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Design of the active site-directed plasmin inhibitor oriented to the clinical
applications
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Plasmin (PIm), a trypsin like protease, is involved in the fibrinolysis
pathway. Additionally, the action of PIm at the specific regions of the extracellular milieu lead to
the digestion of many proteins at the localized cell surface that results in inducing cell
inversion and metastasis and alternating the expression of cytokines. A growing body of data
suggests that a PIm inhibitor is a potential candidate as an anti-inflammatory and anti-cancer agent
as well as for hemostatics.
In this work, we developed a new PIm inhibitor that has 2.4 fold higher PIm inhibition (IC50 = 0.22
microM) as well as selectivity (PIm/urokinase) by 35-fold, compared with YO-2 (original PIm
inhibitor, IC50 = 0.53 microM). And we presented the efficiencz of PIm inhibitor, Y0-2, which
reduced tissue damage and improved inflammation-associated lethality in a murine fulminant MAS
model .
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