DruQuaR UNIVERSITEIT Faculty of Pharmaceutical Sciences

GENT

Pharmacopeial Characterization of Asparaginase

Han Yaol, Matthias D’Hondt!, Yves Benoit?, Tiene Bauters® and Bart De Spiegeleer™*

1 DruQuaR (Drug Quality & Registration) group, Faculty of Pharmaceutical Sciences, Ghent University,
Harelbekestraat 72, B-9000 Ghent, Belgium. *Bart.despiegeleer@UGent.be
2 Paediatric oncology, University Hospital, Ghent University, De Pintelaan 175, B-9000 Ghent, Belgium.

3 Hospital pharmacy, University Hospital, Ghent University, De Pintelaan 175, B-9000 Ghent, Belgium.
(Ref.: 2014-047c)

Treatment of acute lymphoblastic leukemia (ALL) - Pediatric use

bolus injection = Stability?
pediatric use Compatibility with the infusion solution?

=) Stop clinical development to fully exploit its potential

¢ Currently only {

¢ Several products (R&D+ clinic): “biosimilar’?

=) Pharmaceutical characterization is required.

What we have done
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1. D_evelopment qf N_essler mfethod for ASNASE activity Aspar;g'i‘nase (ASNASE)
2. Pilot characterization of primary and secondary structure homotetramer




1. ASNASE Activity (Nessler assay)
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Mechanism of ASNASE activity and Nessler’s reaction
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2. Pilot Structure Characterization (E. coli ASNASE)

2.1 Primary structure

Relative abundance

LLC-MS methods
Calculated MW of E. coli ASNASE: 34590+ 2 Da.

2.2 Secondary structure
2.2.1 Circular dichroism (CD)
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Secondary structure content (mean): 29.26% a-helix and

19.68% [-sheet.

Melting temperature: 60-63°C: B-sheet; 63-65°C: a-helix.
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2.2.2 Fourier transform infrared (FTIR)
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Stability-Robustness Evaluation Methods
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