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. 2. , 200032)
HPLC ig v
, Cyg (5 pum), -0.05 mol* L'
(pH 2.5)(20: 80) , 1.0 mLe min~ ', 300 nm. 0.1-20 pg*mL"" ,
, ig50 100 mg kg ' ,Cunyx AUC L Ty)a ;
(F) 42%. 50-100 mg-kg ' ,
: R969 .1 ; R278 .1 DA : 0513 - 4870(2001)02 - 0134 - 03
( clinafloxacin) 4 s 200 - 250 g.
R DNA R
; , HPLC Waters
, , Waters 600 E , Waters 991
(, 77251 Waters QOasis
( HLP 1cc) . :Lichrosorb Cig(5 pm)
F. COzH
‘ 050 mmx4.6 mm (Lx1ID) ; : ;
DN N -0.05 mol*L"' (pH 2.5)
HzN c A (20: 80) ; :1.0 mLemin"'; 300 nm;
(23]
[3.4] (5] 100 pg* mL™'
; , 10 pg* mL™"
; 40 pg* mL~ .
, 4C
0.2
mL(iv 0.1 mL, 0.1 mL ),
50 % H;PO, 10 pL ( 40
ug* mL™')10 pL , Oasis
( QOasis 1 mL. 1 mL
(ciprofloxacin) , 0.05 mol* L' 1 mL ),
(HPLC ); (HPLC ); ( , ,  0.05 mol+L"' 0.6
) ( )5 ( ) - mL , , I mL
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3, 6 (227.2%6.8) ¢ 3.2%. RSD 7%.
50 mgekg ™' ; (247.1 & 2
4.1) g 100 mgkg™' ; (219.0 iv g -
+5.8) ¢ 100 mgokg ' 3P87
0.25,0.5,0.75,1.0,1.5,2,4,6,8 s , AIC .
10 h 0.5 mL,
, (3000 r*min" ') 10 min, 1 2. ,
x*s : ( Coa) -
- 3P87 ) (AUCQ) ;v ,
( F) = AUGy -y (ig)/
AUCoalo( lV)( %) =42 %,
1 Tab 1 Main pharmacokinetic parameters of
11 clinafloxacin after single iv dose of 100 mg* kg™ ' in
’ rats (n=6, x T s)
, 20 yL, HPLC
Parameter Value
C b, 7.1 —
. Co/ pg* mL 46 .6+2.8
4.5 min, R Ke/ h-! 0.75 £0 .25
1 Vel L 0.47 £0 .04
0.1 0.1 5 0.1 Ty/akey/ h 0.99 +0 .28
. 2 AUC/ pgrhemL"" 65 £16
% A B C CL/ Leh"! 0.35£0.08
5 | ‘
: |
z l\ \ Tab 2 Main pharmacokinetic parameters of
A “'J L\»‘ o U U \~_ 0\} clinafloxacin after single ig dose of 50 mg* kg™ ' and
b 100 mg*kg™ 'inrats (n=6, x ts)

0o 5 10 0 5 100 5 10
{/min

Fig 1 HPLC chromatogram of clinafloxacin and

internal standard (IS) (ciprofloxacin) in rat plas ma

A . Blank plasma; B. Spiked plasma; C. Sampling

plasma (3.0 h after a single ig dose of 50 mg*

kg ') . 1. Clinafloxacin; 2. IS

1.2
, 0.00,0.03,
0.10,0.50,1.00,2.00,6.00,10.00,15.00  20.00
pg'mL’l, .
(Y (O ,
© Y =1.2748 C- 0.0427,Y = 0.9998 .
2 ng,
0.03 pg* mL™'( 0.2 mL) .
1.3
+ (20.0,10.0,0.10 pg*mL™", n=5) 3
, . .3
102.9 %, RSD

