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Determination of Related Substances of Cetrorelix Acetate Injection by UPLC

XUE Qiaoru, LIU Bingying, CHEN Hua", DENG Feng(Guangdong Institute for Drug Control, NMPA Key Laboratory of
Quality Control of Blood Products, Guangdong Drug Administration Key Laboratory of Quality Control and Research of Blood
Products, Guangzhou 510663, China)

ABSTRACT: OBJECTIVE To establish an UPLC method for determination of related substances of Cetrorelix Acetate
injection. METHODS The separation was performed on ACQUITY UPLC CSHTMCis column(2.1 mmx150 mm, 1.7 pm),
0.05 mol-L™! sodium perchlorate solution(adjust the pH with phosphoric acid to 2.0) was used as mobile phase A, and
0.05 mol-L"! sodium perchlorate solution-acetonitrile(30 : 70)(adjust the pH with phosphoric acid to 2.0) was used as mobile
phase B, with a gradient elution. Flow rate was 0.2 mL-min~!, the detection wavelength was 226 nm and sample volume was
1 uL. RESULTS The linear ranges of impurity A, B, C, D, E and F were 0.127 8—6.390 4, 0.124 4-6.221 3, 0.126 8-6.340 8,
0.120 5-6.025 6, 0.120 9—6.047 3, 0.127 7-6.389 4 pg-mL~!, respectively. The limits of detection of each impurities was about
0.04 ng. The limits of quantitation of impurity B, D, E were about 0.12 ng, that of impurity A, C, F were about 0.13 ng. The
average recoveries were 97.4%, 95.2%, 101.5%, 105.3%, 100.7%, 97.4%, respectively. RSDs were 1.7%, 3.0%, 3.8%, 2.4%,
0.8%, 2.8%(n=9), respectively. CONCLUSION The method is rapid, simple, accurate and specific and can be used for the
quantitative study on related substances in Cetrorelix Acetate for injection.
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Tab. 1 Information of 6 impurities in cetrorelix acetate for
injection
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Tab. 2 Condition of gradient elution

#/min W A% WA B/%
0 70 30
5 62 38

33 58 42

43 0 100

55 0 100

55.1 70 30

60 70 30
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Tab. 3 Results of linearity test, correction factor, LODs, LOQs
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Fig.1 UPLC chromatograms
A-F—impurity A-F.
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Pl FER e fZ25 A. B. C. D, E. F W& A RSD
7 0.3%~1.5%(n=6), &IN5 K4

Hor Tl /ug - mL! [ = R*(n=8) FEIEHF SE i PR/ng Kt FR/ng
LR A 0.127 8~6.390 4 y=204.22x+7.092 4 1.000 0 0.99 0.128 0.043
&I B 0.124 4~6.221 3 y=212.76x+6.507 4 1.000 0 0.95 0.124 0.041
G It i 0.126 9~6.346 4 y=201.40x+14.89 0 0.999 9 1.00 0.127 0.042
A C 0.126 8~6.340 8 y=201.56x+3.730 4 0.999 9 1.00 0.127 0.042
R F 0.127 7~6.389 4 y=192.19x+6.271 7 0.999 9 1.05 0.128 0.043
A% D 0.120 5~6.025 6 y=204.97x+3.974 3 0.999 8 0.98 0.121 0.040
FJ0E 0.120 9~6.047 3 y=191.16x+3.372 2 1.000 0 1.05 0.121 0.040
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Tab. 5 Determination results of related substances in
samples %
P 7 1 il 2 il 3 il 4

AR A 0.02 0.07 0.07 0.07
7R B 0.02 0.01 0.02 0.01
2= C 0.02 NA NA NA
AW F NA 0.07 0.06 0.07
21T D 0.5 0.2 0.3 0.2
ZIRE 0.02 0.1 0.3 0.1
e 0.1 0.1 0.2 0.2
KABAT 0.1 0.3 0.3 0.5
BRI 0.7 0.8 1.0 0.9
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