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Protective effect of S-(1,2-dicarboxyethyl)glutathione on
acetaminophen-induced hepatotoxicity in rats
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Abstract: The administration of acetaminophen (APAP, 500 mg/kg, i.p.) produced liver necrosis and
increased aspartate aminotransferase (AST) activity in serum. The pretreatment of
S-(1,2-diethoxycarbonyl)glutathione isopropyl ester (DCE-GS triester, 2.0 mmol/kg, p.o.) prevented
hepatic necrosis and the elevation of serum AST activity by 99.9%. DCE-GS triester inhibited more
strongly APAP-induced hepatotoxicity than glutathione (GSH), DCE-GS and other esters of DCE-GS.
To clarify this protective effect, the hepatic GSH concentration was determined 2 h after APAP
administration. It was found that the DCE-GS triester administration significantly inhibited the GSH
depletion caused by APAP, suggesting that the protective effect of DCE-GS triester on APAP-induced
hepatotoxicity was induced partially by higher GSH level in liver via activation of
v -glutamylcysteine synthetase.
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A K TINREM S 40CIZRD, 7 v b
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DCE-GS kU AT ik 123 = 7 99. 9

KAEIX, ¥ + S, D. (n=6-8) . *p<0.05, *p<0.001.
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# 4 DCE-GS 3 L NZ D= 2T /LK Dp-GCS {FPEIC R+ 5 %

%
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(mU/mg protein)

ay br—L 4.34 100
DCE-GS 13.0 300
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