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Discovery and structural analysis of metabolites of vitamin D3 lactone by cytochrome P450
(‘Graduate School of Engineering, Tokyo University of Agriculture and Technology, *Toyama
Prefectural University, >*JEOL Ltd.) OKazuto lijima,' Ryota Sakamoto,' Akiko Nagata,' Yuka

Mizumoto,! Naoto Nakaya,> Kaori Yasuda, > Toshiyuki Sakaki,> Masaki Takiwaki,® Yoshikuni
Kikutani,® Seketsu Fukuzawa,’ Minami Odagi,' Masayuki Tera,'! Kazuo Nagasawa'

Vitamin D3 (VDs) (1) is metabolized by CYP24A1 to VDs-23,26-lactone (2). The lactone 2
has been regarded as one of the final metabolites of 1. In this study, we report the identification
of the enzyme that metabolizes 2 and the identification of its metabolites based on synthetic
chemistry. HPLC analysis confirmed that 2 is metabolized by CYP3A4. Furthermore, the
retention times of the obtained metabolites in HPLC were consistent with those of the synthetic
40(OH)Ds-23,26-lactone (3) and 4p(OH)D3-23,26-lactone (4), respectively.
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