P 5 5 . s (1. s 210009; 2.
s 210009)
HPLC-MS , . 20
LC-MS s : Hypersil C; ODS ( 5Hm, 25cm x
4.6mm); :10mmol/L (pH3.5)- (15:85); : , s
(SM), : m/z837.5[M+H]", m/z748. 3[M+H ] . 0.025 ~50kg/mL
( As Ai ) (r=0.9999), 3ng/mL.
85.87% ~95.03% . (102.2 £26.0) %.
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Study of pharmacokinetics and relative bioavalability of roxithromycin

YAN Fang , YANG Jin', ZHAO Lu-hua  , WU Meng-hua , TAN Xiying, PAN Juan (1. Analysis Center, China
Phamaceutical University, Nanjing 210009, China; 2. Depa rtment o f Pha miaceutical Ana lysis, China Phamaceutical University, Nan-
jing 210009)

ABSTRACT: OBJECTIVE An HPLC-MS method was developed for detem ination of roxithromycin in human plasma to study the
phamacokinetic parameters in capsule and rlative bioavailability. METHODS The plasma was added acetonitrile, vortexed and cen-

trifiged. And the supemate was analyzed by LC-MS. A RP-column ( Hypersil ODS, 5Um, 25cm X 4. 6mm ) was used with a mobile
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phase of methanol-acetate buffer solution( pH 3.5) (85:15). LC-ESI MS was used in the selected ion monitoring ( SIM) mode with tar
get ions atm /z837.5 for roxithromycin and m /z748. 3 for clarithromycin. RESULTS The standard curve was linear in the range of
0.025 ~50Hg/mL. The limited concentration was 3ng/mL and the recovery was 85.87% ~95.03% . The relative bioavilability of rox-
ithromycin capsule was (102.2 £26.0) % . CONCLUSION The assay was proved to be sensitive, accurate and suitable for phama-
cokinetic study of roxithromycin. The results of phamacokinetics study after oral adm inistration roxithromycin capsules showed that the

two formulations were bio-equivalent.

KEY WORDS: roxithromycin; HPLC/MS; phamacokinetics; relative bioavailability

( roxithromycin) Roussel UCLAF ), 40C; :10mmol/L
, 1987 (pH3.5)- (15:85); :1.0mL/min;
, , , , , (SM),
, (r-21 1120V, :9L/m in; : 35psi,
HPLC-UV, HPLC-UV, HPLC-ECD  HPLC- :350C. (Rm):[M + H] , m/z
AD* Y LC-MS , 837.5, (Clm),[ M +H ] ,m/z748.3.
,HPLC , 2.2
HPLC-MS ImL 200HL,
, , (5Mg/mL)50HL, , 8OOHL, 3m in,
s 16000 r/m in 10m in.
1 , , 401 L,
Agilent1100 - s s 2.3
> > s Agilent ImL s
Chem Station (T): ( 200HL, , 0.025,0.05,0.1,
, : 030601, :75mg/ ) 0.2,0.5,1,5,10,158g/mL ) 5,
(R): ( , y 7 4 ,
50103012, :150mg/ ). , As Ali f f(f=A/
( ), AR A,) ) , £=0. 0006 x C -
1501 g/mL , 0. 0194( w=1/C) r=0.999 9, LoQ =
100,50,10,5,2,1,0.5,0.258g/mL 3ng/mL(S/N =10) .
5hg/mL 2.4
2 “2.1” , ,
2.1
1 Hypesil ODS (5Hm,250 x 4. 6mm, 4.9~5.1min ( 1).
m/z 831.5 [M+H]+ m/z 837.5 [MH]+
m/z 837.5 [M#H]+
—_ A
2 4 6 2 4 6 - : p
m/z T48.3 DeH]+ méz T48.3 [MH]+
m/z 748.3 [M+H]+ ©
a
A
2 4 6 2 4 6 2 4 6
t{min) t(min) t(min)
A B c
Fig1 Typical chromatogram of roxithromycin in human plasma
A. ; B. + + ; C. +
A. blank plasma; B. blank plasma + Rm +Clm; C. plasma + Clm
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2.5

ImL s
200HL R R 0.05,1,10Hg/mL
,  “2.27 , (5d)
5 N R As
Ai f. ,
0.05,1,10Hg/mL 3 RSD
2.03%,1.91%,2.30%, RSD 1.54%,2.53%,
1.48%.
2.6
ImL )
s s 200 L, 0.05,1,10kg/
mL , 800HL, >
500HL , 50ML (5dg/mL),
10s, s s
fs( s = As/Ai). ImL s
, R 2001 L s
s 0.05,1,10Hg/mL s
5 . 800ML, 3min, 16 000r/m in
10m in, 500HL s S50HL
(5Mg/mL), s 10s, . s
fx( &x = As/Ai), fs x

(R%), R% =

fx/f5 x100% , :0.05,1,100g/mL 3

(n=5) 85.87% ,89.36% ,95.03% ; RSD
2.66%,9.47%,3.47% .
2.7
2.7.1 118 ~30
; . +10% ;
2.7.2 >
150mg. 7: 00
R 200mL ; 2h
,4h . 7d . 0,
0.5,1,1.5,2,3,4,6,8,10,12,24,36h 3 mL,
R - 30C
2.7.3
20 T R
> - 2.
- AUC s R
R T (102.2 %26.0 )%,
1. C,ax» AUC)
, t . t >
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2 (P>0.05).
7000. 0 ¢
6000.0 }
5000. 0

M

4000. 0
3000.0
2000.0

Concentration(ng/ml)

1000. 0

0.0
0.00 10. 00

20. 00
t(h)

30.00 40. 00

20
250mg -
Fig 2 Mean plasma concentration time curves following a single
dose of roxithromycin (250mg) tested and reference prepamtions
orally

m} ;@

5

O tested prepamtion; ® reference preparnation

1 20
250mg (n=20,x%s)
Tab 1  Phamacokinetic parameters of the tow preparation of

roxithromycin in 20 healthy subjects after a single 250mg oral
dose( n =20, x Ls)

Cpax (Mge ml7 1) 4.82 £1.42 5.08 *1.41
fhax (D) 2.10 £1.3 2.80 1.3
4, (h) 9.15 £2.02 9.06 X2.16
AUC,_ 5 (Hge he ml'") 42.09 +12. 01 43.22 *14.74
AUC,_ ,, (Hg* h* mI'") 45.09 £13.71 46.24 £16.6
3
3.1
, HPLC-
[AVAR (-2 HPLC-UV
s 210nm s
[71
LC-MS ,
85%, , (LOQ) 3ng/
mL, 100 ~250ng/mL" "7,
3.2

LC-MS
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9.15 2. 02h; ¢

2.1 £1.3h;¢,,  4.83 £1.420g/mL;

> ‘max

AUC  42.09 *12.01. R t, 9.15%
2.02h;t, 2.8 *1.3h;c,  4.82 X1.420g/mL; AUC
43.22 *t14. 74, Inc, ,, ~
InAUC,._. ,, InAUC,. ;
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