Charge variant microheterogeneity explored via iclEF and offline MS analysis of infliximab biosimilars
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Introduction

Biosimilarity assessment requires a plethora of analytical assay to decipher the structural microheterogeneity of both target originator and
candidate biosimilar. A compulsory assay performed in quality control laboratories is the charge variant analysis, based on the separation of
proteoforms with different pl values. The gold standard for charge variant profiling is image-capillary isoelectric focusing (iclEF) although
detection methods paired with this technology normally prevent a direct identification by mass spectrometry, due to matrix incompatibility
or low recovery of each species. In this study we will develop a complete workflow using iclEF fractionation and analysis of each fraction by
intact analysis using microchip CEMS technology or bottom-up analysis by nano LCIMS/MS workflow using innovator (Remicade®) and
biosimilar (Flixabi®) of infliximab as a model analytes’.

About infliximab

/ & . Infliximab is an anti-TNFa chimeric monoclonal

antibody used against inflammatory diseases
(Crohn’s disease)

MoA: it binds to TNFa inhibiting its binding to
the receptor of immune cells

Remicade (Janssen) was first approved by FDA
in 1998 and by EMAin 1999

Biosimilars started to appear on the market in
2013.

8 biosimilars now present on the market.
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Conclusions

Refocus: 5 min 1.500 V O Charge variant analysis remains a key analytical tool to solve the complex structural heterogeneity of biotherapeutics.
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confidently distinguish acidic variants generated from sialylated N-glycans and acidic variants derived from deamidation events
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