v v 3, 2, Y. : 210009 ;2 . ,
210009 ;3 . , 310006)
- . 0.01 mol/ L
- (15:85) 5 B 5 Cig s 5
(SIM) . 0.2 ~50ng/ mL( r=0.9948) ,
90 % ~110 % , RSD 10 %, 0.2 ng/ mL, 90 %.
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Deter mination of oxybutynin in human plasma by HPLC MS

MA Ren-lingl , ZHOU Hong hua' , PU She-ban’, SHENG Long-shengl (1. Genter of Instrumental Analysis China
Pharmaceutical University , Nanjin 210009, China ;2 . Institute of Traditional Chinese Medicine , China Pharmaceutical Universi-

ty, Nanjing 210009 , China)

ABSTRACT :OBJECTIVE To develop a HPLCG ESI- MS method for deter mination of oxybutynin in human plasma. METHOD
The mobile phase was composed of 0 .01 mol/ L ammonium acetate/ water : methanol(15 :85) ,phenoprolamine hydrochloride was used
as internal standard. Plasma samples were extracted with cyclohexane and separated by C;g column. The single quadrapole MS was
used as detector. SIM was used for determination of oxybutynin in human plasma . RESULTS Standard curve was linear in the range
of 0.2 to 50 ng/ mL( r=0.9948) ,the relative recovery was between 90 % ~110 % . RSD of intra-day and inter day assays were all
less than 10 % . The limit of detection was 0.2ng/ mL. The extraction recovery was more than-90 % .CONCLUSION The method
developedis stable and reliable for determination of oxybutynin in human plas ma as well as for pharmacokinetic studies .

KEY WORDS:HPLG MS ;oxybutynin ;pharmacokinetics

( oxybutynin) , ( )
i, ( DDPH, ) : (
N Tedia ) ;
HPLC R ) 1.2
GC MS 21} :Kromasik Cjg ,4.6mm x 250 mm,5pm
s 3 - : 0.0l mol/ L : (15:85) .
( HPLC ESI- MS) s s 35C. :1 mL/ min. s
( SIM) R (SIM) : m/z 358 .3
, . 20 [ M+H]"; m/z 344 1[ M+ H] .
R 4000 V; / 100V; (Ny)
s . 10L/ min; (Ny) 279 .5kPa;
1 350 C.
1.1 1.3
Agilent 1100 LC/ MSD / s
500pg/ mL s
( ESI) MSD Agilent ; ,
( 020301 ,1 mg/ mL, 200pg/ mL ,
) : ( 200ng/ mL
011201 ,5mg/ ) : 10mL R
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1 mL, 25uL, 0.lmd/L 0.1 mL, 2
SmL, 3 min,35001r/ min 10 min, 2.1
4mL , Ny (40°C ), s
100uL, 60s , . 16000 r/ min 10min, 30pL 7 .8 min 4 .0 min,
HPLC ESF MS s 1,
4000 7 10000 1 DDPH 10000 ] DDPH
2000 A 6000 1 6000
2000 1 2000 T
5 5 5
4000 | 200007 ybutymin 40000 7 eybustymin
2000 1 10000 - 20000 -
' 4 J
5 5 5
t/min tmin ¢/min
A B C
1 HPLC MS
Fig1 HPLC MS chromatograms
A: :B: :C:
A:blank plasma ;B :oxybutynin and DDPH in blank plas ma ;B :plas ma sample after oral administration of oxybutynin
2.2 s 2.
s 2 (n=5)
1mL 25ul, 0.2,0.5,1. Tab 2 The relative recovery of oxybutynin in plasma( n =5)
0,2.0,5.0,10.0,20.0,50.0 ng/ mL “ (ng/ mL) ( %) RSD ( %)
» , 5 , 0.2 1035 £5 .91 5.67
5.0 92 .86 £2.19 2.37
a5/ 4.3 ’ ’ 200 107.1 %1 85 1.72
A 0.2 ~50ng/ mL 20
s Y=0.2290X+0.0093 , ’ ’
r=0.9948 . 0.2 ng/ mL(S/N= v ’ >
10) . ’ 3
9 3 3 (n=5)
« . Tab3 The extraction recovery of oxybutynin in plasma( n =5)
0.2,5.0 20.0 ng/mL , 25uL, (ng/ mL) (%) RSD (%)
0.2 96 .86 £3.09 3.58
’ ’ »~ HPLCESF MS ’ 5.0 98.00 £1 .16 118
5d 20.0 98 .79 1 20 1.21
s 1.
1 (n=5) 250 —o— it
. Ny = 200 —O— il
Tab 1 Intra-day and inter day precision of the method( n =15) %) 15.0
§ 10.0
(ng/ mL) xts RSD ( %) xts RSD (%) ¥ 59
0.2 0.21 £0.01 5.69 0.22 £0.02 8 .41 0.0 ) {1 :
5.0 4.65%0.11 2.37 4.80%0.15 3.20 0 5 10 15
20.0 21 .4%0.37 1.72 21 .9 %0 .25 1.12
it iul(h)
2 .4 2 20
0.25.0 20.0 ng/ mL ) 25uL, Fig2 Mean plasma concentrationtime curve of oxybutynin in
« 7 , HPLC ESI- MS s
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20 volunteers after oral ad ministration of two preparations
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20 , >
20 ,10
, 5 mg( 5mL), 10
Smg, 200mL . 0,0:25,0.5,0.
75,1.,1.5,2,3,4,6,8,12h 3mL,
. , -20C .
20 Smg
r 2. -
Bapp2 .0 >
(x*s), 4.

Tab4 Main pharmacokinetic parameters of oxybutynin in plas-

ma after oral ad ministration

Ty,,/:h 3.54%0.96 2.97 %1 .07
T ax/ 0.5%0.2 0.60.2

Cpay/ ng® mL~ ! 26.85 11 .87 18.33 £7.88
AUC,. |/ ng*hs mL"! 48 .25 £19 .42 45 .56 £16 .35
AUCy. ../ ng*h*mL"' 51 .51 £20 .61 48 .40 %18 .61
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