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Analysis of the Influencing Factors of Stability of Compound Libavirin Oral Liquid and the Research of
Its Optimized Preparation Process

SHAO Yidan'?, ZHANG jing’, FANG Hongying®, XI Jianjun®’, ZHUANG Rangxiao®, JU Liping®>, FAN
Xiaohuil*(IAZhejiang University, Hangzhou 310012, China, 2.Hangzhou Xixi Hospital, Hangzhou 310023, China)

ABSTRACT: OBJECTIVE To analysis the influencing factors of stability of compound libavirin oral liquid, and to build up a
reasonable preparing method to improve the product’s quality. METHODS Use single factor tests to study the influences of
preparing conditions, including intermediate product’s pH value, sterilizing temperature and metal ions, to the product’s quality,
and to find out the best preparing conditions by the L9(34) orthogonal tests. Then to test the product’s accelerated and long term
stability. RESULTS The orthogonal test results showed that the intermediate product’s pH had the most significant impact on
the sterilized products’ stability. The next influencing factor was the sterilizing temperature and the metal ions had the minimum
impact. The best preparing method group was A;B,C,(intermediated product’s pH 7.0, sterilizing temperature 105 “C/30 min and
add 0.01% EDTA-2Na). CONCLUSION The compound libavirin oral liquid’s stability is associated with its intermediated
product’s pH, sterilizing temperature and metal ions. The intermediated product’s pH and sterilizing temperature has the major
impacts on the product’s stability. The final optimized preparing method is pH 6.9-7.0 of intermediated product, 105 ‘C/30 min
sterilizing temperature and adding 0.01% EDTA-2Na into the product. Thus to improve the product’s stability.
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Fig. 1 HPLC chromatograms

A-standard solution; B—blank; C—sample solution.
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Tab. 1 Results of sample determination

g pHME 0 A 1A 2 A 3AH Z1{4(D)
5.0 430 3.92 3.67 3.53 0.77
6.0 5.56 5.25 493 4.73 0.83
7.0 6.91 6.73 6.53 6.34 0.57
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Tab. 2 Results of sample determination

KEiRE/T  0A 1A 2A 34 ZEfED)
100 5.63 5.40 5.29 5.01 0.62
105 5.49 5.10 4.79 4.48 1.01
110 5.21 4.54 4.05 3.67 1.54
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Tab. 3 Results of sample determination

W oA 1H 2 H 3H ZE4(D)
SRS/ 517 4.75 4.48 4.25 0.92
4lifk K 5.57 5.40 5.24 5.11 0.46

5 HIK 5.64 5.53 5.41 5.32 0.32
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Tab. 4 Factors and levels of orthogonal test

K *
A B/C C
1 5 100 0
2 6 105 0.01% EDTA-2Na
3 7 110 0.01% Mg**

TS5 EXABEZHGERMN

Tab. 5 Orthogonal test arrangement and result analysis

IR rass A B C TR
1 1 1 1 4.40
2 1 2 2 4.65
3 1 3 3 4.05
4 2 1 2 5.50
5 2 2 3 5.42
6 2 3 1 5.20
7 3 1 3 6.63
8 3 2 1 6.80
9 3 3 2 6.58

K, 13.10 16.53 16.40
K 16.12 16.87 16.73  CT=269.29
Ks 20.01 15.83 16.10
k, 437 5.51 5.47
k, 537 5.62 5.58
k, 6.67 5.28 5.37
R 2.30 0.34 0.21
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Tab. 6 Results of accelerated test

WLEE A2 oA 1A 2 A 3H 6 H ZEM4(D)

TR Tl 2 6.95 6.68 6.51 642 637 0.58
FIEEKRSE/% 1003 99.8 99.0 984 979 2.4
B W R o o gy -

Fz7 KRR
Tab. 7 Results of long term test
MERA R 0A 1A 2 A 3A 6 ZEfE((D)
0% 695 684 676 670  6.68 027
FIEEHEE% 1003 100.0 997  99.5  99.0 1.3
TGP WE M BeE BoR WoR -

R4 DL B IR I Bl R A, P EAR 6
ANHJER) pH {E 25 TR T 0.58 F10.27, FIEF
WEE BT 2.4%F 1.3%.
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