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Bioequivalence of Favid Tablet to Tarivid Tablet (Ofloxacin 100 mg)
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ABSTRACT-The purpose of the present study was designed to evaluate the bioequivalence of two ofloxacin tablets, Tarivid
(Jeil Pharm. Co., Ltd.) and Favid ILHWA Co., Ltd.), according to the guidelines of Korea Food and Drug Administration
(KFDA). Twenty-four normal male volunteers, 23.67+3.12 year in age and 68.50£7.23 kg in body weight, were divided into
two groups and a randomized 2x2 cross-over study was employed. After four tablets containing 100 mg of ofloxacin were
orally administered, blood was taken at predetermined time intervals and concentrations of ofloxacin in plasma were deter-
mined using HPLC. Pharmacokinetic parameters such as AUC,, Cy.x and Ty, were calculated and ANOVA test was utilized
for the statistical analysis of the parameters using logarithmically transformed AUC,, and C.,,, and untransformed Tpay.
There were no sequence effects between two formulations in these parameters. The 90% confidence intervals for the log
transformed data were acceptance range of log 0.8 to log 1.25 (e.g., log 0.94~log 1.04 and log 0.90~log 1.07 for AUC,and

Crax, TESpectively). The major parameters, AUC, and C,,,, met the criteria of KDFA for bioequivalence indicating that Favid
tablet is bioequivalent to Tarivid tablet.
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Figure 1-Chromatogram of (A) blank human plasma, (B) plasma
spiked with ofloxacin (2 pg/m/) and internal standard (10 Lg/m/) and
(C) plasma from a volunteer 3.0 hr after oral administration of 400
mg ofloxacin.
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Table I-Precision and Accuracy for the Determination of
Ofloxacin in Human Plasma

Precision C.V.(%)

Concentration Accuracy (%)
(ug/mi) Inter-day Intra-day (n=5)
(n=5) (n=5)

0.1 10.20 5.05 839

0.2 4.88 5.99 87.6

0.5 8.46 4.77 96.9

1.0 9.92 7.55 100.7

2.0 9.79 7.74 104.2

5.0 8.52 8.38 99.2

10.0 9.59 7.30 100.0

C.V.(Coefficient of Variation) = (S.D./mean) x 100
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Figure 2-Mean (+S.D., n=24) plasma concentration-time curves of

ofloxacin following oral adminstration of Tarivid (O) and Favid (@)

tablets at the ofloxacin dose of 400 mg.
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Table II-Bioavilability Parameters for Each Volunteer Obtained
Ofloxacin Dose of 400 mg

