Assaying protein conformational change in real time — A novel approach for target-based drug discovery
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Abstract Detecting Conformational Change by SHG Results

Therapeutic targets that change conformation as part of the molecular

mechanism of action constitute a growing, large fraction of recent first- A
In-class small-molecule therapeutics and have revolutionary Z
advantages for treatment and blockbuster potential. For example,

Inhibitors of B-Raf bind to both active and inactive conformers of the

target (Tsal et al., PNAS 2008). Here we describe the use of a novel

optical technique, called Second Harmonic Generation (SHG), to

develop highly informative assays for two important therapeutic targets
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