Parameter 50 mgekg! 100 mgkg™ '
Ke/ h™! 0.69%0.14 0.57%0.11
Ka/ h™! 1.9%0.6 1.15%0.17
Ti/a(ka/ b 0.39F0.11 0.62%0.10
Ti/akey/ h 1.03%0.18 1.25%0.26
Thax/ b 0.96 X0.13 1.31%0.10
Chax/ nge mL™! 3.7%1.0 7.8%1.6
AUC/ pgehemL"™' 9.9%2.7 27 +4
CL/ Leh! 1.21 £0.29 0.92%0.13
vC/ L 1.8%0.7 1.7%0.4
F/ % 42
b
HPLC s
2.3 .
el - (41),
R 300 nm ,

380 nmt?! 340
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nm®!, Apax(300 nm) , ig iv 100
. mgekg ', ig v :
,300 nm s . ; » pO iv
- (pH 4.0,50 400 mg, po iv s
mmol* L™ ,1.15 mmol* L'
,8.85 mmol* L' ) 21: 792!
20: 80131, , REFERENCES :
, 5 [1] Li M. Progress on the research of quinolones [ J]. Chin
-50 mmol* L~ New Drugs | (in Chinese) , 1999 ,8(1) :11 - 14,

[2] Bron NJ, Dorr MB, Mant TG, et al. The tolerance and
pharmacokinetics of clinafloxacin ( CI-960) in health

(pH 2.5)(20: 80) , ,

’ ° subjects [ J]. | Antimicrob Chemother, 1996 ,38(6) :
> 1023 - 1029.

, 4°C , 4 [ 3] Brodfuehrer JI, Priebe S, Guttendorf R. Archiral and
chiral high performance liquid chromatographic method
for clinafloxacin, a fluoroquinolone antibacterial, in

ig 50 mgrkg™' 100 mg-kg human plasma [ J]. | Chromatogr B, 1998 ,109(2) :265
Cinax AUC - 275.
, Tia , , [4] Humphrey GH, Shapiro MA, Randinitis EJ, et al.

Pharmacokinetics of clinafloxacin enantiomers in humans
[J]. ] Clin Pharmacol , 1999 ,39(11) :1143 - 1150.

[5] Wise R, Jones S, Das I, et al. Pharmacokinetics and

42 %, (4] inflam matory fluid penetration of clinafloxacin [ J].

87 %. , Antimicorb Agents Chemother, 1998 ,42(2) :428 - 430 .

PHARMACOKINETICS AND BIOAVAILABILITY
OF CLINAFLOXACIN IN RATS

ZHOU Methua' , YU Yurrgiv' , DUAN Geng'li , CHENG Warben' , XU Changjiang’ , LIU Xiao

(1. Department of Analytical Che mistry , School of Pharmacy; 2. Department of PharmaCOZOgy,
Shanghai Medical University, Shanghai 200032 , China)

ABSTRACT': AIM To study the pharmacokinetics and bioavailability of clinafloxacin in rats. METHODS
The drug concentration was determined by HPLC. The main pharmacokinetic parameters were obtained by
3P87 program. An RP-Gy was used as the stationary phase. The mobile phase was a mixture of acetonitrile-
0.05 mol* L™ ' citric acid triethylamine (pH 2.5) (20:80) . The flow rate was 1.0 mL* min ' The UV
absorbance detector was set at 300 nm. RESULTS A good linearity was obtained from 0. 03 - 20 pg* mL’ 'of
clinafloxacin in rat plasma with Y=0.9998 . The plas ma concentrationrtime curve of clinafloxacin conformed to
one compart ment open model . After ig administration of 50 mg*kg ' and 100 mg=kg ' dose of clinafloxacin in
six rats, mean C,, and AUC values increased in proportion to dose . Mean Tj,, appeared to be independent of
dose . Mean AUC was 65 16 and 27 £4 pg*h* mL ! respectively after iv and ig adminostration of 100 mg* kg !
dose. The extent of bioavailability ( F) of clinafloxacin was 42 %. CONCLUSION The results of the
pharmacokinetic study of clinafloxacin showed that it exhibited first order kinetic characteristics and the
bioavailability is low .
KEY WORDS: clinafloxacin; RP- HPLC; pharmacokinetics ; bioavailability





