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Abstract — Fexofenadine, (#)-4-1-hydroxy-4-{4-(hydroxydiphenylmethyl)-1-piperidinyl}-butyl-a,a-dimethyl benzeneacetic
acid, is a selective histamine H; receptor antagonist, and is clinically effective in the treatment of seasonal allergic rhinitis
and chronic idiopathic urticaria as a first-line therapeutic agent. The purpose of the present study was to evaluate the
bioequivalence of two fexofenadine hydrochloride tablets, Allegra® (Handok Pharmaceuticals Co., Ltd.) and Alecort (Sam-
chundang Pharmaceutical Co., Ltd.), according to the guidelines of the Korea Food and Drug Administration (KFDA). The
release of fexofenadine from the two fexofenadine hydrochloride formulations iz vitro was tested using KP VIII Apparatus
II method with various dissolution media. Twenty six healthy male subjects, 25.62+3.35 years in age and 70.05+11.71 kg
in body weight, were divided into two groups and a randomized 2 X2 cross-over study was employed. After a single tablet
containing 120 mg as fexofenadine hydrochloride was orally administered, blood samples were taken at predetermined time
intervals and the concentrations of fexofenadine in serum were determined using HPLC with fluorescence detector. The
dissolution profiles of two formulations were similar in all tested dissolution media. The pharmacokinetic parameters such
as AUC,, C,,, and T, were calculated, and ANOVA test was utilized for the statistical analysis of the parameters using
logarithmically transformed AUC,, C,,,. and untransformed T,,,.. The results showed that the differences between two for-
mulations based on the reference drug, Allegra®, were -1.37, 5.22 and 16.50% for AUC,, Cp,, and T, respectively. There
were no sequence effects between two formulations in these parameters. The 90% confidence intervals using loga-
rithmically transformed data were within the acceptance range of log 0.8 to log 1.25 (e.g., log 0.83~log 1.08 and log
0.81~log 1.03 for AUC, and C,,,,, respectively). Thus, the criteria of the KFDA bioequivalence guideline were satisfied, indi-
cating Alecort tablet was bioequivalent to Allegra® tablet.
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Fig. 1 - Dissolution profiles of fexofenadine from Allegra® tablet

(@) and Alecort tablet () in pH 1.2 dissolution medium
(n=12, mean=S.D.).
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Fig. 2 - Chromatograms of (A) blank human serum, (B) blank human serum spiked with fexofenadine (500 ng/m/) and internal standard (L.S.,
haloperidol 5 pg/m/) and (C) serum sample (329.78 ng/m/) at 1.5 hr after oral administration of 120 mg fexofenadine hydrochloride
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Table I - Reproducibility for the HPLC analysis of fexofenadine in
human serum

Precision C.V. (%)

Concentration Accuracy
(ng/ml) Intra-day C.V. (%) Inter-day C.V. (%) (9, n=5)
(n=5) (n=5)
10 103 8.53 85.8
20 13.3 543 88.6
100 4.29 6.20 102
500 4.21 4.72 95.0

C.V. (Coefficient of Variation)=100xS.D./mean.
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Fig. 3 -Mean serum concentration-time curves of fexofenadine
following oral administration of Allegra® tablet (@) and

Alecort tablet (O) at the dose of fexofenadine hydro-
chloride 120 mg (+S.D., n=26).
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Table II - Bioavailability parameters in normal and logarithmic scales for each volunteer obtained after oral administration of Allegra® and

