( 200433 )
10 s . : R
242nm R 90 mg ( Mucosolvan)
: s Mucosolvan
Crnax 134 .54 43 84ngeml~' 127 .22%36 .18ng* ml~ ' ¢, 1.55%0.64h 1.71 £0.66h,t;,,Ke 7.06 20 .86h
6.79 £1 .10h , Auc,_ , 1488 .59 £419 13ng.g.ml~' 1406 .43 £360 .51ng*heml "' .
105 .68 % £11 .70 % ; Cox  AUG -1 t ,
Mucosolvan

Relative bioavailability of ambroxol hydrochloride oral solution in healthy volunteers

Fan Guorong( FanGR) ,Li Zhen( LiZ) , Hu Jinhong( Hu JH) , et al ( Departnent of Clinical Pharmacology , Changhai Hospital ,
Second Mlitary Medical University , Shanghai 200433))

ABSTRACT OBJECTIVE :To study the relative bioavailability of ambroxol hydrochloride oral solution in healthy volunteers . METHOD : A
reversed - phase high performance liquid chromatography ( RP - HPLC) method was established for the determination of ambroxol in plasma
after a single oral dose of 90 mg ambroxol hydrochloride oral solution and imported ambroxol hydrochloride( Mucosolvan) tablet in a crossover
design ,the detector was operated at UV 242 nm . RESULTS : The dynamic course of ambroxol plasma concentrations conformed to a one -
compartment open model with a 3P87 program and the pharmacokinetic parameters after a single oral dose of 90 mg oral solution and Mucosolvan
tablet were as follows : Cppy were 134 .54 £43 84nge ml~ ' and 127 .22 +36 .18ng* ml ™! | £, were 1 .55 10 .64h and 1 .71 £0 .66h 1, were
7.06 £0 .84h and 6 .79 £1 10h, AUG, - were 1488 .59 £419 .13ng*he ml 1406 .43 £360 .51 ng*h* ml respectively . CONCLUSION :The
relative bioavailability of ambroxol hydrochloride oral solution was 105 .68 % £11 .70 % . The results of statistical analysis for C,,, and AUG, - ¢
showed that ambroxol hydrochloride oral solution and imported ambroxol hydrochloride( Mucosolvan) tablet were bioequivalent .

KEY WORDS ambrosol hydrochloride , oral solution,relative bioavailability ,reversed - phase high performance liquid chromatography

( Ambroxol hydrochloride) 960604) , ( Mucosolvan)
R , Boehringer Ingelheim ( 30mg/
s 611240) . . s
(21, , 1.2
:Hypersil Cg(250mm x4 .6mm ,5pm) s
( RP - HPLC) , : - - 0.0lmol*L™" pH7 .0 -
( Mucosolvan ) s (350:350:275:25) , 1.5ml* min~ ", 242nm
s 18°C.
t , 1.3
0.5ml 10ml N 0.5
1 ml0 .01 mol* L™ ' pH10.0 5.0ml ,
1.1 60s ,35001* min~' 6min . 4.0ml
655 HPLC  , Rheodyne 7125 , 10ml , 200pl 0.01 mol* L™ !
50l . ( ), , 60s ,3500r . min~ ! 6min , ,
( N 30mg/5ml, 50pl
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1.4

14.1 5 < ©
\'a)
, 10.0,20.0, <
40.0,80.0,160.0 320 .0ng* ml"'
RP - HPLC
, (Y (O
cY=12.99+1.422C, r=0.9999(n=5) .
S/IN>2 5ng* ;
m-!, Ing.
1
142
A- ;B-
20.0,80.0 320 .0ng*ml”'
2.2
5,
10 90 mg
’ 90 mg Mucosolvan
79.24% *£6.37%,81 .15% *
2. 3P87
4.05% 85.24% 3 .84%, 104.61 % = Al
8.32%,98.63 % *t4.67% 100.42 £4.11 %. ’
, 20.0,80.0 320 .0ng* ml™!
Mucosolvan 1.
( RSD) 250
7.65%.,4.73% 4.09%, RSD 9.07 % ,7.00 %
4.36%(n=5). =200
15 )
&
1, (21.75£0.89) = 150
(71 .69 £6 .98) kg . 2
©
. P .
, ; £100
(V]
5 N Q
c
. S s0
, 10 , 0 , T r 1
0 6 12 18 24
12h, 90 mg Time/h
90 mg ,200ml 2 10 90 mg
0.25,0.5,1.0,1.5,2.0,3.0,4.0,6.0,9.0, (®) 90mg Mucosolvan (O)
12.0,15.0 24 .0h () 2ml, -
,25001/ min 5min , -20°C 1
) 2 . Mucosolvan
1.6 .
Parameter Oral solution Mucosolvan tablet
3P87
-1 + +
, ( AUC) Ka/h 4 .38 £3.79 3.53£3.00
AUC Ke/h™! 0.098 £0.011 0.10£0.017
NDST5 .0 ti/2ka/ B 0.26 0 .24 0.32%0.24
, Cox  AUG -1 t 2/ B 7.06 £0 .86 6.79 £1 .10
t ( a=0.05) . Fonax/ 0 1.55%0 .64 1.71 £0 .66
2 Cpa/ ng* ml ! 134 .54 43 84 127 .22 %36 .18
21 ADG, ./ ng*h* ml "' 1488 .59 419 .13 1406 .43 £360 .51
. ’ 2.3
4 56min, 5800 . 1
( AUG) -24)
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Mucosolvan AUG) - 54 s
5 2,

105 .68 % 11 .70 % .

[3]
Hypersil Cg(250mm x 4 .6mm ,5um) s
- - 0.0l mol*L 'pH7.0

2 - (350 :350 :275 :25) , 242nm
Mucosolvan AUC , )
Oral solution/ ng* h® ml - ! Mucesolvan tablet/ nge ml - ! Relative 0 .01 mol* L~ !

No. bioavailability
Period AUG, - 54 Period AUG, - 4 /% > >
A 1 855 .21 2 1066 .79 80.17 ’
B 1 1647 .22 2 1431 .52 115 .07 ] :
0.5ml, Sngeml” !,
C 1 1641 .03 2 1823 .70 89 .98
Ing.
D 1 990 .43 2 922 .23 107 .40
10 90 mg
E 1 1567 .06 2 1393 .89 112 .42 Nucosolvan
F 2 2337 .43 1 2072 .31 112 .79 R , s [31
G 2 1149 .82 1 1023 .33 112 .36 3
H 2 1482 .48 1 1279 .82 115 .84 Mucosolvan
1 2 1525 .45 1 1452 .77 105 .00 3p87 ;
J 2 1689 .76 1 1597 .89 105 .75 :
Mucosolvan , Ka
Mean 105 .68
stioka Emax .
SD 11.70
Mucosolvan Chax AUG -1
2.4 t ,
NDSTS .0 105 .68 % 11 .70 % .
lncmux In AUQ) ~24 >
(P>0.05),
% t ) 1 ,1995 ,26(5):
Mucosolvan 235.
2 , , s 63

,1992,1(5):23.
3  Nobilis M, Pastera J, Svoboda D, et al. High - performance liquid
ambroxol

chromatographic determination of

Chromatogr,1992 ,581 :251 .

in human plasma. J

11999 - 09 - 22





