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Establishment of Bacterial Endotoxin Test Method for Anisodamine Hydrobromide Injection
ZHANG Juan, ZHU Qing-fen, FAN Zhi-yun, SHI Guo-sheng (Shandong Institute for Food and Drug Control, Ji-
nan 250101, China)

ABSTRACT OBJECTIVE: To establish the bacterial endotoxin test method of Anisodamine hydrobromide injection. METHODS:
The limit of bacterial endotoxin for this product was determined according to the appendix of second part of Chinese Pharmacopoe-
ia (2010 edition). The interference test of bacterial endotoxin examination was studied respectively by gel-clot test and kinetic tur-
bidmetric test. RESULTS: Results of gel-colt method showed the sample had no interference effect on the test after diluted to 2
times (5 mg/ml) of its original volume. Results of kinetic turbidimetric test showed that the recovery of the added endotoxin in the
sample solution was 50%-200% when the sample was diluted to 2 times (5 mg/ml) of its original volume. The content of endotox-
in should be lower than 0.35 EU in each 1 mg anisodamine. CONCLUSIONS: The established bacterial endotoxin test method of
Anisodamine hydrobromide injection can provide a reference for revising and adding bacterial endotoxin inspection item of Chinese
Pharmacopeia.
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Tab 1 Results of preliminary interference test of gel-colt

method
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Tab 2 Results of interference test of gel-colt method
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Tab 3 Standards curves of bacterial endotoxin and reliabili-
ty analysis of Kinetic turbidimetric test(n=3)
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Tab 4 Results of interference test of kinetic turbidimetric

method (n=2)
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Determination of Related Substances in Clevidipine Butyrate Drug Substance by RP-HPLC

XIONG Ye-juan', CHEN Qiu-fen’, JIANG Ling*, SHEN Guo-bing’, ZHANG Jun-dong’ (1.Shanghai Institute of
Health Sciences, Shanghai 201318, China; 2.Institute of Materia Medica, Shanghai Sine Pharmaceutical Co.,
Ltd., Shanghai 201206, China)

ABSTRACT OBJECTIVE: To develop the method for the content determination of related substances in clevidipine butyrate drug
substance. METHODS: RP-HPLC method was adopted. The determination was performed on Waters Symmetry Shield™ column
with mobile phase consisted of sodium dihydrogen phosphate solution-acetonitrile (gradient elution) at the flow rate of 1.2 ml/min.
The determination wavelength was set at 220 nm, and sample size was 20 ul. The column temperature was 35 “C. The contents of
6 and 1 kinds of known impurities (impurity B, C, D, E, F, G and H) in 3 batches of samples were calculated by main compo-
nent self-compare without or with calibration factor. RESULTS: 7 kinds of impurity from clevidipine butyrate revealed good lineari-
ty (#=0.997-1.000) ; average recoveries were 94.96%-97.79% (RSD<<4.7% , n=3). The lowest detection limit of clevidipine bu-
tyrate was 5 ng, and the limits of quantity of impurities B-H were 4, 4, 8, 8, 4, 8 and 8 ng, respectively. Impurities B, C and D
were not found in 3 batches of samples, and total amount of impurity was lower than 0.12% . CONCLUSIONS: Established meth-
od is simple, sensitive and accurate, and can be used for the determination of related substances in clevidipine butyrate.
KEYWORDS Clevidipine butyrate; Related substance; RP-HPLC
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