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The critical initiating event in atherogenesis involves the invasion of monocytes through the endothelial walls of
arteries and the transformation of monocytes from macrophages into foam cells. Also, monocytes/macrophages pro-
duce the 92 kDa matrix metalloproteinase-9 (MMP-9) that may contribute to the extravasation, migration and tissue
remolding capacities of the phagocytic cells. Here, we investigate the effect of ascochlorin (ASC) on oxLDL-induced
MMP-9 expression and activity in human THP-1 macrophages. ASC reduced oxLDL-induced MMP-9 expression and
activity. Also, an analysis of MMP-9 activity using pharmacologic inhibitors showed that ASC inhibits MMP-9 activity
via the extracellular signal-regulated kinasel and kinase2 pathways. Our results suggest that ASC may be useful as
a potent clinical antiatherogenic agent.
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Fibrosis within glomerulosclerosis and between tubulointerstitial fibrosis causes the progressive loss of renal func-
tion that leads to end-stage renal disease in humans with diabetes, glomerulonephritis or hypertension. TGF-p1 is
the most important profibrotic cytokine in the process of fibrosis. TGF-p1 induces the synthesis of PAI-1 that normally
is not present which play important role in fibrosis. In this study, we evaluated that the antifibrotic effect of ascofur-
anone (AF). Thus, We demonstrated that AF markedly blocks TGF-p1l-meidated fibroblastic activation of renal fibro-
blast cells and, AF suppress TGF-p1-induced fibroblastic activation by reduction of PAI-1 through the inhibition of
EGFR and Ras/Raf/MEK/ERK.
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