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Determination of the Related Substances of Cetilistat by HPLC

ZHANG Libola’z, CHEN Beila’z, TANG Gupinglb*(l.Zhejiang University, a.School of Pharmaceutical Sciences,
b.Institute of Chemical Biology and Pharmaceutical Chemistry, Hangzhou 310000, China; 2.East China Pharmaceutical Group
New Grug Institute Limited Co., Ltd., Hangzhou 310000, China)

ABSTRACT: OBJECTIVE To establish an HPLC method for determining the contents of the related substances of cetilistat.
METHODS The condition of detection were as follows: Agilent Phenyl column (250 mmx4.6 mm, 5 um), the gradient mobile
phase consisted of 5 mmol-L™" potassium dihydrogen phosphate (adjust with 10% phosphoric acid to pH 4.0) and acetonitrile
with a flow rate of 1.0 mL-min', the UV detection wavelength was 226 nm. RESULTS The resolution of cetilistat and relate
substances was good. The calibration curves were linear in the range of 0.049 5-1.981 0 pg-mL™" for impurity A (/=0.999 9); the
calibration curves were linear in the range of 0.059 9—0.399 1 pg-mL™" for impurity B (+=0.999 9); the calibration curves were
linear in the range of 0.059 6—0.397 5 pg-mL"~" for impurity C (+=0.999 9). The average recoveries of impurity A, impurity B and
impurity C were 104.2%, 107.0% and 107.8% respectively; the RSDs were 2.09%, 1.77% and 2.18%, respectively. CONCLUSION
The method is simple, accurate, reliable and can be used for the quality control of the related substances of cetilistat.

KEY WORDS: cetilistat; HPLC; related substances
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Fig. 2 HPLC chromatograms of resolution test
I—impurity A; 2-sample solution; 3—impurity B; 4—impurity C.
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Fig.3 HPLC chromatograms of stress test

A—destructed by acid; B—destructed by alkali; C—destructed by oxidation;
D—destructed by light; E—destructed by high temperature.
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Tab.1 Response factors of impurities in different instruments
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FEFFM 127.68 1.00 149.52 1.00 1.00
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B C 108.2 0.85 130.74 0.87 0.86
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Tab. 2 Results of recovery test

e XHESIN EE,  EeR, PR RSD/
ANE/ug ng % W 2E/% %
28.23 29.62 104.9
28.23 30.57 108.3
28.23 28.51 101.0
75.28 78.83 104.7
75.28 79.75 105.9
B A 75.28 79.62 105.8 loda 200
94.10 99.44 105.7
94.10 97.91 104.0
94.10 98.14 104.3
112.9 115.5 102.3
112.9 114.1 101.0
112.9 115.7 102.4
6.369 6.863 107.8
6.369 6.916 108.6
6.369 6.576 103.2
16.98 17.89 105.3
16.98 18.14 106.8
B 16.98 18.29 107.7
45 B 107.0 1.77
21.23 23.18 109.2
21.23 23.35 110.0
21.23 22.38 105.4
25.48 27.20 106.8
25.48 26.87 105.5
25.48 27.40 107.5
7.270 7.625 104.9
7.270 7.456 102.6
7.270 7.990 109.9
19.39 21.19 109.3
19.39 20.92 107.9
19.39 21.17 109.2
e 107.8 2.18
2423 26.39 108.9
2423 26.35 108.7
2423 26.94 111.2
29.08 31.04 106.8
29.08 31.34 107.8
29.08 30.99 106.6

*3 FEAAMAE RN FLE

Tab. 3 Results of related substances of cetilistat

It KR A%  REIB/%  RFC/%  BRFU%
140501 0.01 0.05 0.08 0.15
140502 0.00 0.00 0.00 0.00
140503 0.00 0.00 0.00 0.00
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Fig. 4 HPLC chromatograms of related substances
A—impurities localization; B—sample; C-0.1% self-control; 1-impurity A;
2—impurity B; 3—impurity C.
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