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Transcriptional re?glatory mechanisms involving epigenomic modifications that
define the antiproliferative effects of Vitamin D3 on prostate cancer.
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The current investigation revealed the regulatory mechanism governing the
expression of the transcriptional factor HOXC9, elucidating its involvement in the androgen-induced
proliferation of human prostate cancer LNCaP cells, as well as its contribution to the
anti-proliferative effect of Vitamin D3. HOXC9 was found to undergo transcriptional repression
through DNA methylation in an androgen-dependent manner. Multiple analyses conducted using HOXC9
stable LNCaP cells, which maintained HOXC9 expression under androgen administration, demonstrated
the interaction between HOXC9 and androgen-activated AR transcriptional complexes, leading to the
inhibition of AR binding to its target DNA sequences. In essence, the down regulation of HOXC9 in
prostate cancer is believed to maintain an intracellular environment conducive to androgen-dependent

proliferation, while vitamin D3 induces HOXC9 expression to inhibit androgen activity, contributing
to its anti-proliferative effect on prostate cancer.
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