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Analysis of the fibrogenic mechanism mediated by MMP activity: basic study to an
anti—-fibrotic therapy.
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Our objective was to 1investigate the effects of doxycycline, a matrix
metalloproteinase (MMP) inhibitor (MMPi) on B —agonist-induced myocardial fibrosis and
MMP expression. Rats were divided into 3 groups: control, isoproterenol (ISO), and
isoproterenol with doxycycline (ISO + DOX). Compared to the control, ISO induced the
myocardial hypertrophy and cardiac fibrosis, but were attenuated by co—treatment with
DOX. MMP-2 activity also increased in the ISO treatment, but decreased by co-treatment
with DOX. Similarly, immunoblotting showed significant increase in MMP-2 level in the
IS0, and decreased levels in the DOX co—treatment. Our results suggest that the enhanced
expression of MMP-2 plays a prominent role in promoting myocardial fibrosis in 8 —agonist
signaling pathway, and that MMP-inhibiting compounds may attenuate myocardial fibrosis.
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