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Bioequivalence of Cepirin Capsule to Suprax Capsule (Cefixime 100 mg)
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ABSTRACT-Bioequivalence of two cefixime capsules, test drug (Cepirin® capsule : Cheiljedang Corp.) and reference drug
(SupraxR capsule : Dong A Pharm. Com.), was evaluated according to the guidelines of Korea Food and Drug Admin-
istration (KFDA). Sixteen healthy volunteers were divided randomly into two groups and administered the drug orally at
the dose of 400 mg as cefixime in a 2X2 crossover study. There was a 1-week washout period between the administrations.
Blood samples were taken at predetermined time intervals for 12 hour and the plasma concentration of cefixime was deter-
mined with a HPLC method. AUCj 1oy, (area under the plasma concentration-time curve form time zero to 12 hour), Cyax
(maximum plasma drug concentration) and Ty« (time to reach C.y) were estimated from the plasma drug concentration-
. time data. Analysis of variance (ANOVA) revealed no difference in AUCq.1ohy, Cinax and Tax between the formulations. The
apparent differences of these parameters between the formulations were less than 20% (i.e., 8.62, 11.10 and 0.00% for
AUCq 12y, Cnax and Ty, respectively). The powers (1-B) for AUCq_jany, Cinax and Trax were over 0.9. Minimal detectable
difference (4) at a=0.03, 1-B=0.8 were less than 20% (i.e., 12.84, 11.05 and 17.99% for AUCq 12ty, Crnax and Tryz, respec-
tively). The 90% confidence intervals (3) for these parameters were also within 220% (i.e., -0.53<8=<17.76, 3.23<8=<
18.97 and -12.81 <8 <12.81 for AUCq.12n, Crnax and Ty, respectively). These results satisfied the criteria of KFDA guide-
line for bioequivalence, indicating the two formulations of cefixime were bioequivient.

Keywords—Bioequivalence, Cefixime, Ceplnn Suprax HPLC
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Figure 1-HPLC chromatogram of cefixime in human plasma.
(Left) blank plasma, (middle) spiked plasma with 2 pg/ml of
cefixime, (right) plasma sample of a volunteer. | = cefixime peak.
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Table I-Pharmacokinetic Parameters of Cefixime(400 mg, Four Capsules Each) in Each Subjects

AUCq.1om (g - br - ml™) Conax (g * 100 Tinax ()
Age Weight Period 1 Period I Period I Period IT Period I Period IT
A (Yr) kg) (Reference) (Test) (Reference) (Test) (Reference) (Test)
Al 25 59 15.87 16.38 225 2.30 5.0 5.0
A2 24 70 20.59 22.39 391 3.64 3.0 5.0
A3 22 74 21.17 22.34 3.69 3.56 5.0 40
A4 22 67 19.65 25.00 331 3.66 4.0 4.0
A5 22 68 12.39 21.21 2.20 3.09 4.0 4.0
A6 22 48 10.57 9.26 1.66 1.73 3.0 40
A7 22 43 15.89 21.20 2.60 330 4.0 5.0
A8 22 54 19.65 21.80 2.83 3.57 3.0 4.0
Period I Period I Period I Period II Period I Period I
(Test) (Reference) (Test) (Reference) (Test) (Reference)
B1 24 63 13.33 10.64 2.38 1.81 4.0 5.0
B2 24 69 18.12 15.31 3.15 2.51 3.0 4.0
B3 22 60 12.67 16.60 2.10 2.30 5.0 5.0
B4 22 77 27.30 24.66 4.37 3.63 3.0 4.0
BS 24 50 15.34 17.23 2.48 2.58 5.0 4.0
B6 22 46 12.60 14.62 2.04 1.79 4.0 50
B7 22 55 19.51 19.27 2.95 2.88 5.0 4.0
B8 21 47 20.58 21.18 3.44 3.02 3.0 5.0
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Table II- Statistical Summary of Pharmacokinetic Parameters
of Cefixime

Parameters
AUCoq.10 Cnax Trnax
Difference 8.62% 11.10% 0.00%
F value? (Sequence effect) 0.22 048 0.23
Noncentrality (A)° 4.69 545 3.35
Power (1-B)° >0.9 >0.9 >0.9
Detectable difference( 4 )°  12.84% 11.05% 17.99%

Confidence interval (8, %)° -0.53~17.76 3.23~18.97 12.81~12.81

?0=0.05, F(1,14)=4.612, *0=0.05, n=14, d=Meanx0.2, °0:=0.05,
4a=0.05, 1-8=0.8, °0=0.05

FF (0)=0.05, HLAEHL)=028 A& A% A2
£ ARG A BF 0901402 0.80)4F0]ojok Fthe 2
FGENHA IAIEPS WSIHAY. B Fo5E
(=005, AZE=0.89 ZAAN HIHEXHL)HE ALK
A7} z}z; 12.84, 11.15, 17.99%2 YER} 20% ol’do]ofok
stithe IA1ES UESTh

AUCh 12 Conax B Trnax®l THEF 90% AESHAIB)= 0=0.05
oA zZtz} 0.53<6<17.76, 3.23<6<18.97, -12.81<s<
12812 +20% 73L& wE3sigd.
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