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Bioequiavailability of Ambroxol Hydrochloride Sustained-release Suspension in Beagle Dogs

YIN Fei', LIU Hong-fei*’, SHI Shuang-shuang’, PAN Wei-san’(1.Dept. of Pharmacy, Liaoning Cancer Hospital,
Shenyang 110042, China;2.School of Pharmacy, Shenyang Pharmaceutical University, Shenyang 110016, Chi-
na;3.School of Pharmacy, Jiangsu University, Jiangsu Zhenjiang 212013, China)

ABSTRACT OBJECTIVE: To investigate pharmacokinetics of Ambroxol hydrochloride (AH) sustained-release suspension in
Beagle dogs, and to evaluate bioequiavailability of it. METHODS: Using AH sustained-release capsule as reference preparation, in
biperiodic test 6 Beagle dogs were fed with reference preparation or test preparation (AH sustained-release suspension) 75 mg, re-
spectively. Forelimb venous blood 5 ml were sampled 1, 2, 3, 4, 5, 6, 8, 10, 12, 14, 24 h after administration. The blood con-
centration of AH was determined by HPLC. The pharmacokinetic parameters were calculated by non-compartment model, and bio-
equiavailability of the suspension was analyzed. RESULTS: The pharmacokinetics parameters of test preparation vs. reference prepa-
ration were as followed: #. were (4.21 £ 0.15) h vs. (4.48 £ 0.22) h; fum were (5.00 + 0.00) h vs.(4.33 £ 0.52) h; c. Were
(1.90 +0.27) pg/ml vs. (2.06 £ 0.18) pg/ml; AUC,-, were (21.70 +3.11) pg-h/ml vs. (20.55 + 1.38) pug-h/ml. 90% CI of cp
and AUCo-.i, were 88.9%-113.8% . Relative bioequiavailability of test preparation was 105.2% . CONCLUSIONS: AH sustained-re-
lease suspension has sustained-release effect and is bioequivalent with reference preparation.

KEYWORDS Ambroxol hydrochloride; Sustained-release suspension; Sustained-release capsule; Dogs; Pharmacokinetics; Bio-
equiavailability

2 24 1% & (Ambroxol hydrochloride, AH) /F I R 48
R O ) 2R IO A SR . |
WA AH IR ZERE TR A RIS, AN Rk T o OB A 22 e
Ko B S TR (2R )L B AR ) | 4 v S I ]
TR P (25 T MR B T4 e 55) 0, 2838 A T AHZAR:
TR, SR R AR 635 (HPLCO) YA A Rl Jy 2%, % AH 2%
TBRIR B FAE R R N 0 25 Bl 2= R AE T 5 Th B AH 2 BB 32 1 A=
PSR T TS, IR R R B i 5 %

1 #E
1.1 28

HPLCAY, 45 LC-10A BV ZE . SPD-10A 2 A Gl 4
(HABHLSF]) s TG328B HL Y6 M KAV (i RAALERT ) 5

* R EAEZI . WEFE 7T« 25 8% . LI - 024-84316178. E-
mail : yinfei9 18@sina.com

#OBAR AR R LR A . BFTE T ] 2R .
i:024-23953241 . E-mail : ppwwss@163.com

- 420 - China Pharmacy 2014 Vol. 25 No. 5

MD200-2 64 BT R[S E bR 52 5 (i ) A FRAF .
1.2 HR5EF

AH B Crp 2 0 24 0 A6 0 B 9 e, 45« 100599-
201203, 4115 :99.9% ) ; 3Z il 7] : AH ZZ B IR AT (PLBH 25 B K
22 b E L S 0 20120601, HEAS : 75 mg: 10 ml) ; 2 H il
7 : AH R HE CH M S DU 25 ), #E'5 . H20124211, JiA% «
75 mg) ;s NARERIR T i /R (ORGSRl 254 PR 2wl it
5:20120326, 445 : 99.94% ) s EAAAL AN L LTk ERER Y N 4B
ali, Z AN P S R el K alifb K .
1.3 zhi

{iFfE Beagle R 6 2%, @ & £42F, IKim 12~15 kg, L FH
2R R 2 s iy 92 5 = PRI, il T IE S - SYXK (JT)
2003-0012,,
2 AEEER
2.1 IEiEit

