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Molecular pharmacological analysis of anti-inflammatory effects of PAI-1 inhibitor
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This research was conducted with the aim to elucidate the molecular
pharmacological mechanism of anti-inflammatory effect of PAI-1 inhibitors. The suitable pathological
model of inflammation to evaluate efficacy of PAI-1 inhibitors was searched. As a result, we have
successfully found anti-inflammatory effect of PAI-1 inhibitors on high fat diet (HFD)-induced obesity
model. PAI-1 inhibitors attenuated HFD-induced impaired systemic glucose and energy metabolism. Further
analyses of molecular mechanisms of the efficacy of PAI-1 inhibitors demonstrated that PAI-1 inhibitors
suppressed accumulation of fat in adipocyte accompanying with the inhibition of infiltration of
inflammatory macrophages into adipose tissue and the liver. These results suggest the possibility of
PAI-1 inhibitors as novel therapeutic agent of metabolic disorders.
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