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Abstract—This study was attempted to investigate the pharmacokinetics of cyclosporine (10 mg/kg,
oral) in rabbits with CCl and bile duct ligation-induced hepatic disorder. The area under the curve
(AUC) of blood cyclosporine concentration versus time was significantly increased (p¢0.01) in rabbits
with CClrinduced hepatic disorder. Elimination rate constant (Kel) was significantly decreased (p<0.05,
p<0.01) in rabbits with CCly and bile duct ligation-induced hepatic disorder. Volume of distribution
(Vdss) and total body clearance (CLtot) were significantly decreased (p{0.01) in rabbits with CClein-
duced hepatic disorder. But Vdss was significantly increased (p<0.01) in rabbits with bile duct ligation.
Maximum blood concentration (Cmax) and time (Tmax) to reach the Cmax in normal rabbits were 343
ng/m! and 0.94 hr, respectively. Cmax and Tmax values in rabbits with CClrinduced hepatic disorder
were 874 ng/ml and 2.71 hr, respectively. Cmax and Tmax values in rabbits with bile duct ligation were
105ng/ml and 2.834 hr, respectively. From results of this experiment, it is desirable to do therapeutic
drug monitoring of cyclosporine for effective treatment when the cyclosporine is administered to pa-
tients with liver disorder in clinical practice.

Keywords [ | Pharmacokinetics, cyclosporine, CCL and bile duct ligation-induced hepatic disorder,
therapeutic drug monitoring.
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Fig. 1— Calibration curve of cyclosporine in blood by
TDX-FLX.
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Fig. 2— Blood concentration of cyclosporine in rabbits
with carbon tetrachloride and bile duct ligation—
induced hepatic disorder.
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Table I-— Pharmacokinetics of cyclosporine in rabbits
with CCl; and bile duct ligation-induced
hepatic disorder

Parameters  Normal CCl, Bile Ligation
sGOT 26.1+4.8 272433 251+30
sGPT 20.2£3.5 165+22 146+19
Kel 0.1621+0.032 0.111+0.025*0.103+0.028""
Vdss 458+6.6 10.8+1.2** 958+9.7"
CLtot 8.01+0.72 1.12+0.26** 8.74+0.96
Tx 429+0.79 6.25+132" 6.76+0.92**
MRT 5.70+£0.76 9.70£1.28** 11.0+2.1**
AUC 1248+224  89291+989** 11441221
Cmax 3431+ 4 874+98** 105+23**
Tmax 0.941+£0.190 2.71+0.33** 2.83+0.31**

Mean+SD (n=6), Significantly different from the nor-
mal (*p{0.05, **p<0.01)

Kel (hr"), Vdss (L/kg), CLtot {L/hr/kg), Ty (hr), MRT
(hr), AUC (ng/mi - hr), Cmax (ng/ml), Tmax (hr).
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