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Glutathione S-transferase (GST) plays the important role in cellular
detoxification. Unfortunately, this mechanism contributes to the resistance of anti-cancer drug.
Because of this, GST inhibition is required for cancer therapy. Some competitive inhibitors towards
GST has been reported. However, cellular glutathione reduces the effect of the inhibitors. To avoid
this, we developed covalent inhibitor towards GST. As first generation, we developed GS-ESF by
introducing surfonyl fluoride into glutathione. Though GS-ESF inhibited GST in vitro, its low
cellular permeability inhibited the inhibition of cellular GST. As second generation, we developed
CNBSF by replacing one of two nitro groups in CDNB, a major substrate of GST. By biochemical and
cellular assays, we confirmed that CNBSF inhibited GST both in vitro and in cell.
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