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Bioequivalence of Rebamide Tablet to Mucosta Tablet (Rebamipide 100 mg)
Hea-Young Cho, Hyun-Cheol Jeong, Injoon Oh, Jai-Dong Moon* and Yong-Bok Lee'

College of Pharmacy and Research Institute of Drug Development,
Chonnam National University, Kwangju 500-757, Korea
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(Received September 17, 2001)

ABSTRACT-Rebamipide is a novel anti-gastric ulcer agent that has been reported to increase the synthesis of mucus, to
increase the mucosal concentration of prostaglandin, and to promote rapid ulcer healing. The purpose of the present study was
to evaluate the bioequivalence of two rebamipide tablets, Mucosta ™ (Otsuka Korea Pharmaceutical Co., Ltd.) and Reba-
mide™ (Kyung Dong Pharmaceutical Co., Ltd.), according to the guidelines of Korea Food and Drug Administration
(KFDA). The rebamipide release from the two rebamipide tablets in vitro was tested using KP VII Apparatus I method at
pH 6.8 dissolution media. Twenty normal male volunteers, 24.20 + 2.26 years in age and 66.19 + 9.41 kg in body weight, were
divided into two groups and a randomized 2 % 2 cross-over study was employed. After one tablet containing 100 mg of rebam-
ipide was orally administered, blood was taken at predetermined time intervals and the concentrations of rebamipide in serum
were determined using HPLC method with fluorescence detector. The dissolution profiles of two rebamipide tablets were very
similar at pH 6.8 dissolution media. Besides, the pharmacokinetic parameters such as AUC,, Cppay and Ty, were calculated
and ANOVA test was utilized for the statistical analysis of the parameters. The results showed that the differences in AUC,,
Cunax and Ty between two tablets based on the Mucosta™ were -2.57%, 5.77% and -1.47%, respectively. Minimum detect-
able differences (A) at 0=0.05 and 1-B=0.8 were less than 20% (e.g., 12.62% and 17.63% for AUC; and Cy,, respectively).
The powers (1-f) at 0=0.05, A=0.2 for AUC; and Cp,,, were above 99.00% and 88.56%, respectively. The 90% confidence
intervals were within + 20% (e.g., -9.96~4.82 and -4.54~16.09 for AUC, and C,,x, respectively). Two parameters met the cri-
teria of KFDA for bioequivalence, indicating that Rebamide™ tablet is bioequivalent to Mucosta™ tablet.

Keywords—Rebamipide, Mucosta™, Rebamide™, Bioequivalence, HPLC
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Figure 1-Dissolution proﬁles of rebamipide from Mucosta™
(@) and Rebamide™
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Figure 2—Chromatograms of (A) blank human serum, (B) human serum spiked with rebamipide (100 ng/m/) and internal standard (IS, of-
loxacin 200 ng/ml) and (C) serum sample at 90 min after oral administration of 100 mg rebamipide tablet. « =rebamipide peak.
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Table I1-Bioavailability Parameters for Each Volunteer Obtained after Oral Administration of Mucosta™ and Rebamide™ Tablet
at the Rebamipide Dose of 100 mg

, Mucosta™ Tablet Rebamide™ Tablet
Age Weight
Volunteer (yea_r) (kg) AUC{ Cmax Tmax AUCt Cma.x Tmax
(ng - min/m/) (ng/ml) (min) (ng - min/ml) (ng/ml) (min)
A-1 26 74.2 40507.95 233.68 90.00 33677.40 154.69 60.00
A-2 25 73.0 34337.85 140.38 90.00 27703.95 117.71 120.00
A-3 25 79.7 36355.05 159.65 120.00 26580.45 127.89 90.00
A4 20 70.6 31417.65 141.87 120.00 30227.55 183.72 90.00
A-5 26 75.6 31954.80 157.50 120.00 31603.20 197.37 180.00
A-6 26 54.9 28665.15 156.51 120.00 35146.50 154.52 90.00
A-7 23 62.7 29601.60 178.76 60.00 36964.20 246.17 90.00
A-8 20 50.0 36861.90 156.01 60.00 46304.56 240.71 90.00
A-9 24 56.0 38783.55 21043 120.00 31981.20 183.14 90.00
A-10 24 78.3 41893.95 147.82 60.00 40615.50 190.25 90.00
B-1 25 59.0 28154.55 157.75 90.00 27129.45 154.19 90.00
B-2 27 58.7 31716.45 142.86 90.00 43358.25 182.31 90.00
B-3 25 64.2 35143.65 187.77 120.00 33223.20 199.02 60.00
B-4 20 62.0 24888.00 142.36 120.00 26192.55 172.63 90.00
B-5 26 56.1 37552.05 154.35 120.00 28484.70 147.32 120.00
B-6 27 71.3 34605.90 194.47 90.00 39595.65 175.45 120.00
B-7 25 68.5 44705.10 189.43 180.00 37473.76 131.11 60.00
B-8 21 70.2 28450.95 175.69 90.00 22768.65 163.37 90.00
B-9 24 56.5 32472.00 136.65 90.00 27487.50 206.30 120.00
B-10 25 822 42193.35 185.54 90.00 46019.55 214.90 180.00
Mean 24.20 66.19 34513.08 167.47 102.00 33626.88 177.14 100.50
S.D) (2.26) (9.41) (5362.41) (26.17) (28.21) (6899.64) (34.77) (32.68)
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Table III-Statistical Results of Bioequivalence Evaluation between Two Rebamipide Tablets

Parameters
AUC, Crnax Tinax
Difference -2.57% 5.77% -1.47%
F value® 0.164 0.107 0.692
Noncentrality (1) 4.69 3.36 1.93
Detectable difference (A)° 12.62% 17.63% 30.64%
Confidence interval (8, %)° 996 < 5 <4.382 -4.54 < 8 < 16.09 -19.40 < § < 16.46

0=0.05, F(1,18)=4.414, ®0=0.05, v=18, 8=Mean x 0.2, “:=0.05, 1-B=0.8, %0=0.05.
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