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Treatment of ulcerative colitis is generally effective in relieving symptoms, but is not curative.
Typically, this disease evolves with a relapsing and remitting course. Tissue remodeling by proteases
like matrix metalloproteinases (MMP) have been described as a component of inflammatory bowel
disease. There is mounting evidence that MMPs are the predominant proteinases expressed in the gut
mucosa during active ulcerative colitis. Others and we showed that plasmin can activate several MMPs.

Here, we investigated the function of MMP9 and plasminogen in a DSS (Dextran sulfate sodium)
induced animal model of acute colitis. Pharmacological inhibition, an active-center-directed inhibitor or
targeted gene deletion of Plg or MMP9 prevented increased morbidity of wildtype mice during DSS
colitis. This was associated with a reduced inflammatory cell infiltration in colon tissues and correlated
with impaired colonic cytokine level elevation. In summary, our data show that the absence of Plg and
MMP9 strongly inhibits the inflammatory response in acute colitis, which is associated with alleviation
of the course of the disease.
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