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Bioequivalence of Lucetin Capsules to Prozac Capsules (Fluoxetine 20 mg)
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ABSTRACT-Bioequivalence of two fluoxetine capsules, the Prozac® (Daewoong Lilly Pharmaceutical Co., Ltd.) and the
Lucetin® (Kyungdong Pharmaceutical Co., Ltd.), was evaluated according to the guideline of KFDA. Twenty normal male
volunteers (21~30 years old) were divided into two groups and a randomized 2 X 2 cross-over study was employed. After
three capsules containing 20 mg of fluoxetine per capsule were orally administered, blood was taken at predetermined time
intervals, and the concentrations of fluoxetine in serum were determined using HPLC method with UV detector. The phar-
macokinetic parameters (AUC,, Cpax and Tp,) were calculated and ANOVA test was utilized for the statistical analysis of
parameters. The results showed that the differences in AUC,, Cpax and Ty, between two capsules based on Lucetin® cap-
sules were -8.01%, -7.02% and 1.49%, respectively. The powers (1-B) for AUC,, Cp.x and Tpx Were 84.72%, 96.68% and
83.06%, respectively. Detectable differences (4) and confidence intervals were all less than £ 20%. All the parameters
above met the criteria of KFDA for bioequivalence, indicating that Lucetin® capsule is bioequivalent to Prozac® capsule.

Keywords-Fluoxetine, Prozac®, Lucetin®, Bioequivalence, HPLC
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Figure 1-Chromatograms of (A) blank human serum, (B) human
serum spiked with fluoxetine (50 ng/m/) and internal standard (IS,
clomipramine - HCI 1.0 gg/mi), (C) 6 hr serum sample after oral ad-
ministration of fluoxetine capsules. Detector setting : 0.01 a. u. f. s.,
« =fluoxetine peak.
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Figure 2-Mean(£S.D., n=20) serum concentration-time curves of
fluoxetine following oral administration of Prozac (@) and Lucetin
(O) capsules at the fluoxetine dose of 60 mg.
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Table 1-Bioavailability Parameters for Each Volunteer Obtained after Oral Administration of Prozac and Lucetin Capsules at the
Fluoxetine Dose of 60 mg

. Prozac capsule Lucetin capsule
Volunteer Age Weight A : :
(y1) (kg) Uuc, Cnax Tinax AUC, Cloax Thax
(ng - hr/mli) (ng/mi) (hr) (ng - hr/ml) (ng/ml) (hr)
A-1 30 56.6 1155.18 62.64 6.00 1114.63 75.41 6.00
A-2 26 714 1254.52 37.96 6.00 1194.97 57.64 6.00
A-3 22 63.5 2133.47 63.33 6.00 1378.84 49.01 8.00
A-4 23 69.0 2411.69 69.72 8.00 1199.79 60.05 8.00
A-5 24 57.3 1702.07 77.48 8.00 1212.22 59.88 6.00
A-6 26 60.1 987.42 57.81 6.00 1516.52 41.24 8.00
A-7 26 59.6 1463.47 58.67 6.00 1972.36 53.49 6.00
A-8 26 68.7 1518.92 58.15 8.00 1076.23 52.80 6.00
A9 25 62.3 1662.00 51.08 6.00 1120.08 57.12 6.00
A-10 24 65.1 77794 53.49 6.00 1149.10 45.04 6.00
B-1 28 59.1 1482.50 62.12 6.00 2071.15 61.61 8.00
B-2 25 76.9 1887.94 59.88 6.00 1490.47 49.18 6.00
B-3 21 72.8 2110.35 53.49 8.00 1451.35 51.77 6.00
B4 23 53.5 1432.85 52.29 8.00 2023.95 61.26 8.00
B-5 24 68.6 1391.33 42.10 6.00 1541.25 57.81 8.00
B-6 25 54.5 2373.15 73.34 8.00 1561.89 40.55 6.00
B-7 25 59.9 1518.09 55.57 6.00 1517.62 43.66 8.00
B-8 25 554 1466.12 53.15 6.00 1370.75 46.07 8.00
B9 23 56.2 1478.02 52.29 6.00 1567.17 54.01 6.00
B-10 25 54.3 1001.86 55.39 8.00 1179.20 51.60 6.00
Mean 24.80 62.24 1560.44 57.50 6.70 1435.48 53.46 6.8
S.D) (2.00) (6.90) (443 88) (9.35) (0.98) (303.45) (8.35) (1.01)

Table II-Statistical Results of Bioequivalence Evaluation between Two Fluoxetine Capsules

Parameters

AUC, Crax Trnax

Difference -8.01% -7.02% 1.49%

F value? 0.424 0.003 0.057

Noncentrality(A)® 3.18 427 8.04
Power(1-B)° 84.72% 98.68% 83.06%
Detectable difference( 4 ) 18.62% 13.87% 7.37%

Confidence interval(8, %)° -1890 < 6 < 2.89 -15.14 < 6 < 1.09 2.82 < § <581

20:=0.05, F(1,18)=4.414, °0=0.05, v=18, 5=Meanx0.2, ‘0=0.05, %:=0.05, 1-$=0.8, “0:=0.05.

Azkl F(l 18)=4 4149t} B 2A JeE mA A ge] Al TS T3, AUC, Cu B Taadll THEF 90% A1E)3E

25 IR £ AUt A G, %y= -1890<5<2.89, -15.14<35<1.09 Z 2.82<8<
AUC, Cpx B Tppoll tI8kd Fo)55 0=005, A= 58102 YeRdth

W=18, A&3|oF & FHAY AolE 022 IHAA A& o] AdANE F3s) B AFR] “FAR Al
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