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ABSTRACT-Azelastine, a phthalazinone derivative, is an antiallergic agent which demonstrates histamine H;-receptor
antagonist activity and also inhibits histamine release from mast cells following antigen and non-antigen stimuli. Thus,
azelastine may be useful in the management of both asthma and allergic disorders. The purpose of the present study was
to evaluate the bioequivalence of two azelastine hydrochloride tablets, Az@ptinTM (Bu Kwang Pharmaceutical Co., Ltd.) and
Azela™ (Kyung Dong Pharmaceutical Co., Ltd.), according to the guidelines of Korea Food and Drug Administration
(KFDA). Eighteen normal male volunteers, 22.44 +2.01 years in age and 61.99 £ 6.18 kg in body weight, were divided into
two groups and a randomized 2 X2 cross-over study was employed. After two tablets containing 1 mg of azelastine hydro-
chloride per tablet were orally administered, blood was taken at predetermined time intervals and the concentrations of
azelastine in serum were determined using HPLC with fluorescence detector. Pharmacokinetic parameters such as AUC,
Cuax and Tigy were calculated and ANOVA test was utilized for the statistical analysis of the parameters. The results showed
that the differences in AUC,, Cy,ax and Tay between two tablets were -6.45%, -2.60% and -7.14%, respectively, when cal-
culated against the AzeptinTM tablet. The powers (1-B) for AUC; and Cy,,, Were 96.65% and 88.47%, respectively. Minimum
detectable differences (A) at 0=0.05 and 1-$=0.8 were less than 20% (e.g., 14.40% and 17.65% for AUC,; and Cy,x, respec-
tively). The 90% confidence intervals were within +20% (e.g., -14.87~1.97 and -12.92~7.72 for AUC; and Cy4, respec-
tively). Two parameters met the criteria of KFDA for bioequivalence, indicating that Azela™ tablet is bioequivalent to
Azeptin™ tablet.

Keywords—Azelastine hydrochloride, AzeptinTM, Azela™, Bioequivalence, HPLC
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Figure 1-Chromatograms of (A) blank human serum, (B) human serum spiked with azelastine (500 pg/m/y and internal standard (IS, im-
ipramine HC! 2.5 ng/mJ) and (C) serum sample at 5 hr after oral administration of 2 mg azelastine HCI tablets. v =azelastine peak.
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Figure 2-Mean (£ S.D., n=18) serum concentration-time curves of

azelastine following oral administration of Azeptin™ (@) and

AzelaTM (Q) tablets at the azelastine HC1 dose of 2 mg.
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Table I-Bioavailability Parameters for Each Volunteer Obtained after Oral Administration of Azeptin™ and Azela™ Tablets at the

Azelastine Hydrochloride Dose of 2 mg

) Azeptin™ Tablets Azela™ Tablets
Volunteer (Ag) “zf:g)ht AUC, Com AUC, Cro "
Y 3 g hom)  gmp) =@ o hom)  pgmp  Tee®0

Al 2 611 19102.5 628.0 50 15416.5 503.0 6.0
A2 25 673 16252.0 480.0 8.0 17339.0 547.0 5.0
A3 21 66.8 14324.0 479.0 8.0 13024.0 581.0 6.0
A4 2 627 147315 526.0 8.0 13011.0 364.0 5.0
A5 20 552 18540.5 676.0 6.0 122975 503.0 8.0
A6 24 66.9 21792.0 601.0 5.0 17628 5 659.0 40
A7 20 64.1 19187.0 540.0 5.0 10844.0 4420 6.0
A8 20 56.8 120040 320.0 6.0 128740 435.0 40
A9 3 61.0 11652.5 353.0 8.0 16494.0 4380 5.0
B-1 25 54.0 152265 520.0 8.0 15844.0 510 8.0
B-2 35 623 14864.0 662.0 40 131115 442.0 8.0
B-3 3 63.9 14428 5 340.0 6.0 13900.0 442.0 3.0
B-4 2 65.8 12450.5 452.0 8.0 125925 360.0 3.0
B-5 26 57.1 11197.0 357.0 5.0 14101.0 370.0 6.0
B-6 21 60.1 12706.5 445.0 5.0 11902.5 557.0 8.0
B-7 21 48.0 14283 5 330.0 6.0 13924.0 479.0 5.0
B-8 20 73.8 13619.5 357.0 50 12239.0 350.0 8.0
B9 2 69.0 14013.0 506.0 6.0 16389.5 455.0 6.0
Mean 2244 61.99 15020.83 476.72 622 14051.86 46433 573

(SD) 2.01) (6.18) (2923.65) (116.84) (1.40) (1999.35) (83.07) (1.70)

Table II-Statistical Results of Bioequivalence Evaluation between Two Azelastine Hydrochloride Tablets

Parameters
AUCG, Crnax Tinax
Difference -6.45% -2.60% -7.14%
F value® 3.844 3.480 0.000
Noncentrality (1) 4.15 3.38 2.11
Detectable difference (A)° 14.40% 17.65% 28.33%

Confidence interval (3, %)° -1487 <86 <197

29267172 2371 6 <943

20=0.05, F(1,16)=4.494, *0=0.05, v=16, 5=Mean X 0.2, ‘0=0.05, 1-p=0.8, %0:=0.05.
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