alecort tablets at the fexofenadine hydrochloride dose of 120 mg

Allegra® Tablet

Alecort Tablet

Subjects AUC, Ln Con Ln - AUC, Ln Con Ln T
(nghr/ml) AUC, (ng/ml) Con (hr) (ng-hr/mi) AUC, (ng/ml) Coo (hr)
Al 2558.84 7.85 372.82 5.92 1.00 3452.44 8.15 496.45 6.21 2.00
A2 913.73 6.82 140.08 494 2.00 859.08 6.76 128.17 4.85 1.00
A3 795.70 6.68 173.35 5.16 2.00 913.93 6.82 164.90 5.11 3.00
A4 2207.73 7.70 336.09 5.82 1.00 1361.36 7.22 225.71 5.42 1.00
A5 1591.18 7.37 237.45 5.47 3.00 1987.77 7.59 348.35 5.85 1.50
A6 144723 7.28 197.91 5.29 3.00 1587.50 7.37 176.91 5.18 4.00
A7 3598.68 8.19 391.45 5.97 6.00 3670.32 8.21 434.86 6.08 6.00
A8 2271.96 7.73 342.25 5.84 1.50 2061.42 7.63 314.64 5.75 4.00
A9 852.61 6.75 165.23 5.11 1.50 568.15 6.34 189.79 5.25 1.00
A10 2086.84 7.64 366.44 5.90 2.00 2856.82 7.96 501.84 6.22 3.00
A1l 2186.05 7.69 43854 6.08 1.50 1640.70 7.40 250.04 5.52 1.50
A12 1940.57 7.57 282.48 5.64 4.00 1176.42 7.07 182.52 5.21 1.00
A13 1853.07 7.52 383.78 5.95 2.00 1625.35 7.39 344.85 5.84 3.00
Bl 3176.42 8.06 475.45 6.16 1.00 2805.71 7.94 355.48 5.87 6.00
B2 2325.32 7.75 483.66 6.18 1.50 2702.32 7.90 406.22 6.01 2.00
B3 670.68 6.51 128,52 4.86 1.00 119552 7.09 206.70 5.33 1.00
B4 1500.47 7.31 256.01 5.55 1.00 543.94 6.30 93.39 4.54 1.50
B5 2620.35 7.87 379.78 5.94 1.50 2410.74 7.79 467.11 6.15 2.00
Bé6 1854.78 7.53 292.73 5.68 3.00 1468.72 7.29 231.99 5.45 3.00
B7 1761.26 7.47 376.82 5.93 1.00 117652 7.07 191.55 5.26 1.00
B8 2187.37 7.69 226.05 5.42 1.50 5387.97 8.59 315.88 5.76 1.00
B9 3899.45 8.27 667.93 6.50 3.00 5459.62 8.61 852.30 6.75 3.00
B10 3938.71 8.28 571.98 6.35 3.00 2708.18 7.90 430.27 6.06 1.00
Bl11 1349.17 7.21 264.83 5.58 3.00 1102.66 7.01 216.02 5.38 3.00
B12 1376.23 7.23 248.84 5.52 0.50 1646.43 741 279.74 5.63 4.00
B13 2350.44 7.76 422.18 6.05 2.00 1674.09 7.42 366.52 5.90 2.00
Mean 2050.57 7.53 331.64 5.72 2.06 2078.60 7.47 314.32 5.64 2.40
(S.D.) 887.96 0.47 132.29 0.42 1.19 1289.31 0.60 159.73 0.49 1.48
Fof o]g2 = Qe At AU 9 IS 2t S 4 T 247 1258.78 ng - hr/ml 2 2.77 pg - hr/ml, 158.32 ng/
- gtk m/ ¥ 041 ug/ml, 3.29 H 1.8AECE 2 AFE B3l I ak
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o} 25 2A] YeRt maprlgo] AR o] FoRlS-s g1 4
UL,

FEIIEESE F9rA] 2k€] AUC, B Cppoll thish 90% A= $HA|
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Table III — Statistical results of bioequivalence evaluation between two fexofenadine hydrochloride tablets®

Parameters
AUCt Cmax Tma\x
Difference -1.37% 5.22% 16.50%
Fg 0.793 0.967 0.346
Test/Reference point estimate 0.944 0.917 1.165
Confidence interval (d)” 10g0.83<8<10g1.08 10g0.81<8<l0g1.03 -9.28<6<42.93

#The AUC, and C,,, values were calculated on the basis of In-transformed data, and the T

data.
33=0.05, F(1, 24)=4.26, "a=0.05.

9.28~42.93%%. +20% ©lUjo]ojof k= 2315 WEGAI7]A]
T Fepon atAudo] SFAIY Al&sk GvE A7)
A3l Fofsh= AA7E o R e FA ASA v
AFEo =Rk ARSI,
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2078.60+1289.31% thz=oFol| thdt ] 7} -1.37%°]130 1L,
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