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Abstract

The administration of biological therapeutics can evoke some level of immune response to the drug product in the receiving
subjects. An immune response comprised of neutralizing antibodies can lead to loss of efficacy or potentially more serious clinical
sequelae. Therefore, it is important to monitor the immunogenicity of biological therapeutics throughout the drug product
development cycle. Immunoassays are typically used to screen for the presence and development of anti-drug product antibodies.
However, in-vitro cell-based assays prove extremely useful for the characterization of immunoassay-positive samples to determine if
the detected antibodies have neutralizing properties. This document provides scientific recommendations based on the experience of
the authors for the development of cell-based assays for the detection of neutralizing antibodies in non-clinical and clinical studies.
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1. Introduction

The development of antibodies to biological therapeu-
tics upon their administration in study subjects is not an
uncommon occurrence (Porter, 2000). On a case-by-case
basis, the antibody response may be inconsequential or
may have a dramatic effect on the efficacy and/or safety of
the drug product if the antibodies alter drug pharmaco-
kinetics or are of a neutralizing nature. Neutralizing anti-

bodies (NAbs) block the biological activity of the
therapeutic molecule by either binding directly to
epitope(s) that lie within the active site of the therapeutic
molecule or by blocking its active site by steric hindrance
due to binding to epitope(s) thatmay lie in close proximity
to the active site. While, in certain cases NAb presence
may not result in a clinical effect, at sufficient NAb levels
in other cases, a decrease in efficacy may be observed
which may require administration of higher doses of the
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