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Explore the drug-induced hepatotoxical susceptibility by oxidative stress
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Acetaminophen (AA) is a widely used analgesic and antipyretic drug. This study
evaluated to identify mRNAs (carried in the blood of male ddY mice) capable of predicting susceptibility
to AA-induced hepatotoxicity. Blood AA concentration did not differ significantly between mice with and
without AA-induced hepatotoxicity. We compared blood mRNA expression levels between mice with (positive,
serious or lethal injury) and without hepatotoxicity in the AA-treated group. The transcript levels of
interleukin-encoding loci 1113 , 1110, and tumor necrosis factor (Tnf) were increased in the lethal
injury group. Transcripts of the loci encoding transthyretin (Ttr) and metallothionein 1 (Mtl) showed
increases in the liver injury group, while those of the glutathione peroxidase 3 encoding locus (Gpx3)

were decreased. These results indicate that these mRNA expression in mouse blood may provide useful
surrogate markers of AA-induced hepatotoxicity.
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[Treatment schedule]
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ddY male mice by tail cut 500 mg/kg (p.o.) by decapitation
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Category of acetaminophen-treated mice
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Fig. 2
(Table 1)
Table 1.4 inohen (AA) h icity in ddY mice.
Plz= centration
Category of group AST ALT cfamtmineizn(Ad)  p oo
(mumber) (Karmen Units) (ng/mL) tio
Total (150) 13582275 14904365 365430 100.0%
Group A(35) P T4+ S 2k quy
HepatotosciyNegative® 1104 43%3 974154 36.8%
Group B (93)
“HepatotomicityPositive” 22501441 25301502 789455 62.2%
GroupCO3) 45064803  5175+1147 797101 35.3%
Serious Injury’
Group D(18) fone nons none 12.0%
“Lathal Injury”
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Table 2.A inohen (AA)h icity in ddY mice (Fasted group).
Plasms concentration
Category of group AST ALT af zeet=minophen (A4) .
(number) (Karmen Units) (ng/mL) Ratio
Total (80) T791£723 4473+ 549 92640 100.0%

Group A(0) o

"Hapimmeiryl\'a_n[ka" nons none none %

GroupB (80)

‘Hepatotodcity Positive”™ 1791+ 723 4473+ 549 926140 100%
GroopC Ol g3604723 4805+ 367 932+ 43 6358%
“Serious Injury™
Group D (24) none none none 30.0%
“Lathal Injury”
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