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This study was attempted to investigate the pharmacokinetics of phenytoin(4mg kg iv.) in
rabbits pretreated with diltiazem(1 and 2.5mg/kg) for 7 days. The plasma concentration and
area under the curve(AUC) of phenytoin were increased significantly(p{0.05) in rabbits pretreated
with diltiazem(2.5mgkg) compared with those of control rabbits. Volume of distribution and
total body clearance were decreased significantly(p{0.05) in rabbits pretreated with diltiazem com-
pared with those of control rabbits. From the results of this experiment, it is desirable that dosage
ragimen of phenytoin should be adjusted and that therapeutic drug monitoring should be practiced
for reduction of side or toxic effect when phenytoin will be administered with diltiazem in clinical

practice.
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Table 1 Plasma concenfration of phenytoin(ug/mé) in rabbits prefreated with ditfiazem

Diltiazem Pretreatment

Time(hr) Control
1mg/kg 2.5mg/kg
0.017 311 + 462 331 + 432 348 + 459
0.083 218 + 3.62 29 + 325 244 + 278*
0.17 168 + 254 181 + 237 204 + 287*
025 133 + 145 144 + 228 178 + 239*
0.5 106 + 168 116 + 285 142 + 225*
10 790 + 095 891 + 148 107 + 1.8s5*
2.0 541 + 199 632 + 128 741 + 133*
4.0 342 + 057 412 + 078 496 + 0.89*
6.0 234 + 046 284 + 056 3.62 + 0.58
8.0 1.80 + 044 221 + 057 281 + 044*
Mean values + S. E{n=6) * P<0.05
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Fig. 1. Plasma concentration of phnytoin(mcg/mé) in
rabbits pretreated with diltiazem.(n=6)
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Table Il Renal clearance of phenytoin(mé,min) in rabbits pretreated with dilfiazem

Diltiazem Pretreatment

Time(hr) Control
1mg/kg 2.5mg/kg

0 —05 243 + 031 223 + 044 210 + 043
05—1 192 + 031 088 + 0.26 0.78 + 028"
1 —2 152 + 023 168 + 021 148 + 0.22

2 —4 116 + 0.18 1.10 + 017 102 + 0.16

4 —6 1.04 + 014 1.02 + 0.17 092 + 0.13*
6 —8 092 + 0.13 085 + 0.11 081 + 0.11*
Mean 150 + 0.18 142 + 017 134 + 015

Mean values +S E(n=6) * P€0.05

Table 1l Pharmacokinetic parameter of phenyfoin(mogy/mé) in rabbits prefreated with dificizem

Diltiazem Pretreatment

Parameter Control
1mg/kg 2.5mg/kg

a 5439 + 0645 5799 + 0.892 3.814 + 0.568

B 0211 + 0.056 0201 + 0.0423 0.180 + 0.0451
vd 4318 + 432 4032 + 415 3422 + 380"
tys 328 + 056 344 + 056 38 + 023
AUC 467 + 511 557 + 631 676 + 7.62%
Fr 100 1193 + 163 1447 + 105"
Clie 1064 + 211 884 + 142 740 + 9.61°

Mean values + S. E(n=6) * P0.05

Fr : Relative bioavailability to control( %)
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