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Influence of endothelin-1 on apoptosis induced by paclitaxel in
hormone refractory prostate cancer cell line PC3
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[Abstract] Objective To investigate inlluence of endothelin-1 (ET-1) on apoptosis induced by
paclitaxel in hormone refractory prostate cancer line PC3, and further investigate its mechanism.
Methods Hormone relractory prostate cancer cell PC3 was cultured in vitro and divided into control
group, Paclitaxcl group and Paclitaxel + ET-1 group. Distribution of cell cycles and percentage of
apoptotic cells was detected by flow cytometry, and the level of Bel-2, Bax and Bax/Bcl-2 heterodimer
was determined by immunoprecipitation and Western blot.  Results Compared with paclitaxel group,
PC3 cells in paclitaxel + ET-1 group showed a increased GO-G1 percentage and decreased G2-M
percentage in cell cycle and a decrcased percentage of apoptotic cells, and showed a decrcasced
phosphorylation level of Bel-2 and increased Bax/Bel-2 heterodimer level. All results had significant
difference (P <Z0. 05).  Conclusions ET-1 could reverse paclitaxel-induced G2/M phase blockade and
protect PC3 cells from paclitaxel-induced apoptosis by decreasing Bel-2 phosphorylation to influence apoptotic
pathways, thereby reduced hormone refractory prostate cancer cell PC3”s sensibility to paclitaxel.
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Tab 1 Distribution of cell cycles and percentage of apoptotic cells (%,2%5)
Group G0-G1 G2-M Apoptosis
Control 74,14 £3.63 12.81£2.73 13.03+£1.35 10.21£0. 89
Paclitaxel 18.50+£0.79 33.85+£1.78 47.64 12,48 40.16 £ 2. 11
Paclitaxel + ET-1 42.75+1.87 24.93+4. 01 32.31+5.63 21.01£2.20
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Fig 1 Western blot of Bel-2 and Bax

1:Control group; 2:Paclitaxcl group; 3:Paclitaxcl + ET-1 group;
¥ :Phosphorylation of Bel-2
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Tab 2 Protein expression of Bcl-2 and Bax (z£s)
Group phosphorylated Bel-2 Bax/Bel-2 heterodimer Bax
Control 0 0.946 £ 0. 046 0. 684 £0.057 0.974 £ 0. 025
Paclitaxel 0.319+0. 061 1.019£0. 096 0.377£0.036 0.937+£0.039
Paclitaxel + ET-1 0.151+£0.035 0.939+0.042 0.487+£0.015 0.929 £ 0. 041
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