=g Aerel A 2229 Al1E
Kor. J. Clin. Pharm., Vol. 22, No. 1. 2012

71Zst g=Ql T XA Cefcapene Pivoxil Hydrochloride 75 mg
Ko HEHSSHAIE

MR 2B HOls - ZRF - B0l EHA - 2BA° - ZM° - AUM* - T2 - Zaig

[ Y ] =
TSI IMAISIMIE] XISyt S/SIEINEEY ofF/StmA, LYSHSF AS9/ofoI
011 129 21¢ A4 - 20124 29 29 43 - 20124 29 3 £9l)

Pharmacokinetic Properties and Bioequivalence of Cefcapene Pivoxil
Hydrochloride 75 mg in Korean Healthy Volunteers

Ji-Young Jeon', Yong-Jln Im', Mlnho Hwang Yun-Jeong Kim', Su-mi Han', Myeong-jin Jo .
Hee-Sun Klm , Sun-Young Klm Soo-Wan Chae , Kang Seog Kim®*, and M1n-Gul Kim'*

"Clinical Trial Center, Chonbuk National University Hospital, 20, Geonji-ro, Deokjin-Gu, Jeonju-si,
Jeollabuk-do, 561-712, Korea
2Department of Pharmacology, Medical School, Chonbuk National University, 2-20, Geumam-dong,
Deokjin-Gu, Jeonju-si, Jeollabuk-do, 561-180, Korea
3Daewoong Pharmaceutical Co.Ltd, 163-3, Samsung-dong, Kangnam-gu, Seoul, 135-881 Korea
“Seoul Pharma Laboratories, Daerung, Techno Town, 327-32, Gasan-dong, Geuncheon-gu, Seoul, 153-802, Korea

(Received December 21, 2011 - Revised February 2, 2012 - Accepted February 3, 2012)

Background: Cefcapene pivoxil hydrochloride, is an ester-type oral cephem antibiotic. This study was performed to
compare the pharmacokinetics and evaluate the bioequivalence of two cefcapene pivoxil hydrochloride 75 mg formula-
tions. Method: In a randomized 2x2 crossover study, sixty healthy male volunteers were randomly assigned into two
groups. After a single dose of 75 mg cefcapene pivoxil hydrochloride oral administration, blood samples were collected
at specific time intervals from 0-12 hours. The plasma concentrations of cefcapene pivoxil hydrochloride were deter-
mined by LC-MS/MS. The pharmacokinetic parameters were determined from the plasma concentration-time profiles of
both formulations. The pharmacokinetic parameters such as AUC,,,, AUC;; and C,,., were calculated and the 90% con-
fidence intervals for test/reference ratio for pharmacokinetic parameters were obtained by analysis of variance on logarith-
mically transformed data. Results: The mean value for AUC,, in test and reference drug was 4053.1+£876.5 ng-hr/mL and
3595.7£1029.1 ng-h/mL, respectively. The mean value for C,, in test and reference drug was 1324.9+321.4 ng/mL and
1159.14335.9 ng/mL, respectively. The 90% confidence intervals of the AUC,, and C,,, ratio for test drug and reference
drug were log 1.09-logl.22 and log 1.09-logl.24, respectively. No adverse events were reported by subjects or found on
analysis of vital signs or laboratory tests. Conclusion: This single dose study found that the test and reference products
met the regulatory criteria for bioequivalence in these health volunteers. Both formulations were safe and well tolerated
in 75 mg of cefcapene pivoxil hydrochloride.
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Table 1. Demographics

(irn":“}%;\ BC(’;‘:";%) Total (n=60) P-value"
Age (year) 233+25 232419  233+22  0.908
Height (cm) 175348 17524546 1753+5.1  0.980
Weight (kg) 672470  693+7.6 68373 0255

Values are presented as meantstandard deviation.
Independent t test
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Fig. 1. Plasma concentration-time profiles of cefcapene pivoxil

hydrochloride after test and reference 75 mg tablet formulation of

cefcapene pivoxil hydrochloride in 59 healthy Korean subjects.
Each point represents the meantstandard deviation.
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Table 2. Pharmacokinetic parameters of cefcapene pivoxil
hydrochloride after a single oral administration of two
formulations

Reference drug (n=59) Test drug (N=59)
3595.7£1029.1 4053.1£876.5

AUC,, (ng-hr/mL)

AUC,;+(ng-hr/mL) 3630.1£1029.8 4084.4+876.6
AUC (%) 1.05+0.55 0.80+0.33

C oy (ng/mL) 1159.14335.9 1324943214
T pax (1) 1.5[1.0-3.0] 1.5 [1.0-4.0]
t, 5 (hr) 1.310.2 1.310.2
Clearance/F (L/hr) 22.748.1 19.244.3
Volume/F (L) 44.0£19.0 36.318.4

Values are presented as mean + standard deviation.

Table 3. Bioequivalence assessment for pharmacokinetic

parameters of two cefcapene pivoxil hydrochloride
formulations

Geometric mean ratio )

Parameter (Test/Reference) lntcr';‘/S‘EOb/Jf)’Ct
Point estimate 90% confidence interval °
AUC, 1.15 1.09 - 1.22 17.92
AUC,; 1.15 1.09-1.21 17.64
Cax 1.16 1.09 - 1.24 20.85
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