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Adduction of desmethylar zoxifene with glutathione and their inhibitory
effect on glutathione S-transferase
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Guangzhou 510150, China

Abstract

OBJECTIVE To investigate the interaction of active metabolite desmethylarzoxifene (DMA) of arzoxifene with
glutathione (GSH) and glutathione S-transferase (GST). METHODS SD ratswereip given DMA 10 mg * kg‘l, oncedaily,
for 3 d and sacrificed on the 4th day. The DMA-GSH adducts were isolated from their livers, and identified and compared
with DMA-GSH adductsin rat liver microsomal incubations using LC-MS. GST activity assays were performed and the
inhibitory effects on GST in vitro by raloxifene, 4-OH tamoxifen, and DMA were compared. In addition, the inhibitory
rates of different concentrations of DMA were assayed and the I C ) was calculated accordingly. RESUL TS In vivo
experiments showed that DMA diquinoid metabolites could form GSH adductsinrat livers. LC-MS analysis identified an
abundant isomer of DMA di-quinone methide and GSH adducts, as a double charged ion 2* ot m/z 384. GST enzyme
activity assays indicated that DMA inhibited GST activity in a concentration-dependent manner, and about DMA 20
pmol « L™ could inhibit GST activity by over 90%. Compared to raloxifene and tamoxifen, DMA was the strongest
inhibitor for GST, with asignificant higher inhibitory rate than that of raloxifene and tamoxifen (P<0.01). CONCL USION
DMA can react with the thiols of biomoleculesin vivo and in vitro, which suggested the potentia biological effects of
arzoxifenein clinic usage.
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