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Pharmacokinetics of Acetaminophen in Rabbits with
Carbon Tetrachloride Induced Hepatic Failure

Jin Hwan Lee, Jun Shik Choi-and Jin Pil Burm

The pharmacokinetics of acetaminophen administered intravenously(20mg/

kg) was investigated in the rabbits of carbon tetrachloride induced hepatic
failure.

The blood level, the total AUC and the biological half life of écetaminophen
were increased significantly in hepatic. failure rabbits compared with those
of normal rabbits.

The urinary excretion and the overall elimination rate of acetaminopben were
decreased significantly in hepatic failure rabbits.

There was significant relationship between GOT value and AUC or biological
half life of acetaminophen.
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BEME—ol A Eolv] =4 (USP, Sigma Co.), AFAsbeka (Ft—k), ¢-alek (L), <1
A(F¥e—#4), #¥}al(Sigma Co.), AN EE (Ft—%) trichloroacetic acid(RIYE—#%)
o-nitroaniline (F1¥:—#%), sodium nitrite(FE—#%) = GOT, GPT set(HEAZE) &
AF 2 AL

BRAE—2.040.1kg §ithke HHERE & B 6vlelE sl AFdstata 0.05ml/kg
0.15mi/kg, 0.5mi/kg3 &% RrFiEgtshel 24850 % Soleh(25%) 4ml/kg® R TS
of BEBAZ # T EPRS web 2@ Rl RREN Eeldddl F2E #HAS
et obAlEolm) s 20ml/kg-S WARELELZE % 30, 60, 120, 180, 2404 MIRE RE #
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Table I —Pharmacokinetic Parmeters of Acetaminophen Administered Intravenously in

Rabbits Pretreated with Various Dose of CCly

CCl; Dose (mi/kg)

Parameter
Normal 0.05 0.15 0.50

AUC  86.745.31* 135.7+9.56 285.9-+8,92 278.6+9.88
CLr 1.65:-0. 08 1.01+0.12 0.6740.05 0.68--0.06
B 0.1537+0.0113 0.07910. 0122 0.04874:0.0124 0.048140. 0159
P 7.3849+1,6914 6.58030.5345 5.8326-0.7096 5.83291+1.2328
vd 945, 64-42. 6 778.2422.8 451.0+18,2 455,64+26,7
tie - 4.510.3 8.7+0.7 14.244.0 14, +4.1
GCT  53.%+5.2 272418.1 380+18.6 420+18.6
GPT  49+10.0 254+15.2 33445.4 355+15.2

Key . %, Mean value +S.E.
AUC, Area under the blood level curve for 0~4hr. (gg/m!. hr);
CLr, Average mean value of renal clearance (m!//min);
B, Overall elimination slope (hr~Y);
a, Distribution slope(hr™!);
Vd, Volume of distribution (mi/body);
t1,28, Half life at § (hr);
GOT, Glutamic oxalocetic transaminase(Karmen Unit);
GPT, Glutamic pyruvic transaminase(Karmen Unit);
All, Values are significantly different from (p<0.01) except (p<0.05)
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Figure 1—Blood level or acetaminopnen Figure Z—Plot of GOT and AUC or t;; of
administered intravenously(20mg acetaminophen in rabbits with
/kg) in rabbits pretreated with carbon tetrachloride-induced hep- '
various dose of CCl;. All values atic failure, Significant(p<0.01)
are significantly different (p< relationship was found between
0.01) to those of normal except GOT and AUC or t12.
CCl, 0.05mi/kg (p<0.05). ' Key: @, v=0.564x+37.9(r=0.92);
Key : A, Normal; B, CCL 0.05mi/kg; C, O, y=0.028x+2.58(r=0.97)

CCl, 0.50mi/kg; D, CCl, 0.15mi/kg.

GOT GPT9t AUC =& £x¥etel MfR—GOT GPT & GOTS AUC =& 4iiishe] B
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A& 4 v 7FeAel AU ol ol otAEolulale] £E £AARolER
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1. Agistelael o3 FFRBER B ol Eotnles e ihiEet AUCE IEFKRE Hsl
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