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Bioequivalence of Cefaclor 375 mg SR Tablet

Shin Hwa Lee, Min Hyuk Yun, Kyung Eob Choi’, and Kwang 11 Kwon

College of Pharmacy, Chungnam National University, Daejeon 305-764, Korea,
and °Division of Pharmaceutical Services, Samsung Medical Center, Seoul, Korea

This study was carried out to compare the bioavailability of Ceclex® SR TAB (test drug,
cefaclor 375 mg/Tablet) with that of Ceclor MR® SR TAB (reference drug) and to estimate
the pharmacokinetic parameters of cefaclor in healthy Korean volunteers. The bioavailability
was examined on 24 healthy volunteers who received a single dose (375mg) 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 7 hours. Plasma concentrations of cefaclor were
determined using HPLC with UV detection. The pharmacokinetic parameters (AUC. ., C,,.

T,

max?

AUC,,, K, t,. V/F, and CL/F) were calculated with non-compartmental pharmacoki-

netic analysis. The ANOVA ftest was utilized for the statistical analysis of the T, log-

transformed AUC,,, log-transformed C_,,
means of AUC,,, and C

max

t1/2’
between test drug and reference drug were 95.67% (8.55 vs

V/E and CL/E. The ratios of geometric

8.18 ug -+ hr/ml) and 103.86% (2.85 vs 2.96 ug/ml), respectively. The T, of test drug and
reference drug was 2.56+0.15 and 2.23+0.13 hrs, respectively. The 90% confidence intervals
of mean difference of logarithmic transformed AUC,, and C_, were log0.90-logl.04 and
1log0.91-log1.13, respectively. It shows that the bioavailability of test drug is equivalent with

that of reference drug.
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Fig 1. Calibration of cefaclor in human plasma
concentration (n=6). Y=16175X-1317.8 (r=0.9999) [Y:
Peak area, X: Concentration of cefaclor]

Table 1. Precison and accuracy data of cefaclor analysis

Concentration of Precision (CV %) Accuracy%
cefaclor (pg/ml) Intra-day (n=5) Inter-day (n=5) (n=5)
0.1 (Limit of )
quang ooy 390 15.04 101.00
0.5 197 12.24 97.84
5 0.62 9.47 102.68
10 7.11 10.81 102.28
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Fig 2. Plasma concentrations (meanzS.E.M., n=24) of

cefaclor versus scheduled time following a single 375 mg

oral administration each of reference (Ceclor MR® SR
TAB, - @ -) and test drug (Ceclex® SR TAB, - O )

Table 2. Pharmacokinetic parameters (meantS.D., n=24)
of cefaclor after oral administration of one tablet
(375 mg) each of reference drug and test drug in healthy
volunteers.

Parameters Reference drug Test drug

AUC, ;. (ug - hr/ml) 8.55+0.47 8.18+0.36

Ciax (Ug/ml) 2.85+0.17 2.96+0.24

T, (hr) 2.56+0.15 2.23+0.13

AUC,; (ug(hr/ml) 8.64+0.47 8.30+0.37
CL/F (L/hr) 46.10+2.47 472322

t, (hr) 1.22+0.13 1.09+0.10

Vd/F (L) 83.29+11.07 77.53£9.86
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Table 3. Statistical summary of cefaclor bioequivalence
study between test drug and reference drug on major
pharmacokinetic parameters.

Reference
value of

AUC,,, C lue o
guidance

‘max

Confidence
limit (90%)

Test/REF% 95.67 103.86

10g0.99~1log1.04 1og0.91~log1.1310g0.8~log1.25

Table 4. F-value between test and reference formulations

by ANOVA.
AUC, C... Ftable
Ser‘;’l?gl‘; 035 0.16 430
Subjects 419 289 205
Period 0.12 1.81 430
Drug 0.66 0.04 430

(F-value at 0=0.05)
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