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A study of pharmacokinetic interaction

between diltiazem and propafenone in rabbits
Yin Qiping, Wang Hongtu,Zhang Jinghua, Shi Xiaojin
(Department of Pharmacy,Huashan Hospital
Shanghai Medical University 200040)

ABSTRACT A balanced, randomized and crossover study was conducted in six rabbits. Each
rabbit was given diltiazem/propafenone alone or in combination. Pharmacokinetic parameters
of propafenone were significantly changed when coadministration with diltiazem. Its Ke and
cls/F were both Cmax and AUC,.... were increased. On the other hand, some pharma-
cokinetic parameters of diltiazem were also changed after combination treatment. Its cls/F
and Vd/F were both decreased, while its Cmax was elevated. In addition, Cmax of
deacetyldiltiazem, an active metabolite of diltiazem, was also elevated. It was suggested that
the metabolism of propafenone in liver may be inhibited by diltiazem and meanwhile
propafenone may have an effect on the absorption or elimination of diltiazem. From the
above result, it is essential for clinicians to monitor drug concentration when diltiazem is
coadministed with propafenone,and in some case, dosage of these drugs should be adjusted.
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£ 1 DTZ#* PPF ##¥ 4K ¥k
5 ¥ 1 2 3 4 5 6 X+SD tff P
Ke 0.5384 0.4187 0.3408 0.3342 0.3768 0.2470  0.3760-0. 0978
3. 044 % <0. 05
(h-1) 0.2778 0.2616 0.3016 0.2216 0.3023 0.2282 0. 2655+0. 035
11/2(ke) 1.287 1.655 2.033 2.074 1.839 2.806 1.9490. 509
3. 960 % <0. 05
(h 2.495 2.649 2.298 3.127 2.292  3.037 2. 650 0. 361
Vd/F 64.829 95.660 313.826 165.164 64.626 450.676  192. 464+157.57 L 3650.08
(L.kg™") 98.801 145.348 192.397 83.876 61.641 242.550  137. 436 69. 625 ) )
cls 34.904 40.053 106.952 55.198 24.351 111.317  62.129+37.768
3.616 % <0. 05
L.(h.kg)~'  27.447 38.023 58.027 18.587 18.634 55.350  36.011+17.559
AUCo- 1.719 1.498 0.561 1.087 2.464 0.539 1.31140. 740
2. 672 % <0. 05
ug. h.m1-! 2.186 1.578 1.034 3.228 3.220 1.084 2. 055 0. 996
MRT 5.056 5.248 3.678 3.195 4.559  4.745 4.37640.766
0.238>0. 05
(h) 5.332  4.660 4.009 3.910 4.646  3.507 4.34440. 659
temax 0.625 0.569 0.780 0.302 0.733  0.537 0.591+0.170
0.132>>0. 05
) 0.672 0.580 0.762 0.459 0.569 0. 469 0.58540. 117
traas 5.639 5.416 3.018 1.409 4.159  2.304 3. 658%1. 707
1. 800>>0. 05
) 3.060 2.959 2.984 1.482 4.497 2.219 2.70041.199
Cmaxl 99.110 102.305 115.554 453.178 385.360 104.181  226. 615+ 154. 961
3.534 % <0. 05
(ng.ml=1)  212.439 292.288 228.553 863.346 563.522 365.564 420. 925+ 251.458
Cmax2 326. 369 245.586 205.354 353.04 339.456 85.181  259.164+103.078
3.616 % <0.05
(ng.ml=1)  438.824 385.546 227.942 735.108 649.483 292.887  454. 965:£199. 602
8B E1T N F PPF By PPF 2520 8%, T47 54 /8 PPF Ml DTZ B4 PPF &3h¥ 5
£ 2 PPF* DTZ ##1¥ 4% ¥H
s ¥ 1 2 3 4 5 6 X+Sb t P
Ke 0.3328 0.1484 0.2949 0.2292 0.2472 0.3804  0.27722:0. 082
0. 0306>0.05
(h=1 0.1579 0.2751 0.2070 0.3112 0.3889 0.2442  0.25570. 067
t1/2(ke) 2.082 4.670 2.350 3.024 2.803 1.822 2.79241. 022
0.155>0. 05
(h) 4.389 2.519 3.348 2.227 2.045 2.838 2. 894 0. 8666
Vd/F 127.563 340.238 208.318 167-094 193.143 98.993  189. 224+ 84. 401
2. 278 % <<0. 05
(L.kg=')  116.560 95.104 103.826 95.47 69. 068 130.229  101.706420.913
cls 42.453 50.491 61.433 38.298 47.745 37.657  46.346+8.989
4.172 % <0. 01
L.(h.kg)~!  18.405 26.163 21.492 20.703 23.407 31.802  25.162-+5.058
AUCo-w 0.848 0.713 0.586 0.940 0.754  0.956 0. 800+0. 143
4.224% % <0.01
ug. h.m1-! 1.956 1.376 1.675 1.212 1.538 1.132 1. 48240. 307
MRT 4.637 7.586 4.083 4.986 3.997 3.614 4.81741. 441
0. 452>>0. 05
h) 7.056 3.195 5.376 3.614 3.195 3.835 4.378+1. 539
1.196 2.340 2.002 1.558 0.587 0.561 1.37440.731
tmax 1.462>>0. 05
2.108 0.538 0.750 0.364 0.585  0.319 0.77740. 670
Cmax 61.482 112.129 151.380 168. 880 183.693 264.718  173.714=50. 687

(ng.ml_,) 216. 484 512.025 278. 340 377.797 454.702 556.172

399.253+133. 342

4. 484 % = <0.01
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#£ 3 PPF 4 DTZ K4 DADZ 65 % +h

5 ¥ 1 2 3 4 5 6 X+SD t{f P
Ke 0.1292 0.3491 0©.1619 0.1591 0.1993 0.151 0.1916 0.0804
0.565>>0. 05
¢h~1) 0.1754 0.1592 0.2934 0.1262 0.4029 0.181 0.2231 0.1046
t1,2(ke) 5.364 1.985 4.280 4.356 3.477 4.580 4.007 1.161
0. 548>>0. 05
h 3.951 4.353 2.362 5.491 1.720 3.814 3.615 1.369
AUGCo—w 2.451 1.547 4.326 4.696 3.189 3.277 3.248 1.165
2. 238>>0. 05
ug.h.ml_, 3.808 6.439 7.924 5.102 3.079 4.016 5.061 1.827
MRT 10.14 5.436 9.834 9.371 7.302 8.500 8.434 1.795
1. 708>>0. 05
(h) 5.957 7.469 5.861 7.807 5.119  8.438 6.775 1.308
traax] 0.632 1.391 2.084 2.146 0.344 0.576 1.196 ©0.795
1.544>>0. 05
(h 0.924 0.756 0.359 0.360 0.740 0.392 0.588 0.248
tmax2 6. 858 3. 383 8. 440 6.016 6. 024 5.858 6.096 1.643
0. 928>>0. 05
(h) 2.943 3.131 3.800 1.909 7.151  9.767 4.784 3.026
Cmax1 336.950 127.821 351.704 338.471 676.453 321.765 358.861 176.956 5515 % <0.05
. * N
(ng.ml1~1)  422.757 992.006 1012. 366 599. 018 579.800 812.274 786.370 232.412
Cmax2 294. 238 287.785 314.240 368.304 202.111 299.509  294.864 53.980 2 08050. 05
(ng.ml=1)  315.461 625.548 930.490 614. 170 626. 240 264.999 502.157 268.294 ' )
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