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Bioequivalence of Hanmi Fexofenadine Hydrochloride Tablet
to Allegra Tablet(Fexofenadine Hydrochloride 180 mg)
In-Ja Ko and Sang-Cheol Chi'

College of Pharmacy, Sungkyunkwan University, Suwon 440-746, Korea
(Received December 9, 2005 - Accepted January 3, 2006)

ABSTRACT - Fexofenadine, one of selective histamine H, receptor antagonists, has been used for the treatment of sea-
sonal allergic rhinitis and chronic idiopathic urticaria. The bioequivalence of two fexofenadine hydrochloride preparations,
containing 180 mg fexofenadine hydrochloride, was evaluated according to the guidelines of Korea Food & Drug Admin-
istration (KFDA). The test product was Hanmi Fexofenadine Hydrochloride Tablet® made by Hanmi Pharm. Co. and the
reference product was Allegra Tablet® made by Handok Parmaceuticals Co.. Twenty healthy male subjects were randomly
divided into two groups and a 2 x 2 cross-over study was employed. After one tablet was orally administered, blood was
taken at predetermined time intervals and the concentration of fexofenadine in plasma was determined using a validated
HPLC method with fluorescence detector. Two pharmacokinetic parameters, AUC, and C,,,,, were calculated and analyzed
statistically for the evaluation of bioequivalence of the two products. Analysis of variance was carried out using log-
arithmically transformed parameter values. The 90% confidence intervals of AUC, and C,, were log 0.822~log 1.142 and
log 0.848~log 1.172, respectively. These values were within the acceptable bioequivalence intervals of log 0.8 to log 1.25.

Thus, the criteria of the KFDA guidelines for the bioequivalence was satisfied, indicating that Hanmi Fexofenadine Hydro-
chloride Tablet is bioequivalent to Allegra Tablet.

Key words — Fexofenadine hydrochloride, Bioequivalence, HPLC
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Figure 1-Dissolution profiles of fexofenadine hydrochloride from
Allegra Tablet (@) and Hanmi Fexofenadine Hydrochloride Tablet
(O). Each value represents meantS.D. (n=12).
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Figure 2-Chromatograms of (A) blank human plasma, (B) blank human plasma spiked with fexofenadine (1 pg/m/) and internal standard
and (C) plasma sample at 2 hr after oral administration of a fexofenadine hydrochloride tablet to a subject.

Key; FFD: fexofenadine, IS: internal standard.
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Table I-Precision and Accuracy for the HPLC Analysis of
Fexofenadine in Human Plasma (n=5)

Standard Conc. %CV |%eDeviation|
(pg/m)) Intra-day  Inter-day Intra-day  Inter-day
0.03 11.06 6.45 7.52 4.96
0.1 6.88 3.94 4.83 3.25
0.3 2.58 6.46 2.25 .7.88
1 5.35 4.49 7.16 8.22
3 2.56 1.86 2.78 2.7
Mean 5.69 4.64 491 5.40
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Figure 3-Plasma concentration-time curves of fexofenadine fol-

lowing oral administration of Allegra Tablet (@) and Hanmi fex-
ofenadine hydrochloride tablet (O) at a dose of 180mg as
fexofenadine hydrochloride. Each value represents meantS.E.(n=20).

I A eke] AUCE ZH2 3.81 g + hr/m/9}b 3.77 pg - hr/ml
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Table II-Bioavailability Parameters for Each Volunteer Obtained After the Oral Administration of Alfegra Tablet and Hanmi
Fexofenadine Hydrochloride Tablet at the Fexofenadine Hydrochloride Dose of 180 mg

Volunteer Allegra Tablet Hanmi Fexofenadine Hydrochloride Tablet
AUC (ug - he/ml)  Cuu(ug * hr/ml) Tinax (hr) AUC(ug * ht/ml)  Cpa (g * hr/m)) Tinax (hr)
A-1 3.98 0.83 1.5 3.71 0.85 4.0
A2 2.62 0.48 3.0 1.43 0.30 3.0
A-3 2.90 031 6.0 5.66 0.68 4.0
A-4 2.17 0.39 2.0 3.39 0.51 2.0
A-5 2.53 0.38 1.0 2.83 0.51 1.5
A-6 2.93 0.49 1.0 1.78 0.56 1.0
AT 1.67 0.32 3.0 2.04 0.36 3.0
A-8 4.42 0.73 3.0 748 1.02 1.0
A9 6.57 1.33 2.0 6.39 1.04 2.0
A-10 4.46 0.56 20 325 0.60 1.0
B-1 6.92 1.22 1.0 3.22 0.53 1.0
B-2 3.49 0.57 1.5 2.61 0.49 1.5
B-3 3.20 0.46 3.0 4.88 0.76 3.0
B-4 4.29 0.65 3.0 3.58 0.65 2.0
B-5 4.37 0.45 6.0 321 0.37 3.0
B-6 5.53 0.83 2.0 2.97 0.33 2.0
B-7 2.73 0.40 1.0 3.70 0.55 1.5
B-8 4.68 0.73 1.0 5.75 1.00 4.0
B-9 3.13 0.56 2.0 4.57 0.62 4.0
B-10 3.53 0.79 1.0 2.87 0.48 2.0
Mean 3.81 0.62 2.30 3.77 0.61 233
S.E. 0.28 0.06 0.30 0.32 0.05 0.22
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Table INI-Statistical Results of Bioequivalence Evaluation Between Two Fexofenadine Hydrochloride Products at o=0.05*

Parameters
AUG, Conax Tnax
Difference 1.05% 2.24% 1.09%
Fo? 1.219 0.130 0.023
Test/Reference point estimate 0.968 0.996 -
Confidence interval (3) log 0.822 <4 <log 1.142 log 0.848 <8 <log 1.172 -23.6<8<258

*AUC, and C,., values were calculated on the basis of In-transformed data, and T,,,,, values on the base of un-transformed data.

Foos(1,18)=4.414.
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