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As a model of oxidative stress, thioacetamide (400 mg/kg body weight) was administered to
rats. After 12 h plasma GOT and GPT were significantly higher than that of the control group.
These results indicated that the necrotic process was initiated at about 12 h and developed
thereafter. By co-administration of dimethyl sulfoxide (DMSO, 18 and 1 h before, and 8 h
after administration of thioacetamide: each time, 2.5 ml/kg body weight, p.o.), plasma GOT
and GPT were even comparable to the control group, showing that DMSO totally prevented
the necrotic action of thioacetamide. After 12 and 24 h of thioacetamide administration, the
hepatic level of vitamin C, the most sensitive chemical indicator of oxidative stress, decreased
significantly, indicating that oxidative stress was significantly enhanced 12 h after
thioacetamide intoxication and thereafter. DMSO totally restored the liver vitamin C level,
demonstrating that DMSO effectively ameliorated the oxidative stress caused by thioacetamide,
resulting in the prevention of necrosis of the liver. Phosphorylated c-Jun NH,-terminal kinase
(INK) and significantly increased transiently 12 h after treatment with thioacetamide.
Phosphorylated extracellular signal-related kinase (ERK) 2 was significantly increased 6-12 h
after thioacetamide injection. DMSO treatment inhibited the change of these MAPKSs by

thioacetamide.
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Table 1. Change in plasma GOT and GPT and liver concentrations of vitamins C and E

6h 12 h
Control Thioacetamide Thioacetamide
Thioacetamide Thioacetamide
+DMSO +DMSO
GOT
84.7+t295% 118.9+31.6° 96.8+40.2% | 515.9+150.4° 125.3+38.8°
(Karmen units)
GPT
38.7+22.8° 48.0+16.0° 415+19.12 107.7+42.6 36.4+10.7¢
(Karmen units)
Vitamin C
1971.2+259.2% | 1994.6+110.8% | 2138.7+136.8% | 1177.7+234.7° 2283.4+141.0°
(nmol/g liver)
Vitamin E
35.0+3.6% 36.2+5.6% 34.4+52% 38.2+3.7% 40.4+6.0°
(nmol/g liver)
24 h
Thioacetamide Sham
Thioacetamide
+DMSO
GOT
4878.3+1170.5 95.9+38.5% 60.8+4.9°
(Karmen units)
GPT
1677.8+158.9 371+9.0° |309+51°
(Karmen units)
Vitamin C
649.7+304.4° 1888.7+170.7* | 1914.6+153.9%
(nmol/g liver)
Vitamin E
32.2+3.3 34.9+24% 425+52%
(nmol/g liver)

ML Z S| 29 & SILDINKD Y UERbid e ¥ 2 VCRBDT 5T 47 T
S NEBL2M%ICAEEICTLE L, 2 OREIIRREA L 2O TTHE & INKIETELDS
IFIEFRFFICEZ A2 Z 2B LTS, U U b S 7zp38 MAPKIZT A7k h 7 2



R ¥ 5142405 W CH B LT,

—FH HEFE ST AL EZ SN TWAERKAIF AT 7 I REEH46-1205 0 F
WERPE T R LN TUE L QU s, BE6IFZITE X 2 U CICB b B 5 LT T
éo

Fig. 2. Densitometry of phospho-MAPK in the livers of the control, sham, thioacetamide, and
thioacetamide+DMSO groups.
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