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Bioequivalence of Flucona Capsule to Diflucan Capsule (Fluconazole 50 mg)
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ABSTRACT—Fluconazole is an orally active bis-triazole antifungal agent, which is used in the treatment of superficial and sys-
ternic candidiasis and in the treatment of cryptococcal infections in patients with the acquired immuno deficiency syndrome
(AIDS). The purpose of the present study was to evaluate the bioequivalence of two fluconazole capsules, Diflucan (Pfizer Phar-
maceuticals Korea Inc.) and Flucona (Korean Drug Pharmaceuticals Co., Ltd.), according to the guidelines of Korea Food and
Drug Administration (KFDA). The fluconazole release from the two fluconazole capsules in vitro was tested using KP VII Appa-
ratus IT method at 0.1 M hydrochloride dissolution media. Twenty normal male volunteers, 23.60 +1.88 years in age and
63.57+6.17 kg in body weight, were divided into two groups and a randomized 2x2 cross-over study was employed. After three
capsules containing 50 mg as fluconazole was orally administered, blood was taken at predetermined time intervals and the con-
centrations of fluconazole in serum were determined using HPLC method with UV detector. The dissolution profiles of two flu-
conazole capsules were very similar at 0.1 M hydrochloride dissolution media. Besides, the pharmacokinetic parameters such as

AUG,, C

‘max and Ty were calculated and ANOVA test was utilized for the statistical analysis of the parameters using log-

arithmically transformed AUC, and C,,, and untransformed Tp,,. The results showed that the differences in AUC,, Cp,x and
Tmax between two capsules based on the Diflucan were 4.96%, 5.65% and —13.76%, respectively. There were no sequence effects
between two capsules in these parameters. The 90% confidence intervals using logarithmically transformed data were within the
acceptance range of log(0.8) to log(1.25) (e.g., log(1.01)~log(1.08) and log(1.00)~log(1.12) for AUC; and Cpnax, respectively),
indicating that Flucona capsule is bioequivalent to Diflucan capsule.

Key words—Fluconazole, Diflucan, Flucona, Logarithmic transformation, Bioequivalence, HPLC
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Figure 1-Dissolution profiles of fluconazole from Diflucan capsule
(@) and Flucona capsule (O) in 0.1 M HCL solution (=6,
meantS.D)).
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Figure 2—Chromatograms of (A) blank human serum, (B) blank human serum spiked with fluconazole (2 ug/m/) and internal standard (IS,
phenacetine 167 ng/m/) and (C) serum sample at 3 hr after oral administration of 150 mg fluconazole capsules. v =fluconazole peak.
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Table H-Bioavailability Parameters Values in Normal and Logarithmic Scales for Each Volunteer Obtained after Oral
Administration of Diflucan and Flucona capsules at the Fluconazole Dose of 150 mg

Diflucan Capsule Flucona Capsule
Volunteer AUC, Ln Cinax Ln Tonax AUC, Ln Crmax Ln Toax
(ug - hr/ml) — AUC, (ug/m/) Cnax (br)  (ug - hr/m)  AUG (ug/mi) Conax (hr)
X-1 101.09 4.62 2.36 0.86 4.00 112.17 472 2.34 0.85 2.00
X2 107.75 4.68 2.68 0.99 3.00 101.45 4.62 2.57 0.94 4.00
X-3 105.62 4.66 2.92 1.07 1.50 119.66 478 4.19 1.43 0.50
X-4 115.71 475 3.17 1.15 2.00 115.06 475 3.19 1.16 1.00
X-5 115.18 475 3.01 1.10 3.00 124.83 4.83 2.86 1.05 3.00
X-6 98.90 4.59 2.37 0.86 3.00 94.57 455 2.26 0.82 4.00
X-7 102.74 4.63 3.45 1.24 1.50 97.68 4.58 2.93 1.08 1.50
X-8 117.34 4.77 3.59 1.28 1.50 107.28 4.68 249 0.91 3.00
X9 135.86 491 3.25 1.18 2.00 124.76 4.83 3.19 1.16 1.00
X-10 109.02 4.69 2.50 0.92 3.00 99.52 4.60 2.26 0.82 4.00
Y-1 110.30 470 3.36 1.21 1.00 112.42 472 3.46 1.24 1.50
Y-2 86.90 4.46 2.51 0.92 4.00 99.58 4.60 292 1.07 1.00
Y-3 102.68 4.63 2.28 0.82 4.00 111.06 4.71 2.60 0.96 3.00
Y4 115.95 475 2.30 0.83 4.00 120.24 4.79 3.23 1.17 1.00
Y-5 130.91 4.87 3.07 1.12 3.00 134.28 4.90 3.27 1.18 3.00
Y-6 115.65 4.75 2.57 0.94 4.00 146.38 4.99 3.26 1.18 1.50
Y-7 102.77 4.63 2.48 0.91 1.50 107.89 4.68 2.89 1.06 2.00
Y-8 112.48 4.72 2.37 0.86 3.00 129.43 4.86 2.98 1.09 4.00
Y-9 125.90 4.84 3.50 1.25 1.50 149.17 5.01 3.31 1.20 3.00
Y-10 133.99 4.90 2.80 1.03 4.00 150.85 5.02 3.56 1.27 3.00
Mean 112.34 472 2.83 1.03 2.73 117.91 4.76 2.99 1.08 2.35
(SD) 12.42 0.11 0.44 0.15 1.07 17.18 0.14 0.49 0.16 1.18
Table ITI-Statistical Results of Bioequivalence Evaluation between Two Fluconazole Capsules®
Parameters
AUC[ Cmax Tmax
Difference 4.96% 5.65% -13.76%
Fg” 0.1428 0.6976 0.5758
Test/Reference point estimate 0.0445 0.0544 —0.3750
Confidence interval® logl.01<6<logl.08 logl.00<8<logl.12 -34.25£6<6.73

*The AUC, and C,y values were calculated on the basis of In-transformed data, and the T, values on the basis of untransformed data.

0=0.05, F(1, 18)=4.414, Y0=0.05.
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