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Development of new therapeutic strategy and elucidation of fibrinolytic
pathophysiology which play a key role in multiple thrombus formation in
disseminated intravascular coagulation
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The effects of tissue-type plasminogen activator (tPA) and plasminogen
activator inhibitor (PAl)-1 inhibitors on DIC pathophysiology were assessed in two types of rats DIC
models. The results showed that tPA, a hyperfibrinolytic agent, significantly improved hemostatic

markers and organ dysfunction in DIC, especially in suppressed-fibrinolytic-type DIC. In other

words, the results indicated that drugs that activate fibrinolysis or release fibrinolysis

suppression may be useful novel DIC therapies, because conventional anticoagulation therapy is often
inadequate to improve the suppressed-fibrinolytic-type DIC.
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Fig. 1 Changes in plasma levels of plasminogen activator inhibitor (A) and D-dimer (B) at 4 hr

and 8hr in the LPS-induced DIC model treated with 3 mg/kg of tPA
n=6~8/* P < 0.05 compared with Control (Mann-Whitney U test) / #, P < 0.05 compared with LPS (Mann-Whitney U test)
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Fig. 2 Changes in plasma levels of platelet (A) and thrombin-antithrombin complex(B) at 4 hr

and 8hr in the LPS-induced DIC model treated with 3 mg/kg of tPA
n=6~8/%*P < 0.05 compared with Control (Mann-Whitney U test) / #, P < 0.05 compared with LPS (Mann-Whitney U test)
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Fig. 3 Changes in plasma levels of platelet (A) and thrombin-antithrombin complex(B) at 4 hr

and 8hr in the TF-induced DIC model treated with 3 mg/kg of tPA
n=6~8/*P < 0.05 compared with Control (Mann-Whitney U test) / #, P < 0.05 compared with LPS (Mann-Whitney U test)
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