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Bioequivalence of Hana Ondansetron Tablet to Zofran Tablet (Ondansetron 8 mg)
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ABSTRACT-Ondansetron is a potent, highly selective 5-hydroxytryptamine3(5-HT3) receptor- antagonist, for the man-
agement of nausea and vomiting induced by cytotoxic chemotherapy and radiography, and the treatment of post-operative
nausea and vomiting. The purpose of the present study was to evaluate the bioequivalence of two ondansetron tablets, Zof-
ran™, (Glaxo Wellcome Korea Ltd.) and Hana ondansetron (Hana Pharmaceutical Co., Ltd.), according to the guidelines
of Korea Food and Drug Administration (KFDA). Eighteen normal male volunteers, 23.56 £ 1.79 year in age and 67.35*
8.35 kg in body weight, were divided into two groups and a randomized 2 X 2 cross-over study was employed. After one
tablet containing 8 mg of ondansetron was orally administered, blood was taken at predetermined time intervals and the con-
centrations of ondansetron in serum were determined using HPLC with UV detector. Pharmacokinetic parameters such as
AUC,, Cyyyx and Ty, were calculated and ANOVA test was utilized for the statistical analysis of the parameters. The results
showed that the differences in AUC,, Cpox and Ty, between two tablets were 7.53%, -0.23% and -3.92%, respectively when
calculated against the Zofran™, tablet. The powers (1-B) for AUC,, Cax and Ty, were above 99.00%, above 99.00% and
84.99%, respectively. Minimum detectable differences (A) at 0=0.1 and 1-f=0.8 were all less than 20% (e.g., 12.25%,
10.88% and 18.37% for AUC,, Cp,x and T,y tespectively). The 90% confidence intervals were all within =20% (e.g.,
-0.70~15.76, -7.53~7.08 and -16.27~8.42 for AUC,, Cpax and Ty, respectively). All of the above parameters met the cri-
teria of KFDA for bioequivalence, indicating that Hana ondansetron tablet is bioequivalent to Zofran™, tablet.

Keywords—Ondansetron, Zofran™, Hana ondansetron, Bioequivalence, HPLC
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Figure 1-Chromatograms of (A) blank human serum, (B) human
serum spiked with ondansetron (15.0 ng/m!) and internal standard
(S, loxapine 0.6 ug/ml) and (C) serum at 60 min after oral ad-
ministration of 8 mg ondansetron tablet. v =ondansetron peak.
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Figure 2-Mean (£ S.D., n=18) serum concentration-time curve of
ondansetron following oral administraion of Zofran™ (@) and
Hana ondansetron (Q) tablets at the ondansetron dose of 8 mg.
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Table I-Bioavailability Parameters for Each Volunteer Obtained after Oral Administration of Zofran™ and Hana ondansetron

Tablet at the Ondansetron Dose of 8 mg

. Zofran™ Tablet Hana ondansetron Tablet
Volunteer Age Weight
(yea_r) (kg) AUC, Crnax Tn.lax AUCt Crax Tn}ax

(ng - min/m)  (ng/m)) (min)  (ng - min/m)  (ng/ml) (min)
A-1 25 79.7 5060.70 13.23 90.00 5715.85 14.89 120.00
A-2 25 62.8 5186.95 17.43 60.00 444495 15.45 60.00
A-3 19 66.3 3441.00 17.24 60.00 4378.95 13.51 90.00
A4 26 78.0 4352.25 11.00 90.00 5541.45 14.02 90.00
A-5 25 69.5 4224 .90 15.61 120.00 5680.25 18.28 120.00
A-6 23 63.9 4734.60 14.81 120.00 6036.30 14.61 90.00
A-7 23 73.0 6074.30 17.90 90.00 5879.25 20.99 60.00
A-8 23 794 5116.60 18.02 90.00 7332.65 2037 90.00
A9 22 63.6 5081.90 18.40 90.00 5505.70 22.82 90.00
B-1 24 45.6 7304.30 21.51 60.00 5366.35 19.51 60.00
B-2 24 69.7 5579.15 18.02 60.00 4385.05 16.14 60.00
B-3 26 69.5 4463.40 20.16 90.00 4921.10 13.04 60.00
B4 25 63.6 5380.30 14.82 120.00 6631.95 16.71 120.00
B-5 24 68.0 5843.50 15.70 120.00 6474.20 19.68 60.00
B-6 22 64.4 4042.10 17.76 60.00 4565.65 12.91 90.00
B-7 21 75.6 4081.75 15.05 90.00 4171.00 15.88 60.00
B-8 24 584 8379.40 21.93 60.00 7045.80 19.96 60.00
B-9 23 61.3 6656.15 19.55 60.00 8081.45 18.67 90.00
Mean 23.56 67.35 5277.96 17.12 85.00 5675.44 17.08 81.67
(S.D.) (1.79) (8.35) (1238.04) (2.80) (23.58) (1116.87) (3.03) (22.56)
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Table II-Statistical Results of Bioequivalence Evaluation between Two Ondansetron Tablets

Parameters
AUC, Crax Tinax
Difference 7.53% -0.23% -3.92%
F value® 1.190 0.789 2.286
Noncentrality (A)° 4.24 4.78 2.83
Detectable difference (A)° 12.25% 10.88% 18.37%
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