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Figure 10 Quercetin inhibits angiotensin 1l-induced JNK activation (A) and hypertrophy (B) of cultured rat

aortic smooth muscle cells.
Based on reference 14.
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Figure 20 Chemical structure of quercetin glucuronide (Q3GA) (A) and its inhibition of angiotensin Il-induced
hypertrophy of cultured rat aortic smooth muscle cells (B).

Based on reference 17.
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Figure 30 Time course (A) and concentration response (B) of aldosterone-induced BMK1 activation in cultured rat aortic

smooth muscle cells.
Based on reference 24.
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Figure 40 Effect of eplerenone on aldosterone-induced BMK1 activation (A) and proliferation (B) of cultured rat

aortic smooth muscle cells.
Based on reference 24.
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Reactive oxygen species (ROS) have been known to play an important role in the pathogenesis of atherosclerosis and
several other cardiovascular diseases. Several lines of evidence indicate that ROS and mitogen-activated protein (MAP)
kinases are involved in vascular remodeling under various pathological conditions. MAP kinases have demonstrated
their sensitiveness to oxidative stress, suggesting MAP kinases play akey part in cell differentiation, growth, apoptosis,
and the regulation of avariety of transcription factors and gene expressions. A bioflavonoid, quercetin (3,3, 47, 5,7-
pentahydroxyflavone) inhibited angiotensin I1-induced c-Jun N-terminal kinase activation and resultant hypertrophy of
vascular smooth muscle cells (VSMC). Therefore, inhibition of MAP kinases by antioxidant treatment may prove to be
atherapeutic strategy for cardiovascular diseases. On the other hand, the non genomic effects of aldosterone have been
implicated in the pathogenesis of various cardiovascular diseases. We found that eplerenone, a selective mineralocorti-
coid receptor antagonist, inhibited aldosterone-induced VSMC proliferation. Big MAP kinase 1 (BMK1) has been sug-
gested being partly responsible for aldosterone-induced VSMC proliferation since pharmacological and genetic inhibi-
tion of BMK1 reduced the proliferation. Investigation of the molecular mechanisms of quercetin or eplerenone action
may provide novel therapeutic targets for cardiovascular diseases. (3 Jpn Coll Angiol, 2006, 46: 649-654)
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