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Abstract — A bioequivalence study of Shin Il Cefadroxil capsule (Shin Il Pharm. Co. Ltd.) to Duricef capsule
(Bo Ryung Pharm. Co. Ltd.), each containing 500 mg of cefadroxil, was conducted. Twenty three healthy
Korean male subjects administered each formulation at the dose of 1 capsule (500 mg as cefadroxil) in 2x2
cross-over study. There was a 1-week washout period between the doses. Plasma concentrations of cefadroxil
were monitored for a period of 8 hr after each administration by an LC/UV method. Area under the plasma
concentration - time curve up to 8 hr (AUC)) was calculated by a linear trapezoidal method. C,,,, was compiled
from the plasma drug concentration-time data. ANOVA test was conducted for logarithmically transformed
AUC and C_ . The results showed that there are no significant differences in AUC, and C,_,, between the two
fonnulahons The differences between the formulations in these log transformed parameters were all for less
than 20% (i.c., —0.57%, 3.84% for AUC, and C_,,,, respectively). The 90% confidence intervals for the log
transformed data were within the acceptance range of log 0.8 to log 1.25 (i.e.,, log 0.94 ~log 1.04 and log
0.95~log 1.10 for AUCt and C_,,,, respectively). Based on the bioequivalence criteria of KFDA guidelines, the
two formulations of cefadroxil were concluded to be bioequivalent.
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Fig. 1. Structure of cefadroxil.
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Cor(lcer;tric)ion rcms{g;iation 0] Accwt(lricg}g (%) 0 : —= ' :
Hgim Intra-day(n=5) Inter-day(n=>5) - 0 10 20 30 40 50
05 550 3.63 104.75 Concentration (ug/mi)
5 2.22 2.48 102.32 (B)
10 3.14 4.35 99.43 Fig. 4. Representative standard curve (A) and response factor
50 2.08 345 100.04 (B) for cefadroxil; key: (-+*), mean responsc factor £ 10%.
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Fig. 3. LC/UV chromatograms of cefadroxil (cefa) and intemal slandard (I.S., cephradine). (a) blank plasma, (b) blank plasma spiked
with internal standard, (c) plasma obtained from volunteer at 1.5 hr after oral administration of 500 mg cefadroxil capsule.
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Fig. 5. Mean plasma concentration-time curves of cefadroxil
after oral administration of Duricef capsule (reference drug, O)
and Shinil cefadroxil capsule (test drug, @®). (n=23, mean+
S.D.).
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Table II. Bioavailability parameters in normal and logarithmic Scales for each volunteer obtained after oral administration of Duricef anl

Shinil Cefadroxil capsule at the cefadroxil dose of 500 mg

Duricef Capsule Shin il Cefadroxil Capsule

Volunteer AUCt AUCt |

e AU Gl DO G ey A gy e @
Al 33.83 1.53 17.22 1.24 1.5 32.90 1.52 11.67 1.07 1.0
A2 43.64 1.64 17.30 1.24 1.0 32.11 1.51 10.02 1.00 2.5
A3 36.29 1.56 13.04 1.12 2.5 46.05 1.66 17.35 1.24 1.5
A4 39.03 1.59 12.76 1.11 2.0 32.33 L.51 9.96 1.00 3.0
AS 35.36 1.55 11.81 1.07 1.0 33.59 1.53 9.81 0.99 1.0
Ab 52.43 1.72 14.55 1.16 1.5 40.15 1.60 12.63 1.10 1.0
A7 38.50 1.59 13.85 1.14 2.5 36.47 1.56 12.34 1.09 1.0
A8 45.11 1.65 12.18 1.09 1.0 38.50 1.59 10.47 1.02 2.0
A9 38.19 1.58 12.63 1.10 1.5 29.79 1.47 10.17 1.01 2.0
Al0 43,19 1.64 11.96 1.08 2.5 40.12 1.60 12.71 1.10 2.0
All 52.73 1.72 16.07 1.21 1.0 4551 1.66 14.09 1.15 1.0
Al2 4281 1.63 12.89 1.11 3.0 3531 1.55 11.03 1.04 2.0
B1 29.56 1.47 11.60 1.06 1.5 46.35 1.67 18.19 1.26 1.0
B2 36.75 1.57 13.10 1.12 1.0 37.35 1.57 10.52 1.02 3.0
B3 38.61 1.59 10.77 1.03 25 45.95 1.66 17.72 1.25 1.0
B4 39.81 1.60 12.43 1.09 2.0 41.00 1.61 15.01 1.18 1.0
B5 39.74 1.60 11.86 1.07 2.5 44.11 1.64 17.34 1.24 1.0
Bo 49.16 1.69 14.74 1.17 2.0 53.51 1.73 18.36 1.26 1.5
B7 41.85 1.62 13.12 1.12 1.5
B8 36.70 1.56 12.50 1.10 1.5 39.04 1.59 14.00 1.15 1.5
B9 34.21 1.53 11.44 1.06 1.5 3591 1.56 12.20 1.09 1.0
B10 48.44 1.69 12.32 1.09 2.5 54.71 1.74 15.14 1.18 1.5
Bl1 37.32 1.57 9.22 0.96 3.0 40.76 1.61 11.34 1.05 3.0
B12 4312 1.63 13.32 1.12 1.5 43.05 1.63 16.46 1.22 1.0
Mean 40.58 1.60 12.99 1.11 1.85 40.35 1.60 13.49 1.12 1.58
(8.D) (5.97) 0.06)  (1.92) (0.06) (0.67) (6.56) (0.07) (2.96) (0.09) (0.72)
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Table III. Statistical Results of Biocquivalence Evaluation be-
tween Two Cefadroxil Capsules

A U CT(I) Cmaxa
BA difference -0.57% 3.84%
F value(Sequence
effect)?) 1.209 L
Test/Refe_rence point 0.99 1.03
estimate
an‘n'u_m detectable 8.69% 8.69%
difference

Confidence interval”) log 0.94<8<log 1.04 log 0.95<8<log 1.10
“The AUC, C,,, values were calculated on the basis of In-
transformed data

Ma=0.05, F(1.23)=4.325.

9g=0.05.

Ve A3 AA 2L Eslgen g o3} BARA S
Astodvh =@ zao] 5o Ash sha vhaedl
Duricef F+4¢] AUC, C,,= &% 37.95+7.71ug - hr/
ml, 12.86+2.84 ug/ml= 2 dA-oA A FEFH F9
Al Ae]7F g o 5 2% TH(Cho 5, 2002).
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