 HHHAR
ol
R
ply Fﬁ%%J
Jy st

fly jﬁ]&y

R %F},I

RC9012-0135
%&ﬁ‘]‘ Mitogen-Activated Protein Kinases 7 % [~ 8§ @ﬁpﬁr F I 3 o JAaf el 3 S J%’%*[PmElﬁwﬁngi@'Matnx Metalloproteinase YF” JEpE

The Studies of the Roles of Mitogen-Activated Protein Kinases on Oxidized LDL-or Inflammatory Cytokines-Induced the Activation of Matrix
Metalloproteinase in Endothelial Cells and Macrophages
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Matrix metalloproteinases (MMPs) have the important role in the pathogenesis of atherosclerotic plaque destabilization. The purpose of this study
was to determine if mitogen-activated protein kinase might involve in the cytokine- or oxLDL-induced MMPs activation, and thus represents an
attractive therapeutic target. Exposure monocyte (THP-1) to TNFa (10 ng/ml) increased MMP-9 protein expression as measured by gelatinolytic
activity as determined by zymography. We found that treatment with MAPK. inhibitors (PD 98059 or SB 203580) significantly decreased MMP-9

gelatinolytic at a concentration-dependent manner. However, both inhibitors were without any inhibition on MMP-9 activity. These inhibitory



actions on gelatinolytic activity by MAPK inhibitors were not mediated by reduction of cellular viability. Differently, non-stimulated HUVEC could
expressed much amount of MMP-2. Such constitutive expression of MMP-2 was no clearly affected by MAPK. inhibitors. On the other hand,
according to preliminary animal studies, the MMP-9 activity was clearly elevated on the balloon-injuried common carotid artery. These data
demonstrate that MAPK play an important role on induction of different MMPs. This newly described action of MAPK. inhibition might prove

useful to inhibit matrix degradation and to improve vascular stability, or even cancer invasion.



