B104-1vn-04 AAfLER H102EFFR (2022)

4,25 o FAXUES I DsDEBREUAEF T
CRETREE L BILRK? AREF 3) OKAK #EfE' - kB #AF - K BX
Ve dad el - fRE —FH Y - R fERR 2 - i Rl 2 - s FEE] D - fmiR A -
HEAR B SFOEAT ! RiE IR

Synthesis of 4, 25-dihydroxyvitamin Ds and evaluation its biological activities ('Graduate
School of Engineering, Tokyo university of agriculture and technology, *Department of
Pharmaceutical Engineering, Faculty of Engineering, Toyama Prefectural University, *JEOL
Ltd) OYuka Mizumoto,' Akiko Nagata,! Ryota Sakamoto,! Miho Iwaki,! Kazuto Iijima,!
Kaori Yasuda,? Toshiyuki Sakaki,”> Koji Takahashi,> Seketsu Fukuzawa,® Minami Odagi,'
Masayuki Tera,! Kazuo Nagasawa!

4,25-dihydroxyvitamin D; (1), a metabolite of CYP3A4, isn’t known for its biological
activity. We synthesized 1 and evaluated VDR binding affinity, CD ring side chain metabolism
by CYP24A1. TMS-ethynylation of 2 derived from L-(-)-malic acid afforded 43-OH alkyne
product 3a selectively. In addition, 4a-OH alkyne 3b was synthesized by oxidizing 3a and
reducing with L-Selectride, and 1a and 1b were synthesized through 8 steps, respectively. The
VDR binding affinity was low in both 1a and 1b. In the metabolism of the CD ring side chain
by CYP24A1, 1a was more stable than 1b, and the stereochemistry of the 4-OH group was
greatly involved in the metabolic stability.
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