IMPURITY PROFILING OF L-ASPARAGINASE PREPARATION
H. Yao1, N. Bracke1, B. Gevaert1, X. Xu1, E. Wynendaele1, R. Haselberg2,
G. Somsen2 and B. De Spiegeleer1,*
1DruQuaR (Drug Quality & Registration) group, Faculty of Pharmaceutical Sciences, Ghent University, Ottergemsesteenweg 460, B-9000 Ghent, Belgium. 
2Division of BioAnalytical Chemistry, AIMMS Research Group BioMolecular Analysis, Vrije UniversiteitU University Amsterdam, De Boelelaan 1085, 1081 HV, Amsterdam, The Netherlands.
*Bart.DeSpiegeleer@UGent.be
[bookmark: _GoBack](O. Ref/ 2016-234e)
L-asparaginase (L-ASNase) is a tetrameric enzyme used in the treatment of acute lymphoblastic leukemia (ALL). Although L-ASNase has been used in clinical practice for several decades, suitable pharmaceutical quality control methods for L-ASNase preparations are hardly reported: currently, it is only monographed in the Chinese Pharmacopoeia (ChP) [1]. Therefore, the current research aims to develop pharmaceutical quality control methods for L-ASNase. 
Previously, an activity assay of E.coli L-ASNase preparations was already developed in accordance with analytical Quality by Design (aQbD) principles [2]. In this work, chemical identification and quantitative impurity profiling is performed using different techniques: 1) conventional top down methodology by using infusion electrospray ionization (ESI)- time-of-flight (TOF) MS and bottom up (peptide mapping) methodology by using reversed phase HPLC-ESI/ion trap MS; 2) capillary electrophoresis with UV detection (CE-UV); 3) reversed phase ultra HPLC (UPLC); 4) size-exclusion chromatography (SEC). The most prominent related impurities are Asp-deamidation, Met-oxidation and aggregation.
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