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[ ABSTRACT] Aim To observe the influence of fluvastatin and simvastatin on atherogenesis and expression of vascular cell

adhesion molecule- I( VCAM-1) on aortic intima in Apok:- deficient mice in order to investigate the norr lipid mechanisms of 3-hy-
Methods Under the general
feeding, pravastatin (every day 10 mg/ kg) and simvastatin ( every day 5 mg/ kg) were injected into the stomach of ApoE- deficient

droxy 3-methy}glutaryl coenzyme A(HMG-CoA) reductase inhibitors on antt atherosclerosis.
mice for 4 weeks. The areas of atherosclerotic plaques, and ratio of plaque area to aortic luminal area were detected by histo-
chemistry technique.  The expression of VCAM-1 on aortic intima in Apokrdeficient mice was detected by immunohistochemistry
and Western blotting. Results  Compared with controls, both of pravastatin and simvastatin could delay plaque formation in
ApoE:- deficient mice and diminish plaque size, and could inhibit VCAM-1 expression on aortic intima, which were inconsistent
with their cholesterol lowering effect.  The inhibition of VCAM-1 expression by pravastatin or simvastatin in mice of 10 or 20
There was no significant difference in inhibition of plaque infor

The inhibitory effect of

weeks old was slightly stronger than that in 30 weeks old mice.
mation between pravastatin and simvastatin in view of the dosages used in this study. Conclusions
pravastatin and simvastatin on atherogenesis of sclerotic lesions may crucially contribute to the clinical benefits of HMG- CoA reduc
tase hibitors on coronary artery disease. The inhibition of VCAM-1 expression by pravastatin or simvastatin on aortic intima in
ApoE:- deficient mice may play an important role in the reduction of VCAM- 1- dependent monocytes adhesion to endothelium and re-

flect a new mechanism of statins on antr atherosclerosis, which is probably independent of lipid-regulation.
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Table 1. Reduction of pravastatin and simvastatin on serum
TC in ApoE- deficient mice (g/ L) (x Ts).

Weeks Control group Pra group Sim group
14 43.8%1.7 37.0%1. 6 35.9%2.5°
24 52.9%1.9 38.613.0° 37.3%1.5°
34 58.5%2.4 39.612.3" 38.0%3.7

a: P< 0.05 b: P< 0.01, compared with control group.
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Table 2. Influence of pravastatin or simvastatin on the athero-

genesis in ApoE- deficient mice.

Groups ( n) LA(Hm?) PA(Hm?) PA/LA( %)
34 weeks

Control( 4) 386936 £41201 161786 38041 4
Pra( 4) 372291 £30914 99128 +13600° 26"
Sim( 4) 39741514333 110460 *£18927° 28°

24 weeks

Control( 3) 200182122710 37873 13450 19
Pra(2) 188552 11137 6
Sim(2) 191009 10924 6

a: P< 0.01, compared with control group.
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Figure 1. VCAM 1 expression in aortic wall of 14- week ApoE-
deficient mice (immunohistochemistry, x 200). A: High expres
sion in control ApoE- deficient mice; B: Inhibitory effect of pravastating C: In-

hibitory effect of simvastatin.
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Figure 2. VCAM 1 expression in aortic wall of ApoE- deficient

mice and inhibitory effect of pravastatin or simvastatin( gray

gradient scanning analysis) * 1 P<0.05
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Figure 3.
VCAM 1 expression in aortic wall of ApoE- deficient mice ( West-
ern blotting) .
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