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Synthesis and Aldose Reductase Inhibitory Activity of Botryllazine B Analogues Modified
with Arylsulfonyl and Arylsulfinyl Groups at the C2-Position

(Toho University, *Research Center for Materials with Integrated Properties, Toho University)
Yu Shirai', Masaru Goto!, Ryota Saito'-

Inhibition of aldose reductase (AR) in the polyol metabolic pathway is considered to be
effective in the treatment of diabetic complications, and various aldose reductase inhibitors
(ARIs) have been developed. We have been demonstrating structure-activity relationship
studies of botryllazine B analogues as aldose reductase inhibitors. In this study, we designed
and synthesized new analogues (2-4) in which the carbonyl group at the C2-position of
botryllazine B was converted into sulfonyl, sulfinyl, and sulfide groups, to investigate whether
these transformations affect the AR inhhibitary activity or not. The results showed that 2 with
sulfonyl group was the most potent, followed by the sulfinyl derivative 3. The sulfide derivative
showed only moderate activity, indicating that the acidity of the hydroxyl group on the C2

benzoyl is important for increasing the AR inhibitory activity.
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