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Plasmin inhibition protects against severe acute inflammation in solid organs.

Tashiro, Yoshihiko
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Treatment of severe inflammation in solid organs such as acute hepatitis and
pancreatitis is still high mortality. It is known inflammatory cytokines in severe inflammation of solid
organs is important, and its secretion is dependent on proteases like matrix metalloproteinases (MVWP).
There are some suggestions that MMPs are the predominant proteinases expressed in solid organ during
sever inflammation. Others and we showed that plasmin can activate several MMPs.

Here, we investigated the function of MMP9 and plasminogen(plg) in an animal model of severe acute
hepatitis. Pharmacological inhibition of plasmin or targeted gene deletion of Plg or MMP9 prevented high
mortality of severe acute hepatitis. This was associated with a reduced inflammatory cell infiltration in
hepatocyte and correlated with impaired cytokine level elevation. In summary, our data show that
pharmacological inhibition of plasmin or the absence of PIg/MMP9 strongly inhibit the inflammatory
response.
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