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Comparison of in vitro Dissolution between Domestic and Original Ambrisentan Tablets

CHEN Bao-lai'?,SUN Xia’,ZHONG Yan*,LI Jia-chun®, QIN Jian-ping’, HUANG Wen-zhe', WANG Zhen-zhong'?,
XIAO Wei"*(1.Nanjing University of Chinese Medicine, Nanjing 210000; 2.Jiangsu Kanion Pharmaceutical Co.,
Ltd., Jiangsu Lianyungang 222001, China)

ABSTRACT OBJECTIVE: To establish a method for determining the dissolution of Ambrisentan tablet in vitro, and compare the
dissolution profiles between the domestic and original products. METHODS: HPLC method was adopted. The column was Phe-
nomenex Gemini Ci;, mobile phase was acetonitrile-0.02% aqueous trifluoroacetic acid (60 : 40, V/V) with a flow rate of 1.2
ml/min, the detection wavelength was 220 nm, the column temperature was 40 “C, the injection volume was 100 pl. The dissolu-
tion was determined in water, 0.1 mol/L hydrochloric acid solution (pH=1.0) , acetate buffer (pH=5.0) and phosphate buffer
(pH=6.8) with speed of 50 r/min. The samples were taked at 5 to 120 min. RESULTS: There was a good linear relationship be-
tween the quality concentration of ambrisentan and peak area in the range of 1.14-6.83 pg/ml (»=0.999 9). RSDs of precision, sta-
bility and reproducibility tests were lower than 0.3% .The average recovery was 99.38% ,RSD was 0.50% (n=9). In 4 kinds of me-
diums, the value of f; was more than 50 and the average AV value was less than 15 in domestic Ambrisentan tablets and its original
product. CONCLUSIONS: The dissolution profiles of domestic Ambrisentan tablets are consistent with its original product in vitro.
The method can be used for the consistency assessment of ctomestic Ambrisentan tablets.
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Fig1 HPLC chromatograms

A.blank control; B.substance control; C.test sample; l.ambrisentan
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Tab 1 Results of recovery test(n=9)

TIAE, mg i mg R, % TR, % RSD, %
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414 412 99.52
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5.63 5.62 99.82
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R2 FRARERAEIAMBENRPHRRBFHEVNELSR (xt5,1=12, %)

Tab 2 Accumulative dissolution of domestic and original products of products in 4 kinds of dissolution mediums (X*s, n=

12, %)
B, i 0.1 mol/ LA (pH=1.0) K FRRERGM (pH=5.0) BEREZE (pH=638)
P [Hf, min RN = N
S S S IR S i S il
0 0 0 0 0 0 0 0 0
5 106+15 16030 29719 475427 391424 160£38 601452 914422
10 29422 95431 606+16 633%13 753422 103%26 906+26 96+19
15 04125 393£26 70421 07£17 840+24 193423 942+19 1003£23
2 508421 466+26 BI£16 748409 §17423 83020 956+ 16 1004+23
3 60616 551418 837423 195+10 913+22 $86+18 97817 1004£2.5
4 02£20 634%15 859408 85.1+12 9027415 9%32+18 96+16 1003£25
60 H2£16 682+18 869408 §70+14 947£10 95016 9817 1002£24
9 802411 836413 - - - - - -
120 $53+12 857410 - - - - - -
T =7 ORI AL A IO 75 o
Notes: “—"represents dissolution was not determined at that time point
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Fig 2 Dissolution curves of domestic and original products
in 4 kinds of dissolution mediums
A.0.1 mol/L hydrochloric acid solution (pH=1.0) ; B.water; C.acetate
buffer solution(pH=5.0) ; D.phosphate buffer solution(pH=6.8)
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Tab 3 Comparison of £ and AV value of domestic and origi-

nal of products in 4 kinds of dissolution mediums

L T M SO = = 1
AVf 5 108 287 143 40.5
10 8.7 6.5 107 -
15 94 6.9 102 -
20 9.9 6.7 9.8 -
30 9.6 84 - -
45 109 58 - -
60 100 50 - -
AV 99 9.0 113 405
h 635 571 64.6 TEH
TE =" FORIZI [E] S R T 90% , He AV H 2 A
Notes: “— " represents the 4V value can be neglected, because its

dissolution were more than 90% at that time point
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