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Bioequivalence of Prepulsid Tablet to Cisaple Tablet (Cisapride 5 mg)

Son-Hyuk Kwak, Jin-Kyung Nam, Ge Jiang, Jung-Hee Han, Jong Soo Woo,
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ABSTRACT-Bioequivalence of two cisapride tablets, test drug (Cisaple® tablet: Hanmi Pharm Co., Ltd.) and reference
drug (Prepulsid® tablet: Janssen Pharm. Co., Ltd.), was evaluated according to the guidelines of Korea Food and Drug
Administration (KFDA). Twenty two healthy male volunteers were divided randomly into two groups and administered the
drug orally at the dose of 10 mg as cisapride in a 2} 2 crossover study. There was a week washout period between admin-
istrations. Blood samples were taken at predetermined time intervals for 36 hr and the plasma concentration of cisapride was
determined by a HPLC method. AUC 3¢y, (area under the plasma concentration-time curve from time zero to 36 hr), Cpax
(maximum plasma drug concentration) and Ty, (time to reach Cp,,) were estimated from the plasma drug concentration-
time data. Analysis of variance (ANOVA) revealed no difference in AUCq 3gn, Crax @and Tpax between two products. The
apparent differences of these parameters between two products were less than 20% (i.e., 5.38, 6.17 and 0.00% for AUC,.
36hr Cmax and Ty, respectively). The powers (1-) for AUCq 36t Cimax and Trax Were over 0.9. Minimal detectable dif-
ferences (A) at 0=0.05, 1-$=0.8 were less than 20% (i.e. 17.67, 14.84 and 19.72% for AUCq1gp;, Crax and Ty, tespec-
tively). The 90% confidence intervals (8) for these parameters were also within =20% (i.e. -4.97 <§<15.73, -2.53<
8<14.86 and -11.55< 8 < 11.55 for AUCq.36h, Crax and Tpa. respectively). These results satisfied the criteria of KFDA
guidelines for bioequivalence, indicating the two tablets of cisapride were bioequivalent.

Keywords—Bioequivalence, Cisapride, Cisple®,

Prepulsid®, HPLC
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Figure 1-Chromatograms of (A) blank human plasma, (B) human
plasma spiked with cisapride (50 ng/ml) and internal stadard (IS,

clebopride 50 ng/ml), (C) 3 hr plasma sample after oral admin-
istration of cisapride tablets.
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Figure 2—-Plasma concentration-time profiles of cisapride after oral
administration of Prepulsid®( @®) and Cisaple®(O) tablets. Each
point represents mean concentration (£S5.D.) of 22 normal vol-
unteers.
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Table I-Physical Data and Bloavallablllty Parameters of Cisa ap

Prepulcid and Hanmi Cisaple® Tablets at the Dose of Cisapride

- PR - 9FFE . oA - g A - BT

ride in the Individual Volunteers after Oral Administration of
10 mg

Prepulcid Tablet Cisaple Tablet
Volunteer Age(yr)  Weight(kg)  AUC, 36 Conax Tonax AUC, 360 Conax Tomax
(ng * hr/ml) (ng/mi) (hr) (ng - hr/ml) (ng/ml) (hr)
1-1 27 63 297 372 1.50 164 395 1.50
1-2 26 70 320 35.1 2.00 472 56.8 2.00
1-3 22 75 239 429 1.50 275 448 1.50
1-4 22 68 302 521 1.00 251 445 1.50
1-5 23 63 335 38.7 2.00 345 48.9 2.00
1-6 21 66 385 55.8 2.00 350 555 2.00
1-7 21 67 291 43.1 1.50 266 34.1 1.50
1-8 20 54 382 50.0 1.00 359 80.0 1.00
1-9 27 70 295 448 2.00 390 69.5 1.00
1-10 22 66 287 39.8 1.50 275 363 1.50
1-11 24 64 395 49.8 1.50 571 59.0 1.50
2-1 23 62 404 55.2 1.50 318 42.8 2.00
2-2 23 80 263 30.3 1.50 290 39.9 1.50
2-3 21 62 418 50.1 2.00 266 424 1.00
24 27 57 474 47.0 1.00 231 34.8 2.00
2-5 22 68 523 54.9 1.50 504 63.1 1.50
2-6 21 63 788 70.8 1.50 835 82.1 1.00
2-7 24 78 288 42.6 1.50 388 51.6 1.50
2-8 25 60 409 46.8 2.00 375 43.5 1.50
29 20 64 279 514 1.00 409 574 1.00
2-10 30 69 497 59.5 1.50 450 66.3 1.00
2-11 22 59 240 41.1 1.00 283 40.1 1.50
Mean 233 65.8 359 479 1.50 378 50.8 1.50
(S.D.) azmn (22.5) (0.378) (140) (12.2) (0.345)
Table II-Statistical Results of Bioequivalence Evaluation w0 T o tdle] $-243(0)=0.05, A% (v)=20, AZ3o}

between Two Cisapride Tablets

Parameters

AUCo. a6y Conax Tax
Difference 5.379% 6.169% 0.000%
F value® 2.237 0.322 1.343
Noncentrality (?»)b 3.3328 3.9679 29865
Power (1-B)° 0.88 0.9 0.81
Detectable difference(A)d 17.67% 14.84% 19.72%
Confidence interval (3)° -4.97~15.73 -2.53~14.86 -11.55~11.55

20=0.05, F(1, 20)=4.351, ®0=0.05, v=20, A=Mean X 0.2, “a:=0.05, ‘o=
0.05, 1-B=0.8, °0:=0.05.
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