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Abstract - A bioequivalence study of Lovastatin™ tablets (Dong Sung Pharmaceutical Co., Korea) to
Mevacor™ tablets (Choong Wae Pharmaceutical Co., Korea) was conducted according to the guidelines
(No. 98-56) of Korea Food and Drug Administration (KFDA). Each tablet contained 20 mg of lovastatin.
Eighteen healthy Korean male subjects received each formulation at a lovastatin dose of 80 mg (i.e., four
tablets) in a 2 X 2 crossover study. There was a washout period of a week between the dose of the two
formulations. Plasma concentrations of lovastatin acid were monitored by a GC/MS method for over a
period of 12hr after each administration. The area under the plasma concentration-time curve from time
zero to 12hr (AUC) was calculated by a linear trapezoidal method. The maximum plasma drug con-
centration (C_,,,) and the time to reach C_, (T,.,) were compiled from the plasma drug concentration-time
data. Analysis of variance (ANOVA) of these parameters revealed that there are no differences in AUC and
Conax between the formulations. The apparent differences between the formulations in these parameters
were 4.87 and 8.03% for AUC and C,,,, respectively. Minimum detectable differences (%) at o=0.1 and
1-=0.8 were 17.84 and 15.36% for AUC and C,,,, respectively. The 90% confidence intervals were -15.30
~5.56 and -17.02~0.95% for AUC and C_,,, respectively. Thus, the criteria of the KFDA guidelines for the
bicequivalence was satisfied, indicating Mevacor™ tablets and Dong Sung Lovastatin™ tablets are
bioequivalent.
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Scheme I - Sample preparation for GC/MS quantification
of lovastatin acid in human plasma.
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Fig. 1 - GC/MS chromatograms of lovastatin acid (9.6 min) and internal standard (pravastatin, 10.7 min) for a blank plasma
(a), plasma spiked with lovastatin and internal standard (b) and plasma sample obtained from a volunteer. LS.;

internal standard (pravastatin).
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Table I- Precision and accuracy of GC/MS method for
lovastatin acid assay

Precision: Coefficient

et Accuracy:
of Variation (%)

Concentration Deviation from
(ng/m)) Intra-day Inter-day theoretical value
(n=3) (3 days) (%, n=5)

1 7.92 11.35 -10.89

2 10.50 9.94 -7.61

5 8.01 4.89 -15.39

10 9.50 8.02 8.38

20 5.90 8.88 9.78

40 7.23 7.11 13.16
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Fig. 2 —Mean ( = SE) plasma lovastatin acid profiles follo-
wing oral administration of Mevacor (reference
formulation, O ) and Dongsung lovastatin (test
formulation, @ ) tablets to 18 healthy male
Korean voluteers at a lovastatin dose of 80 mg

(i.e., four tablets).
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Table II - Bioavailability parameters of lovastatin acid in each subject and period

AUC (ng X hr/ml) max (ng/ml) T 1)
Period 1 Period 1T Period I Period 11 Period 1 Period 1T
(Reference) (Test) (Reference) (Test) (Reference) (Test)

Al 65.6 70.4 12.0 11.2 4 4
A2 729 575 17.7 16.6 4 4
A3 203.0 190.7 35.0 32.9 4 3
A4 2184 1455 38.9 224 3 4
A5 103.5 86.3 18.4 19.5 4 4
A6 55.6 69.9 195 184 1.5 3
A7 88.6 97.3 30.6 324 15 4
A8 175.7 136.5 25.8 22.6 3 3
A9 147.6 156.6 24.5 21.5 4 4

Period 1 Period I Period 1 Period II Period I Period 1T

(Test) (Reference) (Test) (Reference) (Test) (Reference)
B1 229.9 1753 34.6 383 3 4
B2 171.3 175.7 25.0 20.3 3 4
B3 76.3 130.6 24.2 29.6 3 1
B4 93.3 141.3 23.6 21.8 4 3
B5 149.4 101.3 27.1 18.0 4 3
B6 2579 211.1 373 38.6 4 4
B7 195.2 236.3 26.9 37.0 4 3
B8 127.2 1275 26.7 27.0 4 4
B9 1225 1314 16.8 25.1 4 3
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Table III -Summary of the bioequivalence test

. a b C Minimum Detection Confidence

Difference’ F value Power (1-f) Difference (4)° Interval (5%

AUC -4.87% 0.665 >80% 17.84% -15.31<6<5.56
Croax -8.03% 2.437 >80% 15.36% -17.02<6<0.95
T, 13.81% 3.357 70% 22.48% -0.64<6<26.94

max

*petween the test drug and the reference drug, *:=0.05, Fy05(1, 16)= 3.10, “a=0.05, A=0.2, 40 =0.05, 1-8=0.8, 0=0.05
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