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[ Abstract] Objective To investigate the effects of mifepristone (MIF) on cell cycle arrest and its
regulating proteins in androgen-independent prostate cancer cell line PC-3. Methods The A values of the
prostate cancer cells PC-3 in each group with various concentrations (1,10,50 and 100 wmol/L) of MIF at
different time intervals (24 - 120 h) were detected with MTT assay.0.1% ethanol was used in controls. The
cell cycles of the PC-3 cells treated with 10 and 50 wmol/L of MIF for 48 h were assessed by flow cytometry
(FCM) analysis. Inmunohistochemical and Western blot methods were used to determine the expression of
cyclin D1,bax and bel-2 proteins after treatment with 10 and 50 wmol/L of MIF. Results The A values of
the cancer cells treated with 1 pmol/L of MIF were similar to that of controls( P >0.05) ,while those of the
cells treated with 10,50 pmol/L and 100 pmol/L of MIF were significantly different from that of controls
(P <0.01). MIF markedly inhibited cell proliferation of prostate cancer cells PC-3 in a dose- and time-de-
pendent manner. FCM analysis showed the cell cycle of cancer cells treated with 10 and 50 wmol/L of MIF
for 48h were blocked at G,/G, phase,at which the cell ratio increased from 27.4% (controls) to 50. 4%
(10 wmol/L MIF group) and 59.2% (50 wmol/L MIF group) , showing significant difference between the
treatment groups and controls( P < 0. 05) . Immunohistochemistry showed the bcl-2 expression decreased from
3.53 £0.47(controls) t02.03 +0.74 and 1.83 £0.44 in the cells treated with 10 and 50 wmol/L of MIF,

which was significantly different from that of controls( P < 0. 05) ; the expression of cyclin D1 in the cells
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treated with 10 and 50 umol/L of MIF were significantly decreased to 2. 66 £0.79 and 1.74 +0. 56, as
compared with controls(4.27 £0.98) (P <0.05) ;and the expression of bax increased from 1. 88 +0. 50
(controls) to 2.62 +0.36 (10 umol/L MIF group) and 3.78 +0.31 (50 wmol/L MIF group). Western
blot analysis rex.'ealed the ratio of cyclin D1/B-actin decreased from 0. 82 + 0. 15( controls) to 0.57 +0.09
(10 pmol/L MIF group) and 0.42 +0.13 (50 wmol/L MIF group) (P <0.05). The ratio of bel-2/B-actin
in the cells treated with 10 and 50 wmol/L of MIF significantly decreased to 0.59 +0.09 and 0.47 +0.09,
compared with that of controls (0.78 £0.13) (P <0.05). However, the ratio of bax/B-actin of 50 pmol/L
MIF group (0.74 = 0.11) significantly increased( P <0.01) , while the ratio of bax/B-actin of 10 pmol/L
MIF group (0.63 £0.09)was similar to that of controls (0.51 +0.10). Conclusions MIF can inhibit
proliferation of androgen-independent prostate cancer cell line PC-3 in time- and dose-dependent manner.

The inhibiting effect is through decreasing cyclin D1 protein expression, which blocks cell cycle progression
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in G,/G, phase,and through down-regulating bcl-2 and increasing bax protein expression.
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