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ABSTRACT-A bioequivalence study of Bestidine™ tablets (Choong Wae Pharma. Corp., Korea) to Dong-A Gaster™
(Dong-A Pharmaceutical Co., Ltd., Korea) tablets was conducted according to the guidelines of Korea Food and Drug
Administration (KFDA). Twenty four healthy male Korean volunteers received each medicine at the famotidine dose of
40 mg in a 2x2 crossover study. There was a one-week wash out period between the doses. Plasma concentrations of
famotidine were monitored by a high-performance liquid chromatography for over a period of 12 hours after the admin-
istration. AUC, (the area under the plasma concentration-time curve from time zero to 12 hr) was calculated by the linear
trapezoidal rule method. C,y (Inaximum plasma drug concentration) and Ty, (time to reach Cp,x) were compiled from
the plasma concentration-time data. Analysis of variance was carried out using logarithmically transformed AUC; and
Chax- No significant sequence effect was found for all of the biocavailability parameters indicating that the crossover
design was properly performed. The 90% confidence intervals of the AUC, ratio and the Cmax ratio for Bestidine™/
Gaster™ were log 0.90-log 1.06 and log 0.98-log 1.20, respectively. These values were within the acceptable bioequiv-
alence intervals of 0.80-1.25. Thus, our study demonstrated the bioequivalence of Bestidine™ and Gaster™ with respect

to the rate and extent of absorption.
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Figure 1-Dissolution profiles of famotidine from Dong-A Gaster™
(®) and Bestidine™ (O) tablets in pH 4.5 dissolution media (n=6,
mean*S.D.).
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Table I-Precision and Accuracy Data for the HPLC Analysis of 200
Famotidine in Human Plasma 180
Concentration _Precision (Coefficient of Variation: %) Accuracy % £ 160
(ng/ml) Intra-day (n=5) Inter-day (n=5) (n=5) = 140
10 (LOQ) 7.29 17.54 116.27 5 120
50 (low) 8.05 13.38 103.05 £
100 (medium) 172 9.71 106.56 g 100
o
500 (high) 1.72 353 109.36 o 80
LOQ: Limit of quantitation }% 60
£ 40
&
e, Bold, A48, A 2 B8 2 I ¢ 20
2~ 0 0
T AT 0 2 4 6 8 10 12
Time(hrs)

8% F OiZE|Ee] 5= F0| ¥ MX0|8E ml2jolE Figure 3-Mean (£S.D., n=24) plasma concentration-time curves
AE of famotidine following oral administration of Dong-A Gaster™ (@)
= and Bestidine™ (O) tablets at the famotidine dose of 40 mg.
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Table II-Bioavailability Parameters for Each Volunteer Obtained after Oral Administration of Dong-A Gaster™ and Bestidine™
Tablets at the Famotidine Dose 40 mg

Gaster™ Tablet Bestidine™ Tablet
Volunteer AUC, Log Crax Log Tonax AUC, Log Cruax Log Tonax
(ng * hr/ml) AUC, (ng/mli) Crax (hr) (ng - hr/ml)  AUC, (ng/ml) Chax (hr)
A-1 564.64 6.34 84.6 4.44 3 410.78 6.02 62.1 413 1.5
A2 49271 6.20 70.3 425 2.5 711.65 6.57 1139 474 2
A-3 814.98 6.70 1257 4.83 3 658.73 6.49 167.2 512 2
A-4 840.27 6.73 135.7 491 3 975.23 6.88 162.5 5.09 2
A-5 549.23 6.31 77.7 4.35 4 48791 6.19 85.1 444 3
A-6 452.32 6.11 74.6 431 3 666.84 6.50 1454 498 1
A7 41472 6.03 80.2 4.38 3 585.74 6.37 90.8 451 2
A-8 507.19 6.23 88.6 448 3 540.23 6.29 944 4.55 3
A-9 770.27 6.65 1274 4.85 4 665.18 6.50 151.8 5.02 1
A-10 744.50 6.61 123.4 432 1.5 810.63 6.70 1242 482 1.5
A-11 817.56 6.71 148.1 5.00 15 702.38 6.55 132.7 4.89 2
A-12 850.72 6.75 123.0 4.81 3 702.45 6.55 1024 4.63 3
B-1 343.44 5.84 61.5 4.12 2.5 385.71 5.96 86.0 445 2
B-2 830.11 6.72 102.5 4.63 6 579.09 6.36 124.1 4.82 4
B-3 1280.16 7.15 174.1 5.16 3 1129.59 7.03 165.4 5.11 4
B-4 1071.50 6.98 146.3 4,99 4 770.36 6.65 1149 474 4
B-5 442.65 6.09 79.3 437 1.5 566.10 6.34 102.3 4.63 2.5
B-6 670.82 6.51 91.7 4.52 1.5 653.31 6.48 90.6 4.51 4
B-7 771.56 6.66 112.6 472 4 788.76 6.67 122.7 4.81 4
B-8 722.19 6.58 107.5 4.68 2.5 889.55 6.79 167.8 5.12 15
B-9 809.78 6.70 164.5 5.10 2.5 750.13 6.62 151.1 5.02 2
B-10 944.30 6.85 157.7 5.06 3 644.42 6.47 80.0 438 1.5
B-11 899.29 6.80 164.1 5.10 1.5 733.98 6.60 174.4 5.16 2
B-12 528.58 6.27 77.3 4.35 2.5 613.62 6.42 100.1 4.61 1.5
Mean 714.14 6.52 11243 4.68 2.88 684.26 6.50 121.33 476 2.38
S.D) (225.41) 0.33)  (34.32) (0.31) (1.05) (166.09) (0.24) (32.91) (0.28) (1.00)

J. Kor. Pharm. Sci., Vol. 34, No. 6(2004)
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Table INI-Statistical Results of Bioequivalence Evaluation between Two Famotidine Tablets

Bioavailability parameters (¢ = 0.05)

Statistical parameter

AUC, Conix
Difference -4.19% 791%
Power(1-B) - >09 > 0.84
F valuea 0.965 0.487
Test/Reference point estimate 0.947 0.952

90% confidence interval

Log 0.90 < § < log 1.06

Log0.98 <& <log 120

The AUC, and C,,, values were calculated on the basis of logarithmically transformed data.

"F(1,22)=4.301
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