e

Heotst=|X| M@ M2s

Kor. J. Clin. Pharm., Vol. 12, No. 2. 2002

MImEs 250 mg ZAle| WEHHY S3Y

[=Ys =t C] =.Aa = iThb nl a
SRS - Yse" - g - Az
Y

‘BHfEtn  oFEfE, CE&MY

Bioequivalence of Cefaclor (250 mg) Capsule

MH Yur’, HS Kim®, YP Choi" and KI Kwon®

“College of Pharmacy, Chungnam National University, Dagjeon 305-764, Korea
"Dong Sung Pharm. Co., Seoul, Korea

This study was carried out to compare the bioavailability of Ceclex® (test drug, cefaclor
250 mg/capsule) with that of Ceclor® (reference drug) and to estimate the pharmacokinetic
parameters of cefaclor in healthy Korean adult. The bioavailability was examined on 20
healthy volunteers who received a single dose (250mg) of each drug in the fasting state in
a randomized balanced 2-way crossover design. After dosing, blood samples were collected
for a period of 6hours. Plasma concentrations of cefaclor were determined using HPLC
with UV detection. The pharmacokinetic parameters (AUCgq, Cone Tome AUC,: Ko tp VA
F, and CL/F) were calculated with non-compartmental pharmacokinetic analysis. The ANOVA
test was utilized for the statistical analysis of the T, log-transformed AUC,,, log-trans-
formed C_,, t,, V/E and CL/F. The ratios of geometric means of AUCO-6hr and C_,
between test drug and reference drug were 103.2% (6.74pg-hr/ml vs 6.53+g-hr/ml) and
100.4% (4.85ug/ml vs 4.82ug/ml), respectively. The T, of test drug and reference drug
were 0.9+0.38 hr and 0.83x0.34 hrs, respectively. The 90% confidence intervals of mean dif-
ference of logarithmic transformed AUC,,, and C_, were log 0.98~log 1.08 and log
0.88~logl.15, respectively. It shows that the bioavailability of test drug is equivalent with
that of reference drug. The estimated half-life of this study was longer (1.21x0.27 hrs vs

0.5-1hr), the Vd/F was larger

(68.80£2572L vs

2491), and the CL/F was higher

(38.62+7.09 L/hr vs 24.9 L/hr) than the previously reported values.
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Table 1. Current and previous statistical guidance for bioequivalence study

Previous guidance (2] ¢} & 3LA] Al| 98-86%)

Current guidance (2] 2F3 I1A] A 2001-57%)
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Fig. 1. Plasma concentrations (mean+S.E., n=20) of
cefaclor versus scheduled time following a single 250 mg
oral administration each of reference (- @ -) and test drug
(- O -) taken after fasting more than 12 hours
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Table 2. Pharmacokinetic parameters (mean + S.E., n=20)
of cefaclor after oral administration of one capsule (250
mg) each of reference drug and test drug in human
volunteers

Parameters Reference Test Reported
drug drug value®
AUC,, (nghr/ml)  6.82+0.25 7.05+0.29
C,... (Mg/ml) 5.00+0.30 5.11+£0.37
T, () 0.83+£0.08 0.90+0.09
AUC,  (ug(he/ml)  6.88+0.26 7.14+0.29
CL/F (L/hr) 36.00£1.38  3531+1.54 249
t,, (hr) 1.32+0.07 1.29+0.07 0.5-1
V/F (L) 68.78+490  65.78x4.76 249
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Table 3. Statistical summary of cefaclor bioequivalence study between test drug and reference drug on major
pharmacokinetic parameters with previous and current guidance

AUC,, Conax
Previous Current Previous Current
(KFDA notice 98-86)  (KFDA notice 2001-57) (KFDA notice 98-86) (KFDA notice 2001-57)
. .60% 2.
BA difference (—§o~20%) (—201?2?%)
1-p >0.9(=0.8) 0.821(=0.8)
Detection limit 7.06%(< 20%) 19.33%(<20%)
Copbncimow)  SPTEE lowns | pnan st
(reference value of guidance)
Table 4 F-value between test and reference formulations by ANOVA test (0=0.05)
AUC,, Crax
Previous Current Previous Current
(KFDA notice 98-86) (KFDA notice 2001-57) (KFDA notice 98-86)  (KFDA notice 2001-57)
Group or Sequence 0.764(4.414) 0.583(4.414) 0.376(4.414) 0.133(4.414)
Subjects 10.091(2.217) 9.474(2.217) 3.351(2.217) 2.515(2.217)
Period 7.750(4.414) 6.729(4.414) 1.558(4.414) 1.262(4.414)
Drug 2.278(4.414) 1.656(4.414) 0.112(4.414) 0.003(4.414)

(F-value of F-table at ¢=0.05)
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