Characterization of Cetuximab using pH Gradient Cation Exchange and Microchip Electrophoresis Coupled to Native
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Summary & Conclusion Refere

0 Both techniques are orthogonal, yet yield highly selective charge variant separations clearly distinguishing 8 peaks in case of CVA-MS and 7 peaks in case of ZipChip-MS. o Separation under native conditions e.g. using either CVA-MS or ZipChip®-MS, increases the dynamic range of native MS analysis of complex proteins such as mAbs. 1. F. Fuessl et al. Anal. Chem. 2018, 90,
MS spectra obtained by both approaches are of excellent quality and highly similar. Provision of comparable, orthogonal data increases confidence of annotated proteoforms based on retention or migration behaviour arising from the presence of 4669-4676.

0 Both data sets show that Cetuximab charge variant heterogeneity is caused by various degrees of incomplete c-terminal lysine truncation and sialylation which is also acidic or basic modifications on the mAb. 2. F. Fuessletal. mAbs, 2019, 11, 116-128.
confirmed via enzymatic digestion. 0 CVA-MS using the Thermo Scientific MAbPac™ SCX-10 RS and 908 Devices ZipChip®-MS using the Native HR separation platform are highly comparable, providing 3. W. Skala et al. Anal. Chem. 2018, 90,

0 Charge variant peaks are not characteristic for a specific number of acidic and basic modifications but rather for the net charge resulting by their combinations. excellent and orthogonal selectivity and high efficiency separation of mAb charge variants under native conditions. 5728-5736.



