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Effect of atorvastatin on the signal transduction pathway

of oxidized low density lipoprotein
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[ Abstract] Objective  To investigate the cellular signal transduction pathway of vascular smooth muscle cell
(VSMC) proliferation stimulated by oxidized low density lipoprotein(oxLLDL) and the intervention effect of atorvastatin.
Methods  Rabbit aortic VSMCs were cultured in 8 groups. Cell proliferating ability was determined by measuring cell
number and mitochondrial dehydrogenase (MD) activity (MTT assay). Western blotting was used to detect the protein ex-
pression of protein kinase B (PKB), and immunoprecipitation and radioactivity of 2P incorporated into its specific substrate
histon H,B wete used to determine the PKB activity. Results oxLDL increased cell number and MD activity to 1.8-3.2 fold.
PKB activity was elevated by oxLLDL concentration-(5-50 mg/L)and time-(3 min-24 h)dependently , while LDL had no
such effect as oxLDL did. Wortmannin (WT) and atorvastatin markedly inhibited VSMC proliferation and PKB activity,
and reversed all the above effects of oxLDL. Atorvastatin decreased VSMC proliferation, which was impeded completely by
cholesterol precurssor mevalonate(MVA). OxLDL, LDL, WT and atorvastatin had no significant effect on the PKB pro-
tein expression. Conclusions It is suggested that PLLK/PKB signal transduction system be one of the crucial signal path-
way involved in rabbit VSMC proliferation stimulated with or without oxLDL, and atorvastatin inhibit VSMC proliferation
partly by decreasing the synthesis of MVA and inhibiting PKB activity.
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Lipid-regulated kinases: some common
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