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Introduction :

 Bendamustine (BEN) Is a chemotherapy medication used for the <+ As recommended by the International Council for Harmonisation

treatment of chronic lymphocytic leukemia (CLL), indolent B-cell non- (ICH), studies on a drug must be undertaken to establish the

Hodgkin’s lymphoma (NHL) and multiple myeloma (MM). identification of its possible degradation products (DP) and for
understanding the intrinsic stability of the drug molecule.

 The stability data provided by the manufacturer stated 8h at 4°C for The aim of this study was the assessment of the inherent stability
the lyophilized powder reconstituted with sterile water, 48h and 3h30 characteristics of BEN under different stress conditions by using
for the diluted solution in sodium chloride respectively at 4°C and Liguid Chromatography-Multistage Mass Spectrometry along with
25°C. high-resolution Mass Spectrometry (LC-HR-MS").
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 BEN - fragile under basic, hydrolysis, temperature and * Understanding the degradation pathways of BEN was the key factor to mitigate
oxidative conditions. the degradation of the drug product and help to anticipate its degradation.

» Based on the knowledge of its fragmentation pattern, up * In view of the degradation of the reconstituted BEN solution, measures should be

to six degradation products (DP1 to DP6) were taken to ensure compliance to good manufacturing practices during the
highlighted suggesting that the degradation of BEN reconstitution, dilution, storage, transport and administration of the drug.

occur via multiple reaction pathways among which,

hydrolysis, eliminations, nucleophilic additions or * Finally, the absence of degradation product under acidic condition has to be

N-dealkylation. pursued to improve the drug stabllity.




