Effective IgG1 Fc Silencing: Characterization
of Residual Binding and Functional Activity
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INTRODUCTION

Monoclonal antibodies (mAbs) are pivotal in mediating effector functions by engaging with Fc gamma receptors on immune cells and initiating the complement cascade via their Fc domains.
However, for therapeutic applications where effector function is undesirable, a range of Fc 'silencing’ techniques has been developed to mitigate or nullify CDC and ADCC responses. Despite
these efforts, residual binding and functional activity are often still detectable. mAbsolve's innovation, the STR mutation, marks a significant advancement in Fc silencing, demonstrating
complete cessation of Fc binding and functional activities. Leveraging Antibody Analytics’ advanced platform methodologies, we rigorously assess antibody constructs to ensure effective
silencing, setting a new standard in the development of safer therapeutic antibodies.

Anti-CD20 IgG1 Variants Assessed

STR mutation achieves inhibition of C1q Binding and CDC across all isotypes
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The STR mutated antibodies demonstrate no binding to all FcyR members. Binding to FcRn is not impacted by the
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performed similarly to the STR mutation, while the LALA mutation and IgG2 and IgG4 WT antibodies demonstrated
il Low sample volume requirements residual binding to the FcyR to varying degrees.

SUMMARY
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