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[Abstract]

Aggregated intrinsically disordered protein (IDP) triggers neurodegenerative disorders, thus
therapeutic strategy for the disease is targeting IDPs. Recently small ligands to inhibit IDP
aggregation has been found, but highly dynamic nature of IDP-small ligand complexes
complicates the use of the conventional structural biological approach such as NMR and X-ray
crystallography. Here we report the bottom-up approach; infrared spectroscopy combined with
electrospray / cold ion trap mass spectrometry is applied to complexes of dopamine/dopamine
analogues and its binding motif in a-synuclein, which is an IDP associated with Parkinson’s
disease.
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Fig. 2. IRPD spectroscopy.
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