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As a complementary technique, WaterLOGSY NMR experiments were also performed on a Varian 700 MHz Inova
spectrometer operating at 298K. All the spectra were acquired by using the following parameters: 256 transients,
32768 complex data points, 9842.52 Hz sweep width and 0.999947 s acquisition time. Introduced by Dalvit in
2000, WaterLOGSY has proven be extremely useful ligand-observation technique to characterize interactions
between ligands and proteins. For the binder to target protein, the inversion of water signals is selectively
transferred to protein via the protein-water intermolecular NOE, then transferred to the small molecule ligand on
the binding site.2® It should be noted that the WaterLOGSY signals are positive for binders but negative for
non-binders. As seen in Fig. S1, the positive signals of spectrum (a) corresponding to the methyl groups and the
aromatic protons, indicating SOF bound to HSA than the negative solvent (DMSO) signal. The waterLOGSY
response to addition of site-marker shows the clear negative signals when titrated with warfarin but not with
ibuprofen, thus confirming the STD finding that the binding site of SOF was located preferentially within site | of
HSA.
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Fig. S1 Competetive WaterLOGSY between SOF and warfarin (Wrf) or ibuprofen (1bf). The WaterLOGSY effect
of SOF (400 uM) in the presence of HSA (10 uM) is shown in (a), while adding Wrf (800 pM) and Ibf (800 uM) is
displayed in (b) and (c).
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