49

after Oral Administration of Favid and Tarivid Tablets at the

. Tarivid Tablets Favid Tablets
Volunteer Age Weight
(yr) (kg) AUC, Cruax Tinax AUC, Cirax Thnax
(g hvm)  (ug/m)) (hr) (ug-hrm)  (ug/m)) (hr)
A-1 31 64 53.12 8.37 1 43.38 7.28 1
A2 21 75 31.04 375 2 32.67 524 1
A-3 21 67 46.69 6.19 1 35.70 5.89 1
A-4 28 75 48.23 7.30 3 31.14 395 1
A-5 28 77 53.38 9.56 1 29.88 4.55 2
A-6 21 75 42.01 6.93 1.5 35.09 522 1
A-7 24 70 47.71 6.29 1 34.82 4.63 0.5
A-8 26 74 38.43 6.38 1 22.30 4,16 1
A-9 20 63 46.65 9.13 1.5 32.30 5.30 0.5
A-10 27 66 38.62 591 1.5 27.38 4.66 0.5
A-11 24 80 40.79 5.38 1 28.82 297 2
A-12 20 55 38.95 8.17 0.5 29.80 6.40 1
B-1 24 71 30.32 3.70 3 33.77 5.10 1
B-2 27 61 33.13 5.34 1 51.95 7.16 3
B-3 21 56 34.49 4.80 1.5 44.40 947 1
B4 22 71 2922 434 1 41.13 535 i
B-5 22 67 26.59 7.61 1 3245 6.66 1.5
B-6 23 73 25.05 4.63 2 30.35 4.68 1.5
B-7 21 55 31.84 446 1.5 43.23 5.14 1
B-8 26 67 29.31 3.56 2 39.66 5.18 1
B-9 27 80 27.73 5.02 2 40.69 8.14 0.5
B-10 22 63 31.61 4.29 1 41.57 5.39 1
B-11 20 69 32.37 436 1 4072 6.12 1
B-12 22 70 20.71 476 1 3243 7.36 1
Mean 23.67 68.50 36.58 5.84 1.42 35.65 5.67 1.10
(S.D.) 3.12 7.23 9.09 1.76 0.64 6.745 1.45 0.57
Table III-Statistical Results of Bioeqivalence Evaluation between Two Ofloxacin Tablets
Parameters
AUC, Croax Trnax
Difference -2.55% -3.02% -20.59
F value* 3.03 1.04 1.19
F value® 2.76 0.85 1.94
Detectable difference (A)* 8.74% 16.67% 40.24%
Confidence interval (8, %)* 750 <8< 241 —12.44 <8< 641 —44.15<8<298
Confidence interval® 094<d<1.04 090<3<1.07 0.62<6<1.00

*0=0.05, *0=0.05, The value was obtained from log transformed data.

C R “EEH|= A8 Byt AUC(Ug - hr/mie
36.58 £9.09, APl “HH|= A e 3565+6.75% R
of that HatA A7t 255%0193, Cru(lg/mye 5.84 +

1763} 5.67+ 1452 -3.02%2] #tolE Ho ulzok) digh
Algere] ztol= thzeke] +20% odle]o]ol il A &S
AL H71E 9l AA 2718 9=

2. 23R AUC, B Cpodll ti3lA f-2)95F 0=0.05

=]
=

7}

ol BAMEA Ad, 27 sMEde vERbA] fgkeH
90% NS 242t log 0.94~log 1.04 2 log 0.90~log 1.07
2 R} log 0.8~log 1.250]010F s AESHEF54AE
N vk 9 FAA Tow FHoA 2 90%
AZSA (S, %Y= —44.15%~2.98%% 1 A=} thi 2]
7} Ao} ol QEEFARIC] SFAI A&E aAE o
71 93] FEAsie AR o EE T2 AESFEFSA

110

J. Kor. Pharm. Sci., Vol. 35, No. 1(2005)



50 gl - 293 - oy - U5
AN @R Fagro = v AL

ode] AEAAE FF& B Agq] = e
izeR] “eleiH|= Aol tisle] AESHFTHAANEY &
@ 718 28EAUC, 2 CudlH BEF 553 Aoz
et F AAle AESH R F53al AREU

HAR| e

£ ATE 293 289 AQS ol AsEAN
FaysIgion, ol ZAIEGYTh

J. Kor. Pharm. Sci., Vol. 35, No. 1(2005)

- BA - AVSE - AR - oV8H

A
ror

1) S.V. Onrust, HM. Lamb, J.A. Barman Balfour, Ofloxacin.
A reappraisal of its use in the management of genitourinary
tract infections, Drugs, 56, 895-928 (1998)

2)K.C. Lamp, EM. Baileym, M.J. Rybak, Ofloxacin clinical
pharmacokinetics, Clin Pharmacokinet, 22, 32-46 (1992)

3) O. Ballesteros, J.L. Vilchez, A. Navalon, Determination of
the antibacterial ofloxacin in human urine and serum
samples by solid-phase spectroftuorimetry, J. Pharm. Biomed
Anal., 30, 1103-1110 (2002)

4) A FLOREQPAA 3A] Al 2002-605(2002. 11. 22). BET}
HENE7NE.



