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(152.45416. 26) F1(341. 03444, 16) mg * h/L; 2P L8] (1,50 43 B A (1. 9740, 19) (2. 4440, 24) F1 (2. 18 0. 31)
he ZWEHEZ(.0 g.2 W/ DJGF EEZHN %S B Coe N (80. 39111, 86) mg/L, Thu H (0. 5140.02) h, AUC,. K
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Pharmacokinetics of Injected Cefozopran Hydrochloride in Healthy Volunteers GUO Wang-wei'*, SHEN Qi', QIN
Yong-ping'® . WANG Ying', WANG Lei'*, MIAO Jia', NAN Feng', XIANG Jin', YU Qin', LIANG Mao-
zhi'. 1. Department of Clinical Pharmacology, West China Hospital , Sichuan University . Chengdu 610041,
China; 2. West China School of Pharmacy, Sichuan University, Chengdu 610041, China
/\ Corresponding author, E-mail: qingypingl @163. com

[Abstract]  Objective  To study the pharmacokinetics of injected cefozopran hydrochloride in healthy
volunteers. Methods 24 healthy volunteers were enrolled to receive low (0.5 g), middle (1.0 g), high (2.0 g)
doses of single injection and multiple doses (1. 0 g) injection of cefozopran hydrochloride in an open randomized
study. The plasma concentrations of cefozopran were determined by RP-HPLC. The DAS2. 0 was used to fit the
concentration-time data and to calculate the pharmacokinetic parameters. Results  The main pharmaeokinetic
parameters for a single injection of low, middle and high doses of cefozopran were as follows: C,.,(48.27+9.84),
(77.99+15.08) and (171.59418. 27) mg/L; T,. (0.50£0.00), (0.5140.02) and (0.5140.02)h; AUC,,
(92.43£24.02), (152. 45 16. 26) and (341. 03 44.16) mg * h/L; t15, (1. 974£0.19), (2. 44£0. 24) and
(2.18%+0.31) h, respectively. The main pharmacokinetic parameters for a multiple doses injection of cefozopran
were as follows: Cp. (80. 39 11. 86) mg/L; T, (0. 51 £0.02) h; AUC,, (159. 74 =15. 06) mg * h/L; ti
(2.5540.55) h. The accumulative rate of cefozopran through urine pathway within 24 h was (89.4+15.5)%. The
statistical analysis showed that C,,. ., AUC,, and AUC, .. increased significantly with increased doses of injection
(P<C0.05). Those parameters were linearly correlated with the doses of injection (=10, 9950,0. 9960,0. 9963).
However, dosage did not have an impact on other pharmacokinetic parameters (P>>0. 05). No gender differences in
the parameters were found (P>>0. 05). Conclusion Cefozopran hydrochloride performs a linear kinetics in healthy
volunteers. The main pharmacokinetic parameters have no significant gender differences, and there is no drug
accumulated with multiple doses of injection.

[Key words]) Cefozopran hydrochloride Pharmacokinetics RP-HPLC
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Fig 2 Mean plasma concentration-time curve of CZR after

Fig 3 Accumulative urinary excretion-time of CZR
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Table 1 The main PK parameters of CZR after single and multiple dose injections (x*s,n=6)
Parameter Single dose (0.5 g) Single dose (1.0 g) Single dose (2.0 g) Multiple dose (1.0 g)

Crax (mg/L) 48.27+9. 84 77.99415.08" 171.59418.27* % 80.39+11. 86

Thax (h) 0.50+0. 00 0.5140.023 0.5140.023 0.55+0.55

t1/25 (h) 1.97+0.19 2. 4440, 244 2.1840. 31 2.5540.55
AUCq.(mg * h/L) 92.43424.02 152.45416. 26" 341.03+44.16*-% 159. 744-15. 06
AUCq. (mg = h/L) 95.234+25.17 157.274+17. 13" 350.28+45.16*-% 162.17416. 46

CL/F (L/h) 5.49+1.06 6.43+0.76 5.80+0.77 6.22+0.58

V/F (L) 7.90+2.68 11.81+4.47 8.96+1.63 9.53+1.64

Chax : Peak concentration; Th.c: Time to peak concentration; ty/z3: Elimination half-life; AUCy: Area under time-concentration curve

from 0 to last draw time; AUC... : Area under time-concentration curve from 0 to infinity time; CL/F. Clearance; V/F: Apparent volume of

distribution.

respectively

2.3 &l

JI A 32 A IO T T P R TR Sk AL 22 )i 4
RUFEMAGE . A 1 B 52 30 78 il e 5 2K
N A AR AR A MR T . 15 d R A
PRI IE . 55 25T BEAT 5% A R 2 BUA I PR T

* P<C0.05, vs. 0.5 g single dose; # P<C0.05, vs. 1.0 g single dose; /A P<C0.05, vs. 0.5 g single dose and 2. 0 g single dose
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Table 2

The difference of the main PK parameters of CZR after single and multiple dose injections by sex (x*+s,n=6)

Single dose (0.5 g) Single dose (1.0 g)

Single dose (2.0 g) Multiple dose (1.0 g)

Parameter

Male Female Male Female Male Female Male Female
Cmax (mg/L) 48.5+13.2 48.1%£6.3 70.0£13.4 86.0%13.0 172.1£16. 4 171.2421.5 74.3%10.8 86.5410.2
Tmax (h) 0.50%0.00 0.50%£0.00 0.5140.03 0.5040.00 0.5140.03 0.5040.00 0.5140.03 0.5040.00
l\,’zlq(h) 1.96£0.19 1.972£0.20 2.4240.28 2.45%0.21 2.3540.36 2.0140.13 2.37%0.27 2.74%0.72
AUCo-1 (mg *» h/L) 96.6+32.8 86.24+10.0 144.3+17.7 160.6+10. 4 345.6+52. 2 336.5+238.9 151.8+10.5 167.6+15.5
AUCp-c- (mg + h/L) 101.4+34.6 89.1410.4 148.8+18.4 165.8+11.5 354.9453.1 345.6140.2 153.7£10.6 170.6+£17.6
CL/F (L/h) 5.30£1.34 5.6940.75 6.8140.85 6.06+0.45 5.7440.85 5.8540.76 6.53+0.46 5.9140.54
V/F (L) 8.314+3.80 7.49+1.00 11.83+1.77 11.8046.39 9.434+2.06 8.504+1.05 10.6441.54 8.60+1.23
Cmax s Tmax s t] 28 AUCo-t» AUCp-c= » CL/F, V/F: Denotes the same as those in table 1

I3 KR CZR & i, %07 vk B Tl i s 2 85
TEBA S5 R A5 38 F T i K SR T CZR v B 5 I 2
B I M Eoe . il I RE b fE it A 0. 15~
307. 2 mg/L JE B N OC R R AT Fe (I e fE v B Ry
0.15 mg/L, Fiab ¥ M i ZHy 86. 9% ~108. 4%, 4t
ATHEIR] RSD 23 5 /NTF 2. 4% /1 5. 4% . JREEFRE
ML TE 4. 69~4800 mg/L LML R RIF . AR E
YN 4. 69 mg/L. it N AL ] RSD 43 51/ F
3.0%F15.9%.
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