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Bioequivalence of Topamin Tablet to Topamax Tablet (Topiramate 100 mg)
Ji-Hyung Seo, Myung-Jae Lee, Sang-Jun Choi, Jong-Min Kang, Jin-Sung Lee, Sung-Kwon Tak and Kyung-Tae Lee

College of Pharmacy Kyung Hee University, Seoul 130-701, Korea
(Received August 1, 2008 - Accepted August 12, 2008)

ABSTRACT - The purpose of the present study was to evaluate the bioequivalence of two topiramate tablets, Topamax tab-
let (Janssen Korea. Co., Ltd., Seoul, Korea, reference drug) and Topamin tablet (Myungmoon Pharm. Co., Ltd., Seoul,
Korea, test drug), according to the guidelines of Korea Food and Drug Administration {(KFDA). Twenty-four healthy male
Korean volunteers received one tablet at the dose of 100 mg topiramate in a 2x2 crossover study. There were two-weeks
washout period between the doses. Plasma concentrations of topiramate were monitored by an LC-MS/MS for over a period
of 96 hr after administration. AUC, (the area under the plasma concentration-time curve from time zero to 96 hr) was cal-
culated by the linear trapezoidal rule method. Cp, (maximum plasma drug concentration) and T, (time to reach Cy,,) were
compiled from the plasma concentration-time data. Analysis of variance (ANOVA) was carried out using logarithmically
transformed AUC; and C,,... The 90% confidence intervals of the AUC, ratio and the Cg,y ratio for Topamin/Topamax were
log0.88 ~10g1.02 and log0.87 ~log1.03, respectively. These values were within the acceptable bicequivalence intervals of
log0.80~log1.25. Taken together, our study demonstrated the bioequivalence of Topamax and Topamin with respect to the

rate and extent of absorption.

Key words —Topiramate, LC-MS/MS, Bioequivalence
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Figure 3—Multiple reaction monitoring chromatograms of (A} blank human plasma, (B) plasma spiked with 1000 ng/mL topiramate and ni-
flumic acid (10 uL, 5 pg/mL) and (C) plasma sample from a volunteer at 1 hr after the oral administration of 100 mg Topamin tablet (topi-
ramate concentration: 1290 ng/mL).
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Table I-Precision and Accuracy for the Determination of
Topiramate in Human Plasma (n=5)

Concentration  Precision, (C.V.,%) Accuracy (%)

(ng/mL) Intra-day  Inter-day  Intra-day  Inter-day

5 7.3 14.9 106.5 102.2

50 3.7 39 111.6 1123

1000 1.4 43 105.4 107.9

10000 4.1 24 99.6 98.4
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Table II-Bioequivalence Parameters in Normal and Logarithmic Scales for Each Subject Obtained after Oral Administration of
Topamax and Topamin Tablets at the Topiramate Dose of 100 mg

Topamax Tablet Topamin Tablet
Subjects
(ng’ffrg;m) Ln AUC, (n;f;XL) LnCrs Tae(h) (ng‘fﬁ %L) Ln AUC, (ng/";XL) L0 Crs  Toa(h)
Al 47195.0 10.76 1530.0 7.33 0.5 63788.0 11.06 1540.0 7.34 4.0
A2 49373.0 10.81 1890.0 7.54 1.0 56190.6 10.94 2800.0 7.94 0.5
A3 109435.3 11.60 3040.0 8.02 3.0 65111.1 11.08 1850.0 7.52 6.0
A4 94833.7 11.46 3810.0 8.25 0.5 98327.9 11.50 2850.0 7.96 3.0
AS 77266.6 11.26 2210.0 7.70 1.5 73852.1 11.21 2790.0 7.93 1.0
A6 91220.3 11.42 3190.0 8.07 0.5 112889.4 11.63 4230.0 8.35 1.0
A7 70524.0 11.16 2440.0 7.80 2.0 64892.2 11.08 2510.0 7.83 0.5
A8 80290.2 11.29 2810.0 7.94 1.5 74491.9 11.22 2680.0 7.89 2.0
A9 60495.7 11.01 2480.0 7.82 2.0 79362.0 11.28 1670.0 7.42 1.0
AlO 110082.0 11.61 2910.0 7.98 2.0 1149272 11.65 2920.0 7.98 1.0
All 63768.4 11.06 2030.0 7.62 3.0 65563.0 11.09 1620.0 7.39 1.0
Al2 86333.2 11.37 2800.0 7.94 6.0 79699.0 11.29 3600.0 8.19 1.0
B1 106758.8 11.58 4810.0 8.48 0.5 109792.4 11.61 3620.0 8.19 1.0
B2 92572.6 11.44 3140.0 8.05 1.0 88786.6 11.39 3690.0 8.21 1.0
B3 122879.4 11.72 3590.0 8.19 2.0 111258.8 11.62 3070.0 8.03 1.5
B4 123624.8 11.73 3650.0 8.20 1.0 116107.6 11.66 3610.0 8.19 1.0
B5 90609.8 1141 3140.0 8.05 1.0 71797.3 11.18 3070.0 8.03 2.0
B6 128662.6 11.76 3790.0 8.24 2.0 114935.2 11.65 3340.0 8.11 3.0
B7 135963.9 11.82 4930.0 8.50 1.0 121373.5 11.71 3530.0 8.17 2.0
B8 100514.7 11.52 3070.0 8.03 0.5 85704.5 11.36 3410.0 8.13 0.5
B9 61783.2 11.03 3160.0 8.06 0.5 82097.1 11.32 3500.0 8.16 1.5
B10 149879.1 11.92 5180.0 8.55 1.5 123695.6 11.73 5400.0 8.59 1.0
B11 91847.5 11.43 3570.0 8.18 0.5 52656.2 10.87 2630.0 7.87 0.5
B12 123172.2 11.72 3950.0 8.28 0.5 85242.1 11.35 3080.0 8.03 1.0
Mean 94545.3 11.41 32133 8.03 1.5 88022.2 11.35 3042.1 7.98 1.6
(SD) 27743.9 0.31 924.9 0.30 1.2 22473.5 0.26 869.1 0.31 1.3
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Figure 4-Mean (+£S.D., n=24) plasma concentration-time curves of
topiramate following the oral administration of Topamin (O) and To-
pamax (@) formulations at a dose of 100 mg topiramate.

Table HII-Bioequivalence Parameters for Each Volunteer
Obtained After Oral Administration of Topamin and Topamax
Tablets at the Topiramate Dose of 100 mg*

Parameters”
AUC, Cnax
Difference (%) —6.90 -5.33
Test/Ref point estimate 0.94 0.95
Confidence interval (5"  0.88<8<1.02 0.87<6<1.03

“The AUC, and Cpa values were calculated on the basis of In-
transformed data,
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