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Abstract Objective: To investigate the effect of filtration on sub-visible particles in a similar biotherapeutic
product (SBP) candidate for EGFR monoclonal antibody (mAb) of IgG2 subclass. Methods: Microflow digital
imaging (MDI) was used to compare the sub-visible particles of different diameters in the EGFR mAb SBP
candidate of IgG2 subclass with those in the corresponding reference biotherapeutic product (RBP). Then the
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EGFR mAb SBP candidate drug was filtered by a 0.22 um filter, and the sub-visible particles of different diameters
and properties were immediately detected and analyzed by the MDI method. The sub-visible particles of different
diameters and properties were tested again immediately after filtered EGFR mAb SBP candidate was kept at room
temperature for 2 h. Results: The number of sub-visible particles with different diameters of the IgG2 EGFR mAb
SBP candidate was significantly higher than that of the corresponding RBP. After filtration with 0.22 pm filter,
the number of sub-visible particles of the EGFR mAb SBP candidate decreased from 8.51x10 particles - mL™ to
1.52x10" particlessmL™, and the number of the main components, such as protein aggregates, bubbles and fibers
obviously decreased. After having been kept at room temperature for 2h, sub-visible particles increased from
1.52x10* particlessmL" to 3.23x10" particlessmL" and the increased particles were mainly protein aggregates.
Conclusion: Compared with RBP, sub-visible particles in EGFR mAb SBP candidate were significantly higher.
The sub-visible particles substantially decreased after filtration, but with the time duration increased, the protein

aggregates increased too, indicating that it is necessary to strengthen the research and development in order to

improve the quality, safety and effectiveness of SBP candidates.
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