SR FH W 0 U BB . TR 6 H L 288 12 h 543 5]

HEZE5 2014 4F45 25 4555 5



HENR 2 IR 820700 75 me, E HAROK, B2 A h 4k
L RS 1. R ER kAL 2 B BB A, T4 260
Was J I, 4524 )5 1.2.3.4.5.6.8,10,12.14 .24 h BURE & 1ML 5
ml, JFEHEE, 37 B 3 000 r/min (B5.002F4% 13.5 cm, F[&]) B>
10 min, 43 H 3K, F —20 CTIRAF, FFo0HT .
22 IMEIFEMATALIET

BUR 3% 1 ml, & F 10 ml B ZEBER A A, A 50 ul iy
FRAK W (ERR T I8 Hb /R 10 pg/ml) , HEWRIR AT 30 s, MA 0.01
mol/L HY A A AL AN 0.5 ml, IRHER S 30 s, A ZBES ml, 3
M5 HER IR A) 3 min, 4 000 r/min 5.0 8 min; 73 BU)Z 4 ml &
73 —32 10 ml HLZEGE B UE , TR 0.03 mol/L Y R RV T
200 pl, i EIR ) 3 min, 4 000 r/min &5.0> 8 min; 3+ 5 8EZ ; TR
220 pl A HPLC A A T230#7 .
2.3 BIEEGSRESEERMERE

4,38 4F : Diamonsil Cis(200 mmx4.6 mm, 5 pm) ; 204 :
FH - 2 5 -0.01 mol/L 8 £k 2% vl ik (pH 5.3) - = Z % (100
100:100:0.04) , 33 : 1.0 ml/min; K4 : 307 nm; JEEE
20 pl; I - 35 Co A3l Es 3K 25 M3+ AH+ AR | I
PR S+ MR, $e 42,27 00T Jy vk A B EAR I A, €83 1A
E 1,

8 8
>6 >6 |
B 2 /
B J‘J; o E J\Lv,_, I\

0

0 5 10 15 0 5 10 15

I [A], min I 7], min
A B

1

> 6
S0
=3 I I | W (N

0 5 10 15
(7], min

C
Bl SxKEaEE
A B 25 AL+ AH+ AR ; CHLAE S+ BR s TAH; 2. 48R
Fig1 HPLC chromatograms
A. blank plasma; B. blank plasma+ AH +internal standard; C. plasma
sample+ internal standard; 1. AH; 2. internal standard
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0.05 100.6 76.7 4.76 5.72
0.5 99.7 81.4 3.57 3.83
2.5 99.5 84.2 3.52 3.94
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Fig 2 Mean plasma concentration-time curves of 2 kinds of
preparations in Beagle dogs
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Tab 2 Pharmacokinetic parameters of 2 kinds of prepara-

tions in Beagle dogs (X +s,n=0)

HEFBH 2 ) Z Ll
tinsh 4.21+0.15 4.48+0.22
L, b 5.00%0.00 4.33%0.52
Coer g/ml 1.90+0.27 2.06+0.18
AUCq 241, pog+h/ml 21.70+3.11 20.55+1.38
AUC-«, pg-h/ml 22.49+3.19 21.33+1.37
MRT,h 9.28+0.11 8.86£0.21
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Exploration and Practice of High-risk Medications Management
ZHANG Qin-hong, TIAN Bing, WU Wei (Research Institute of Field Surgery, The Third Affiliated Hospital of
Third Military Medical University, Chongqing 400042, China)

ABSTRACT OBIJECTIVE: To investigate high-risk medications management model, standardize the hospital pharmacy manage-
ment and ensure the safety of medications use in patients. METHODS: The definition of high-risk medications and the necessity of
high-risk medications management were described, and high-risk medications management system was introduced, analyzed and
evaluated in terms of institutions, list, storage, application, monitoring, education and propaganda. RESULTS & CONCLU-
SIONS: It is necessary to strengthen high-risk medications management system. In order to reduce the incidence of medication er-
rors, we should establish high-risk medications list, strengthen the link management of medications use, develop supervision and
improvement mechanism and establish and improve high-risk medications management system step by step in a planned way.
KEYWORDS High-risk medications; Management; System
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