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The Bioequivalence of Plunazol Tablet (Fluconazole 150 mg) to Three capsules of
Diflucan 50 mg
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ABSTRACT - Fluconazole is used as an orally administrated antifungal drug for the treatment of tinea corporis, can-
didiasis including skin mycotic pneumonia infections. The dosage of fluconazole varies with indication ranging from 50 mg/
day to 400 mg/day. The fluconazole capsule 50 mg (3 capsules daily) is already available in Korean market. To improve
the patient compliance, a fluconazole tablet 150 mg (once a day administration) was developed recently. The purpose of this
study was to evaluate the bioequivalence of three doses of fluconazole capsule 50 mg (Diflucan 50 mg, Pfizer Korea Inc.,
as a reference drug) and a single dose of fluconazole tablet 150 mg (Plunazol 150 mg, Daewoong Pharm. Co., Korea)
according to the guidelines of the Korea Food and Drug Administration (KFDA). The bioequivalence for three capsules of
Diflucan 50 mg and a single tablet of Plunazol 150 mg was investigated in twenty-four healthy male volunteers under a
randomized 2x2 crossover trial design. The average age of twenty-four volunteers was 24.78+3.27 year-old, average height
was 175.56+£5.45 cm and average weight was 67.24+6.86 kg. After three capsules of Diflucan 50 mg or a single tablet of
Plunazol 150 mg were orally administered, blood was taken at predetermined time intervals and the plasma concentrations
of fluconazole in plasma were determined using LC-MS-MS. The 90% confidence intervals for the main parameters of sta-
tistical results after logarithmic transformation were AUCt 0.9272-1.0084 and Cmax 0.8423-0.9544 respectively, which are
in the range of log 0.8 to log 1.25 and the statistical results of additional parameters (AUClast, t1/2 and MRT) were also
in the 90% confidence interval that is in the range of log 0.8 to log 1.25. Therefore, the results of this study confirm the
bioequivalence of three capsules of Diflucan 50 mg to one tablet of Plunazol 150 mg.

Key words — fluconazole, Diflucan, Plunazol, bioequivalence, LC-MS-MS
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Figure 1-Dissolution profiles of fluconazole from Diflucan capsule 50 mg (@) and Plunazol tablet (O) in each dissolution medium (n=12,

mean+S.D.).
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Figure 2—Product ion scan spectra for (A) fluconazole and (B) metronidazole (I.S.).
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Table I-Precision and Accuracy for the Determination of
Fluconazole in Human Plasma (n=5)

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

Concentrations
(ng/mL) Intra-day  Intra-day  Intra-day  Intra-day
(n=5) (n=5) (n=5) (n=5)
40 7.68 4.19 103.5 100.95
400 3.90 2.30 101.8 100.01
4000 423 2.39 99.85 98.09
*C. V. (Coefficient of variation)=100xS.D./mean
5000
)
£
2 4000
o
[e]
)
§ 3000
5
G 2000
§
®
£ 1000
&
o
0oe
0 24 48 72 9 120 144 168

Time, hrs

Figure 4-Mean plasma concentration-time curves of fluconazole
following oral administration of Diflucan capsule 50 mg (O) and
Plunazol tablet (@) at the dose of fluconazole 150 mg (£S.D., n=23).
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Table I1-Pharmacokinetic Parameters of Fluconazole after Oral Administration of Diflucan Capsule 50 mg and Plunazol Tablet

150 mg at the Fluconazole Dose of 150 mg

Diflucan capsule 50 mg (x3)

Plunazol Tablet 150 mg (x1)

SubjectlD AUCt (hr - ng/mL) Cmax (ng/mL) Tmax (hr) AUCt (hr - ng/mL) Cmax (ng/mL) Tmax (hr)
Al 128031.67 3810.00 1.03 121660.23 3880.00 1.03
A2 161545.20 4280.00 0.50 141799.30 3340.00 1.00
A3 150323.69 4840.00 1.02 135428.14 3170.00 1.02
A4 171354.77 3970.00 0.50 167460.14 3530.00 0.50
A5 187229.90 3870.00 0.50 181957.73 4270.00 1.00
A6 194672.82 4860.00 0.50 187432.17 4250.00 1.00
A7 185968.34 3740.00 1.00 202856.16 3640.00 3.00
A8 143612.69 3300.00 0.50 143849.13 2660.00 1.00
A9 135416.31 3260.00 2.00 132023.93 2380.00 2.00
Al0 134398.94 3670.00 0.50 118270.65 2380.00 2.00
All 232894.36 5120.00 0.50 180374.30 4540.00 1.50
Al2 194984.78 4550.00 1.50 199073.75 4940.00 1.00
B1 164416.40 3800.00 0.48 151676.73 3720.00 0.50
B2 136043.04 3770.00 0.02 132034.12 3910.00 0.50
B3 207364.56 3560.00 2.00 157614.90 2820.00 4.00
B4 125558.43 3700.00 0.50 136335.65 3120.00 0.50
B5 132988.97 3770.00 0.55 138288.00 3680.00 0.50
B6 84418.34 2100.00 3.95 82230.91 2130.00 4.00
B7 115822.98 2200.00 3.95 100772.84 3080.00 0.50
B8 118753.35 3300.00 0.50 143224.73 2780.00 4.00
B9 154676.49 3770.00 0.50 190670.03 3510.00 1.50
BI10 171627.02 4270.00 3.00 175122.38 3660.00 4.00
B11 238490.44 4800.00 1.50 213664.95 3700.00 0.50
Mean 159587.06 3839.57 1.22 153644.39 3438.70 1.59
SD 38357.77 747.47 1.08 33780.47 714.49 1.28

Table 111-Statistical Results of Bioequivalence Evaluation for
Logarithmic-Transformed AUCt and Cmax

Parameters
AUCt Cmax
Difference 7.425 11.252
Fo® 1.433 2.157
Test/Reference point estimate 0.966 0.896

Confidence interval(3)” 0.9272<5<1.0084 0.8423<5<0.9544

The AUCt and Cmax values were calculated on the basis of in-
transformed data.
D0=0.05, Fo 05(1,21)=4.32, Ya=0.05

AUCt, Cmaxo] tigt A3E HH Fo4F (0)=0.05Y
o, 27F A &3 A4 oigk PR (Foy7F FEA S| gt
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T A8l ZfolE HolA] et

F H7PHSCl AUCE Cmax®S 2193 dlo] EAA]g
stS ® T 9] 90% AlE] - ZHE 0.9272~1.0084
<} 0.8423~0.95442 % log 0.8 <A log 1.25 oluje]o]
of divhk= AESHAFTEANE 7Ies AT =3 3
2H7PH421 AUClast, t1/2, MRTS 5A%2] 3192 w2
90% A1F7F A 25 log 0.8 9IA log 125 oS
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