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The role of PAI-1 in impaired osteoblast differentiation and function
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The present study examined the role of plasminogen activator inhibitor-1 (PAI-1),
a principal inhibitor of fibrinolysis, in the pathogenesis of osteoporosis induced by type 1 diabetes and
obesity with glucose metabolism abnormality using PAI-1-deficient mice. The bone loss occurred in both str
eptozotocin-induced type 1 diabetic and high-fat and high-sucrose diet-induced obese female mice. PAI-1 de
ficiency protected from the bone loss induced by type 1 diabetes, but not b¥ obesity in female mice. On th
e other hand, the bone parameters such as bone mineral density and the levels of osteogenic genes were neg
atively correlated with the levels of circulating Tumor necrosis factor-alpha (TNF-alpha) in obese female
mice. Taken together, our findings suggest that PAI-1 and TNF-alpha are involved in the pathogenesis of os
teoporosis induced by type 1 diabetes and obesity, respectively.
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