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Bioequivalence Evaluation of Pylocin Tablet to Klaricid Tablet
(Clarithromycin, 250 mg)
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The bioequivalence of two clarithromycin tablets, the Klaricid™ (Ciba-Geigy Korea Ltd.) and the
Pylocin™ (Kyungdong Pharmaceutical Co., Ltd.), was evaluated according to the Korean Guidelines
for Bioequivalence Test (KGBT 1998). Sixteen healthy male volunteers (20~26 years old) were ran-
domly divided into two groups and a randomized 2x2 cross-over study was employed. After one tab-
let containing 250 mg of clarithromycin was orally administered, blood sample was taken at
predetermined time intervals, and the concentrations of clarithromycin in serum were determined
using high-performance liquid chromatographic method with electrochemical detector. The pharmaco-
kinetic parameters (area under the concentration-time curve; AUC, maximum concentration; C_, and
time to maximum concentration; T ) were calculated and analysis of variance (ANOVA) was uti-
lized for the statistical analysis of parameters. The results showed that the differences in AUC,, C_,,
and T, between two tablets based on Klaricid™ tablet were —0.22%, —0.48% and —1.63%, respec-
tively. The powers (1-B) for AUCt, Cmax and Tmax were 99.07%, 88.15% and 99.99%, respectively.
Detectable differences (A) and 90% confidence intervals (=0.10) were all less than +20%. All the
parameters above met the criteria of KGBT 1998, indicating that Pylocin™ tablet is bioequivalent to
Klaricid™ tablet.
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Fig. 1. Chromatograms of (A) blank human serum, (B)
buman serum spiked with clarithromycin (1.0 pg/ml) and
internal standard (IS, roxithromycin 1.0 pg/mi), (C) 1 hr
serum sample after oral administration of 250 mg
clarithromycin tablet. Detector setting: range 50 nA, v =
clarithromycin peak
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Table 1. Reproducibility data for the HPLC analysis of
clarithromycin

Concentration Intra-day C.V. (%) Inter-day C.V. (%)
_(ng/mb) (0=3) (n=3)
0.1 6.98 4.65
0.2 10.94 8.06
0.5 9.20 6.38
1.0 8.93 9.40
2.0 7.40 5.20

C.V=100xS.D./mean
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Table 2. Bioequivalence parameters for each volunteer obtained after oral administration of Klaricid and Pylocin tablets

at the clarithromycin dose of 250 mg

Age Weight Klaricid Tablet Pylocin Tablet
Volunteer (year) (kg) AUCt Cia T AUC, Cox T oo
(Mg - ho/ml)  (ug/ml) (hr) (vg " hrml)  (ug/ml) (hr)
A-1 23 70.4 5.09 0.99 2.00 4.10 1.25 2.00
A-2 26 78.6 4.62 0.67 2.00 4.65 0.92 2.00
A3 25 63.8 459 0.91 2.00 4.09 0.78 2.00
A4 19 66.3 426 0.66 2.00 3.40 0.85 2.00
A-5 20 574 436 0.94 2.00 3.76 0.68 2.00
A-6 21 56.0 3.14 0.73 1.50 4.62 0.75 1.50
A7 24 59.2 3.93 1.04 2.00 4.41 0.61 2.00
A-8 21 65.1 3.67 0.82 2.00 4.86 0.73 1.50
B-1 22 58.2 6.15 1.20 2.00 6.21 0.87 2.00
B-2 25 543 453 0.89 1.50 3.62 1.18 2.00
B-3 24 73.1 4.72 0.76 2.00 4.49 0.70 2.00
B-4 20 59.9 5.04 0.83 2.00 4,38 0.81 2.00
B-5 19 58.2 4.37 0.65 2.00 3.71 0.89 1.50
B-6 23 69.6 4.56 0.92 1.50 6.04 0.86 1.50
B-7 23 79.4 5.00 0.70 2.00 418 0.65 2.00
B-8 21 61.4 3.33 0.68 2.00 4.69 0.79 2.00
Mean 22.25 64.43 4.46 0.84 1.91 4.45 0.83 1.88
(SD) 2.21) (7.85) 0.73) 0.16) 0.20) (0.78) 0.17) 0.22)
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Fig. 2. Mean(zS.D., n=16) sernm concentration-time
curves of clarithromycin following oral administration of
Klaricid ( @ ) and Pylocin ( O ) tablet at the
clarithromycin dose of 250 mg
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Table 3. Statistical results of bioequivalence evaluation
between two clarithromycin tablets

Parameters
AUCt C.. T,

Difference —0.22% —0.48% -1.63%
F value® 2706 0.002 0.111
Noncentrality 376 2.99 6.69

)
Power (1-B)° 99.07% 88.15%  99.99%
gggf:i’f( N 139%% 17.47% 7.82%
Confidence

interval -9.60<5<9.15 ~12.29<8<11.24 —6.91<5<3.63

(3, %)

0=0.10, F(1,14)=3.102, "0:=0.10, v=14, §=Meanx0.2, “0:=0.10,
%0=0.10, 1-B=0.8, “0=0.10
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