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Investigation of Formulation and in-Process Parameters of Ambrisentan Tablets

SUN Xial’z, CHEN Baolail’z, GUO Qingmingl’z, XIAO Weil’z*(].Jiangsu Kanion Pharmaceutical Co., Ltd.,
Lianyungang 222001, China; 2.State Key Laboratory of New-tech for Chinese Medicine Pharmaceutical Process, Lianyungang
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ABSTRACT: OBJECTIVE To optimize the prescription of ambrisentan tablets. METHODS Drug excipients interactions
were evaluated to determine the type of excipients, orthogonal design was used to observe the appearance and dissolution of
tablets then to determine the optimal prescription, and to compare the dissolution curves in four different pH mediums. And the
accelerated stability test was also carried out. RESULTS The optimized rescription of ambrisentan tablets were determined. In
various dissolution media with different pH value, the dissolubility curves of ambrisentan tablets between self-prepared
preparations and reference VOLIBRS were similar. Result of 6 month accelerated test was not significant different from that of 0

month accelerated test. CONCLUSION = The formulation is reasonable, and the preparation is stable.
KEY WORDS: ambrisentan tablet; prescription research; dissolubility curves; stability
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Drug-excipient interaction results: Impurities of mixtures stored under different conditions

SR Y%

W RAEMALR 85K 810 K
t DS
60 C 4500 Lx RH 92.5% 60 C 4500 Lx RH 92.5%
1 G - 0.03 0.03 0.02 0.03 0.02 0.03 0.03
2 GAr A -FL b 1:10 0.04 0.03 0.03 0.05 0.07 0.06 0.05
3 LA -ER 1:10 0.03 0.03 0.05 0.03 0.02 0.03 0.03
4 2 AEH-MCC 1:10 0.03 0.05 0.03 0.06 0.07 0.05 0.05
5 514 H-CCNa 101 0.05 0.03 0.03 0.03 0.03 0.03 0.03
6 2 3L A H-PVPP 1:1 0.03 0.04 0.06 0.04 0.03 0.03 0.04
7 @ A H-L-HPC 1:1 0.04 0.03 0.06 0.05 0.03 0.08 0.04
8 2 34 IH-PVPK30 101 0.03 0.03 0.03 0.04 0.03 0.03 0.04
9 G A H-MS 5:1 0.06 0.04 0.03 0.05 0.07 0.05 0.05
10 223 IH-Talc 501 0.08 0.07 0.10 0.10 0.10 0.13 0.12
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Tab. 2 Factors and levels

K A B/% Cl% D/%
1 5:7 2.0 1.0 0.5
2 6:6 2.5 2.5 1.0
3 7:5 3.0 4.0 15
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Tab. 3 Process and results of orthogonal experiment

I A B C D B4
1 1 1 1 1 92.7
2 1 2 2 2 97.1
3 1 3 3 3 86.1
4 2 1 2 3 88.5
5 2 2 3 1 97.4
6 2 3 1 2 60.9
7 3 1 3 2 98.3
8 3 2 1 3 82.6
9 3 3 2 1 76.1
K, 85.30 93.17 78.73 88.73
K 82.27 92.37 87.23 85.43
K; 85.67 87.70 87.27 79.07
R 3.40 25.47 8.53 9.67
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Tab. 4 Results of variance analysis

T7 ZE VR i 27 75 il F P
A 20.90 1.00 >0.05
B 1257.64 60.19 <0.05
C 145.07 6.94 >0.05
D 144.87 6.93 >0.05
W 20.90

E: Foo(2,2)=99; Foos(2,2)=19.
Note: Fo01(2, 2)=99; Fo05(2, 2)=19.
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Tab. 5 Results of stability test

it 5 I i)/ A i %#%M/t% %
DPI SR
0 0.02 0.12 91.8
1 0.02 0.13 90.9
140101 2 0.01 0.15 93.5
3 0.02 0.14 923
6 0.01 0.15 92.1
0 0.01 0.13 93.4
1 0.01 0.13 92.5
140102 2 0.02 0.14 92.9
3 0.02 0.12 93.8
6 0.01 0.14 92.2
0 0.01 0.13 93.1
1 0.02 0.12 94.0
140103 2 0.02 0.12 92.7
3 0.01 0.14 92.5
6 0.02 0.14 93.6
3 g
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