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Generation and characterization of homozygous plasminogen-Tochigi mutant mice
bearing reduced fibrinolytic activity
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Plasminogen (Plg) is a precursor of a serine protease, plasmin to degrade fibrin
fiber in blood clot. Plg-A620T mutation previously named as Plg-Tochigi was identified in Japanese
patients with deeﬁ venous thrombosis. We investigated whether the homozygous PIg-A622T mutation
corresponding to human Plg-Tochigi caused serious thrombosis in mice. Compared to wild-type mice,
P1g-A620T mice showed the lower activity of plasmin, but did not affect wound healing unlike PIg-KO mice.
Plg-Tochigi mutation did not significantly affect the severity of thrombogenesis under three different
experimental thrombosis models: a middle cerebral artery occlusion model of ischemia-reperfusion injury,
acute pulmonary embolism model by injection of recombinant human tissue factor via inferior vena cava,
and inferior vena cava thrombosis model with electrolytic stimulation. In conclusion, homozygous
Plg-Tochigi mutation showed reduced enzymatic activity of plasmin but did not cause severe thrombosis in
mice.
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