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Abstract

The pharmacokinetics of oral lidocaine and nifedipine and
hemodynamic effects of nifedipine were studied in 10 cirrhotic patients and
10 healthy volunteers. Ten patients with liver cirrhosis were diaghosed on
the basis of clinical and biochemical data and classified according to
Child-Pugh criteria. In a randomized two-way crossover desigh, each
subject received 50 mg of lidocaine solution and 10 mg capsule of
nifedipine with one week wash out period. Blood samples were collected
before each dose and during 5 hours for lidocaine or 8 hours for
nifedipine after dosing. At the same inten;al for nifedipine, heart rate
and blood pressure were measured. Plasma concentrations of lidocaine

and nifedipine were determined by the method of fiuorescence polarization

immunoassay (FPIA) with TDx system and high pressure liquid chro-



matography (HPLC), respectively. One compartment model analysis was
used to estimate pharmacokinetic parameters. After oral lidocaine, cirrhoﬁc
patients had a longer time to. peak concentration (Tmax). a longer
elimination half-life (t1,2), and a higher area under the curve (AUC)
when compared to healthy volunteers. There were no - significant
differences in peak plasma concentration (Cpax) and elimination rate
constant {Kg|) in the two groups. After oral nifedipine, cirrhotic patients
had a longer elimination t1 /5 , lower Kg ahd higher AUC. Tpax was
slightly longer but not significant. Cgx was not differences between two
groups. At peak concentration in patients group, there were more
decrease in the sysiolic biood pressure and less increase in heart rate.
Marked interindividual variation in pharmacokinetic parameters of lidocaine
and nifedipine and hemodynamic effects of nifedipine have been observed
in this study. | Although large interindividual variability exists, there are
considerably altered pharmacokinetic parameters inr patients with liver

cirrhosis.
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