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Activation of rat liver microsomal glutathione S-transferase
by chlorambucil and cyclophosphamidein vitro
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Abstract

AIM To study whether chlorambucil (CHB) and cyclophosphamide (CP) activate rat liver microsomal glutathione S
transferase (MGST) by akylation. METHODS Partialy purified mGST was incubated with CHB or CP in vitro, kinetic
parameters of mGST were measured. N-ethyl maleimide (NEM) activation and dithiothreitol (DTT) reversibility tests were
performed to demonstrate the relevant mechanism. RESULTS The activity of mGST was activated by CHB or CPin a
concentration and time-dependent manner. NEM can enhance the increased activity pretreated with CHB or CP, while
DTT failed to reversed the effect of CHB or CP on mGST activity. The mGST total activation on Cy49-SH after CHB or
CP pretreatment by alkylating agent NEM was similar to that of NEM alone group. CONCLUSION  Rat liver mGST can

be activated by CHB or CP, possibly viaalkylating of the single cysteine (Cys™) in mGST.

Key words enzyme activation microsomes glutathione transferases chlorambucil
cyclophosphamide glutathione

DOI:

WINEHE X K zhengying72@163.com




