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Abstract : This study was conducted to evaluate the bicavailability of sparfloxacin
formulation in healthy Korean volunteers. Furthermore, the bioequivalence of Spacin®
tablet, a sparfloxacin preparation from Korea United Pharm, Inc., was determined in
comparison with Spara® tablet, a sparfloxacin preparation of Sam—a Inc. The study
employed a randomized, two—way crossover Latin square design with a 10 day washout
period. The test product was Spacin® tablet (Korea United Pharm Inc, Republic of Korea)
and the reference drug was Spara® tablet (Sam—a Inc, Republic of Korea). The two
products were administered in 200 mg single oral doses into 26 healthy Korean
volunteers. Serial blood samples were collected for a period of 60 hours. Plasma
sparfloxacin concentrations were measured by HPLC using UV detector, and the
pharmacokinetic parameters including AUC:, Crax, Tmax, and half—life (ti2) were
determined from plasma. Both formulations were well tolerated in 26 volunteers. Mean
ratio of AUC: and Cnes of Spacin® tablet were 0.956 (90% confidence interval: 0.8987 < 8
<1.0177) and 0.911 (90% confidence interval: 0.8309< ¢ <1.0007) compared to those
of Spara® tablet. Mean tiz of Spacin® tablet was 18.43 + 3.56 hr and that of Spara® tablet
was 18.02 = 2.55 hr. The power (1-8) for AUCt was above 90% and that of Cmax was
89.4%. The pharmacokinetic parameters (AUCt, Cmax, and T'max) were analyzed
statistically (ANOVA and 90% confidence intervals) with K—BE test 2002 (KFDA). No
significant differences between two formulations were observed in terms of AUC: and
Cnax, the main pharmacokinetic parameters used for bioequivalence evaluation. The

results satisfied the bioequivalence criteria of KFDA guidelines, and Spacin® tablet was
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Fig. 1. HPLC chromatograms of plasma samples. (A) blank plasma, (B) plasma spiked with internal standard, and (C)
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Table 1. Within-day and between-day precision and accuracy in analysis of plasma sparfloxacin

concentrations (n=5)

Concentration Precision (CV%) Accuracy
(1g/mL) Within-day Between-day (%)
0.025 4.78 7.99 115.6
0.1 2.93 3.78 95.7
0.5 2.61 3.17 100.2
1 1.14 1.20 100.5
1.5 1.06 1.56 99.2
2 0.75 1.67 100.3

A FAFA B & 90% A 7Tk
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Fig. 2. Mean plasma concentration-time profiles of sparfloxacin in 26 healthy Korean volunteers after single

oral administration of 200 mg of two sparfloxacin formulations. Date represented Mean * SD.

Table 2. Comparison of sparfloxacin pharmacokinetic parameters after single oral administration of 200 mg
of Spacin® or Spara(®) tablets

Pharmacokinetic parameters Spacin® Spara®
AUC: (ng X hr/mL) 25562.7 + 8323.8 26440.3 £ 74447
Coax (ng/mL) 1021.5 1 3385 1096.0 L 2774
Tos (hr) 531 + 1.98 365 + 16
Half-life (hr) 18.43 + 3.56 18.02 =+ 2.55

(Mean £SD, n=26)

Table 3. The mean and confidence intervals of the mean pharmacokinetic parameters of the test (Spacin®
tablet) and the reference preparation (Spara®tablet)

Pharmacokinetic parameters

AUC Conax Tix
Test/Reference 0.956 0.911 BA Diff(%) 45.263
Detectable difference (%) 11.196 17.197 43.305
1-3 >0.9 0.894 <0.6
90% CI 0.8987 <5<1.0177 0.8309 <5<1.0007 19.8899 < §<<70.6364
Rom Coeis 212 10963 1021.562 o ko 0.8309 <8< 1.0007) & YEFY 32 tz kel gt
et Al k2] FtA] B7F 0.911(90% 212 7-3* Al eke] Fat A ZFol = 22k log 0.8°14 log
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