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inhibitors have been tested have made the development of potent and/or specific inhibitors difficult. For example, PAI-1 is involved in fibrinolysis, angiogenesis, wound

healing, ovulation, inflammation and fertility. See, e.g., Ferreira et al., (2003) Pharmacol Ther. 91:139-150; Lieberman et al., (1999) Nat. Med. 5:135-140; Van Bussel et al.,
(1996) Fertility and Sterility 65:959-966; and Van Zwet, (2003) Seminars in Reproductive Medicine 22:1-8. Thus, compounds that inhibit PAI-1 may be useful for the

treatment of a wide variety of diseases and conditions. Current methods of inhibiting PAI-1 generally rely on synthetic PAI-1 inhibitors that are large, expensive, and/or have
low potency. See, e.g., Duerig et al., (2000) Thromb. Haemost. 83:1330-1334; Bartfai et al., (2002) Arterioscler. Thromb. Vasc. Biol. 22:1230-1232; and Kadlubar et al.,

(2003) Am. J. Obstet. Gynecol. 189:1551-1556. For example, amidino derivatives of the native PAI-1 inhibitor, PAI-039, have been shown to inhibit PAI-1 in vitro with
relatively low potency and in vivo. See, e.g., U.S. Pat. No. 6,777,257 and Hrushesky et al., (2003) Proc. Nat. Acad. Sci. USA 100:10417-10422. be finding the safest, most
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