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BACKGROUND RESULTS

 There Is a need for high-throughput, in vitro surrogate assays to identify candidates with optimal in Altering target specificity in bsAbs induces large variance
vivo serum half-lives early in the discovery and design process for therapeutic antibodies?
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* FcRn-high performance liquid chromatography (HPLC) was previously developed to estimate the

serum half-lives of IgGs based on FcRn binding properties in vitro?!

The number, module of presentation, and orientation of antigen-binding

» This study presents a key optimization of this technique, FcRn-pH-HPLC, which incorporates a pH
monitor to directly measure the pH of FcRn dissociation, allowing interpretation of results in a more
physiological context 7 ™
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domains influence FcRn dissociation pH

 Bispecific antibodies from the redirected optimized cell killing (ROCK®) platform, comprising many
bi- and multispecific antibody modules and formats,* were subjected to FcRn-pH-HPLC to identify
antibody features that could be altered to tailor half-lives of therapeutic antibodies S

FcRn, neonatal Fc receptor; IgG, immunoglobulin G.

FcRn-pH-HPLC directly measures FcRn dissociation pH; %@ﬁ
results can be interpreted in a physiological context
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low pH, 5.5, and dissociate from FcRn after applying a linear pH gradient up to pH 8.8. By continuously measuring the pH, the FcRn dissociation pH of variations have a minimal effect

antibodies was reliably determined, allowing a direct comparison to the optimal FCRn dissociation pH in vivo, pH 7.4, thus providing a potential surrogate \_
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assay for estimating PK profiles.
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