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Category:VST pluginsOestrogen receptor-alpha gene expression is regulated by 4-hydroxytamoxifen in response to histone deacetylase inhibition and involved in the antiproliferative effects of progestin withdrawal in human breast cancer cells. Oestrogen receptors (ERs) are involved in the proliferation of breast cancer cells. It has previously been shown
that the steroidal oestrogen receptor-alpha (ER-alpha) has an important role in the growth of breast cancer cells. Whether ER-alpha is expressed in breast tumours in vivo is controversial and little is known about the mechanism(s) by which it is regulated. The aim of the present study was to explore the effect of the antioestrogen 4-hydroxytamoxifen

(4-OHT) on ER-alpha gene expression and the role of specific histone deacetylases (HDACs) in this regulation in breast cancer cells. We report here that 4-OHT caused a rapid and transient down-regulation of ER-alpha mRNA expression. This was associated with an increase in histone H3 acetylation on the 5' promoter region of the ER-alpha gene in both
MCF-7 and ZR-75-1 cells. The ability of 4-OHT to decrease the transcriptional activity of the ER-alpha gene by increasing the acetylation of histones associated with the 5'-flanking region of this gene correlated with the inhibitory effects of 4-OHT on the growth of MCF-7 cells in vitro. Treatment of the cells with trichostatin A, an inhibitor of HDACs, almost

completely prevented 4-OHT-induced ER-alpha down-regulation and abolished the inhibitory effects of the steroid on cell growth. These findings demonstrate a direct link between the inhibitory effects of 4-OHT on the growth of breast cancer cells in vitro and the regulation of ER-alpha gene expression by this oestrogen antagonist. They also suggest that
HDACs might be involved in this regulation.The entertainment industry has exploded with the arrival of user-generated content. People are producing their own media and listening to it in a free market that has significantly reduced the need for intermediaries. In addition, the pace of innovation is accelerating: Users are no longer confined to watching

movies or listening to music on the device of their choosing. They are also carrying other devices and willing to use them for the purpose of multimedia consumption
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