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Abstract

In vitro metabolic stability and protein binding studies are crucial for optimizing oligonucleotide and peptide
drugs, as they significantly impact drug delivery, distribution, retention, and safety. However, inconsistencies in
siRNA drug binding results have been reported due to varying plasma protein binding (PPB) assay methods.
This presentation will introduce various systems used for studying the metabolic stability of oligonucleotides
and their applicability. It will also cover different techniques for protein binding studies, highlighting their
characteristics, challenges, and discrepancies. We will discuss the reasons behind inconsistent PPB findings
for siRNAs and aim to improve the reliability of PPB assessments in oligonucleotide drug development,
potentially influencing future research methodologies. Additionally, the presentation will address challenges in
peptide development, PPB determination, and the role of PPB in predicting peptide half-lives.

Dr. Jie Wang

Dr. Jie Wang received her PhD in Pharmaceutical Analysis from Shenyang Pharmaceutical University in 2014. She is now the Associate
Director and principal scientist in the DMPK department at WuXi AppTec, focusing on in vitro ADME with expertise in protein binding and
drug metabolic stability assays.
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