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Biomedical Innovation) OSatoru Nagatoishi '*

The design of small-molecule compounds that can specifically regulate the function of target
proteins still holds great promise in the development of life sciences and medical applications.
Thermodynamic and kinetic analyses are effective analytical methods that can describe specific
physicochemical features of the interactions of biological macromolecules. I hypothesized that
we could utilize these physicochemical methods to obtain small-molecule compounds with
novel control mechanisms by selecting the quality of the binding. To test this hypothesis, I
attempted to search for and identify small-molecule ligands that can precisely regulate the
function of target proteins by physicochemical analysis. As a result, we succeeded in obtaining
promising small-molecule ligands that inhibit the function of the target protein in cells and a
mouse model, even though the compounds do not have high binding activity.
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