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Synthetic studies of PROTAC for vitamin D receptor

(‘Graduate School of Engineering, Tokyo University of Agriculture and Technology, *Toyama
Prefectural University) ORino Tsutsumi,' Ryota Sakamoto,' Yuki Okamoto,” Kaori Yasuda,’
Toshiyuki Sakaki,” Kazuo Nagasawa'

The vitamin D receptor (VDR) mediates diverse physiological functions through binding to
1,25D; (1), and its overexpression has been implicated in the pathogenesis of autoimmune
diseases, making it a potential therapeutic target. In this study, we explored a PROTAC-based
protein degradation strategy targeting VDR.  Compounds 3-5 were designed and synthesized,
and their biological evaluation revealed that all compounds retained VDR binding affinity.
Notably, compound 4 exhibited pronounced VDR degradation activity.
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