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Synthesis and Aldose Reductase Inhibitory Activity of Botryllazine B Analogs Having
Hydrogen-bonding Aroyl Groups at the C2 Position

(Faculty of Science, Toho University, *Research Center for Materials with Integrated
Properties, Toho University) oJunna Kawada,! Masaru Goto,' Ryota Saito'?

We have been investigating structure-activity relationships of botryllazine B analogs to
develop novel inhibitors against aldose reductase (AR), which causes diabetic complications.
In this study, we synthesized compounds 1-8 having hydrogen bonding functional groups on
the 2-benzoyl group, and evaluated their AR inhibitory activity. As a result, 1 (ICso = 0.75 uM)
having catechol skeleton exhibited the highest inhibitory activity among the compounds tested.
2 (ICs0=1.52 uM) and 3 (ICsp = 6.27 uM) having one fluoro group showed decreased inhibitory
activities. 4 with two fluoro groups (26% inhibition @20 uM), § with amino group (37%
inhibition @50 uM), and 7 (9% inhibition @30 uM) showed significantly reduced activities.
These results indicate that the introduction of two hydroxyl groups at the m,p-position on the
2-benzoyl group is important for obtaining high AR inhibitory activity, and that the catecohol
bioisosteres did not work in this system.
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