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Abstract

<FONT face=Verdana=>AIM: To investigate the antiproliferative mechanisms of
probucol in rat aortic smooth muscle cells (RASMCs) stimulated by basic fibroblast
growth factor (bFGF) and hydrogen peroxide (H<SUB>2</SUB>0<SUB=>2</SUB>).
METHODS: Effects of probucol on cell cycle, DNA synthesis, proliferation and
apoptosis in the presence of bFGF and H<SUB>2</SUB>0<SUB>2</SUB> were
observed by means of MTT test, cell number counting, [3H] -TdR incorporation,
FCM and RT-PCR. RESULTS: @ Probucol significantly inhibited proliferation and DNA
synthesis in RASMCs stimulated by bFGF and H<SUB>2</SUB>0<SUB>2</SUB=>,
with a dose-dependent manner. Cell numbers, A value and [3H] -TdR
incorporation in probucol+bFGF group and
probucol+H<SUB>2</SUB>0<SUB>2</SUB> group were reduced by 40.0%, 39.1%,
45.5% and 46.9%, 45.0%, 39.5%, respectively, compared with bFGF group and
H<SUB>2</SUB=>0<SUB>2</SUB=> group (P<0.05, P<0.01, respectively). @
Probucol protected against bFGF-induced VSMCs proliferation through inducing cell
growth arrested at G<SUB>0</SUB>/G<SUB>1</SUB=> phase and
H<SUB>2</SUB>0<SUB>2</SUB>-induced RASMCs proliferation through inducing
cell apoptosis as well as cell growth arrested at G=SUB>0</SUB>/G<SUB>1</SUB>
phase. @ bFGF and H<SUB>2</SUB>0<SUB>2</SUB> increased ERK1 mRNA
expression by 4 and 6 times and decreased MKP-1 mRNA expression to 62.4% and
82.2%, respectively, compared with controls. Probucol attenuated the increases in
bFGF- and H<SUB>2</SUB>0<SUB>2</SUB>-stimulated ERK1 mRNA level and up-
regulated H<SUB>2</SUB>0<SUB>2</SUB>-decreased MKP-1 mRNA level,
however, no effect on MKP-1 mRNA expression down-regulated by bFGF was
observed. CONCLUSION: Probucol dramatically suppresses bFGF-and
H<SUB>2</SUB>0<SUB=>2</SUB=>-stimulated RASMCs proliferation by inhibiting cell
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cycle progression via down-regulating ERK1 mRNA transcriptional level, as well as
inducing cell apoptosis.</FONT>
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