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Syntheses of novel VDR ligands with potent anticancer activity
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The sKnthesis of (24R)-2alpha-[2-(tetrazol-2-yl)ethyl]-1lalpha,24,
25-trihydroxyvitamin D3, which is the major metabolite of 2 alpha -[2-(tetrazol-2-yl)ethyl]-lalpha,
25-dihydroxyvitamin D3 (AH-1) by CYP24Al, has been achieved. Convergent syntheses of novel
19-norvitamin D analogs with a azole at the C2 position possessing the alkyl linker have been
achieved. These syntheses are characterized as useful syntheses with the high efficiency and yield,
so that other ligands would be synthesized in these synthetic ways. Binding affinity for vitamin D
receptor (VDR) of these ligands, transactivation activity of osteocalcin promoter in HOS cells, and
metabolism by CYP24Al1 have been also studied.
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