IR) and hyperinsulinism, have been suggested to account for excess risk in IGT. Women with polycystic ovary syndrome (PCOS) frequently show IR and accelerated atherosclerosis. Insulin stimulates PAI-1 expression in endothelial cell cultures. We previously reported that insulin induces early PAI-1 expression followed by vasorelaxation and tPA release in normal subjects. Therefore, hyperinsulinemia associ-ated with PCOS could induce a thrombophylic state by stimulating PAI-1 release. In this study basal metabolic, hormonal and fibrinolytic parameters were evaluated in 20 normal and 51 PCOS women, 16 of them with hyperinsulinism. In 5 PCOS women with hyperinsulinism, PAI-1 and tPA levels were also evaluated during insulin infu-sion in the fore-arm vascular bed. Elevated basal PAI-1 levels were found in PCOS women, particularly in those with hyperinsulinism (p<0.01), corre-lating directly with BMI, triglycerides, insulin and testosterone levels and inversely with HDL-cholesterol and glucose/insulin ratio. PAI-1 espression in-creased during insulin infusion (p<0.01), but was delayed and sustained with respect to normal subjects. However, vasodilatory response to insulin was blunted (p<0.01) and tPA expression was abolished in PCOS patients. Elevated levels of insulin are associated with increased levels of PAI-1 in patients with hyperinsulinemia. This as well as the impaired vasodilation and tPA release during insulin infusion may be associated with hypofibrinolysis in IR. Excess risk for CVD associated with hyperinsulinemia and (IGT) may be mediated by thrombophylia.
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