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ABSTRACT

All therapeutic proteins have the potential to induce anti-drug antibodies (ADA). Clinically relevant ADA
are those that can impact the efficacy and/or safety of the therapeutic. Depending on the characteristics
of the antibody response, ADA can block the therapeutic from binding to the target; clear the therapeutic
from circulation, induce a cross-reactive immune response to endogenous proteins, and/or result in
hypersensitivity reactions. An immunogenicity assessment strategy of biological therapeutics typically
evaluates the absence or presence of antibodies that bind the therapeutic and if present, determines the
ATA ability to neutralize the effect of the therapeutic to its target. Hence the goal of molecular
engineering design of therapeutic proteins require a detailed understanding of the critical quality
attributes, ability to predict potential immunogenicity and thereby minimize safety adverse events. Case
studies of molecules will be presented which has resulted in advances in the process involved in quality
by design.
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