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Prevention of osteoporosis and osteonecrosis by novel PAI-1 inhibitor
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Menopause is a potent risk factor of osteoporosis. In this study, we

evaluated the therapeutic benefits of novel orally available small molecule PAI-1 inhibitor (iPAI-1)

in an estrogen deficiency-induced osteoporosis model. Eight-week old C57BL/6J female mice were
divided into three groups, including a sham+vehicle (Sham), ovariectomy (OVX)+vehicle (OVX+v), and
OVX+iPAI-1 (OVX+i) group. Six weeks of iPAI-1 treatment prevented OVX-induced trabecular bone loss.
Bone formation activity was significantly higher in the OVX+i group than the OVX+v group and sham
group. Unexpectedly, OVX-induced osteoclastgenesis was partially, but significantly reduced. Bone
marrow ablation analysis indicated that the remodeled trabecular bone volume was significantly
higher in the iPAl-1-treated group than that in the control grouE. In conclusion, our results
suggest PAI-1 blockade via a small molecule inhibitor is a new therapeutic approach for the anabolic
treatment of postmenopausal osteoporosis.
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PAI-1 inhibitor treatment attenuates bone loss by stimulating bone formation in a mouse model of postmenopausal osteporosis
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PAI-1 accelerates sarcopenia and ageing-related osteoporosis.
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