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The purpose of this study was to investigate the effect of ticlopidine on the pharmacokinetics of nimodipine in rats.
Pharmacokinetic parameters of nimodipine were determined in rats after orad administration of nimodipine (16 mg/kg)
with or without ticlopidine (3 or 10 mg/kg). Ticlopidine inhibited cytochrome P450 (CY P)3A4 activity. Ticlopidine sig-
nificantly (p<0.05, 10 mg/kg) increased the area under the plasma concentration-time curve (AUC) of nimodipine and
ticlopidine significantly (p<0.05, 10 mg/kg) prolonged the terminal half-life (t,,) of nimodipine. Ticlopidine signifi-
cantly (p<0.05, 10 mg/kg) decreased the total body clearance (CL,). The absolute biocavailability (AB%) and relative
bioavailability (RB%) of nimodipine by presence of ticlopidine were increased by 14% and by 42%, respectively, com-
pared to the control. Based on these results, the increased bioavailability of nimodipine might be due to inhibition of
the metabolizing enzyme cytochrome P450 (CYP)3A4 in the liver or intestinal mucosa and/or reducing total body clear-

ance by ticlopidine.
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Fig. 1. Inhibitory effects of ticlopidine on CYP3A4 activity.
All experiments were performed in duplicate, and results are
expressed as the percent inhibition.
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Fig. 2. Mean plasma concentration-time profiles of nimodipine following an oral (16 mg/kg) administration of nimodipin to rats
with or without ticlopidine (Mean+SD, n = 6). (@) Control (nimodipine 16 mg/kg, oral), (O) with 3 mg/kg ticlopidine, (W) with

10 mg/kg ticlopidine, (A) IV administration.
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Table 1. Pharmacokinetic parameters of nimodipine after
intravenous (4 mg/kg) and oral (16 mg/kg) administration of
nimodipine with ticlopidine (3 and 10 mg/kg) to rats
(MeantSD, n=6)

Nimodipine+Ticlopidine Njmodipine

Perameters ~ Control
3mgkg 10mgkg v
AUC (ngh/ml) 504+111 576+127 718+156 580+125
Co (Ng/ml) 91421 05+22  103+24
CL,/F(mi/hkg) 8.8+1.9 7.7417 6.1+1.4 22405
Toex () 0.25 0.25 0.25
ty (h) 7.0415 7.8+16 85+1.8 6.9+15
AB (%) 218447 24.8+56 31.0+7.1° 100
RB (%) 100 114 142

“p<0.05 siglificant difference compared to the control.

AUC: area under the plasma concentration-time curve from time zero
to time infinity; C, pesk concentration; T, the time to reach
peak plasma concentration; CL,: total body clearance; ty,: terminal
half-life; RB(%): relative bicavailability; AB(%): absolute
bioavailability.
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