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Tan et al compared the use of urokinase-type plasminogen activator (uPA), an alternate thrombolytic,
with that of tPA in a preclinical study.

Intracerebral hemorrhage was induced in adult male Sprague-Dawley rats by injecting autologous
blood into the caudate, followed by intraclot fibrinolysis without drainage. Rats were randomized to
receive uPA, tPA, or saline within the clot. Hematoma and perihematomal edema, brain water content,
Evans blue fluorescence and neurological scores, matrix metalloproteinases (MMPs), MMP mRNA,
blood-brain barrier (BBB) tight junction proteins, and nuclear factor-κB (NF-κB) activation were
measured to evaluate the effects of these 2 drugs in ICH.

In comparison with tPA, uPA better ameliorated brain edema and promoted an improved outcome
after ICH. In addition, uPA therapy more effectively upregulated BBB tight junction protein expression,
which was partly attributed to the different effects of uPA and tPA on the regulation of MMPs and its
related mRNA expression following ICH.

This study provided evidence supporting the use of uPA for fibrinolytic therapy after ICH. Large animal
experiments and clinical trials are required to further explore the efficacy and safety of uPA in ICH
fibrinolysis 1).
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