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Figure S1. Absorbance spectra of the flavylium salts (50 uM) were
immediately measured after addition to potassium phosphate buffer
20mM, EDTA 1mM, pH 7.0, and after incubation for 2 minutes in these
conditions. The absorbance spectra of compounds 1, 2, 3, 4, 5 measured in
phosphate buffer, EDTA 1mM pH 7.0 are shown in panel a, b, ¢, d, e,

respectively, after addition to the buffer (black line) and after 2 minutes
incubation (red line).
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- Figure §2.The UV-vis spectra of the non-equilibrated form of compounds
1 and 5 were obtained after instant measurement of the spectra of the
acidified solution of each compound (DMSO+ 0.1M HCI) upon addition
to 100mM of potassium phosphate pH 7.0 (non-equilibrated conditions)
or by incubation in this buffer for 24h (equilibrated conditions), confirmed
that the composition of the tested aliquots was correct (Panel c).
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- Figure S3. Alignment of the rat Cb5R sequence of the PDB used in this
study (PDB file:1I7P and the sequence of human soluble Cb5R (Unitpro
code: Q6BCY4). Cb5R’s residues that were found common for the
interaction with inhibitors are labeled in orange. As shown in the align-
ment, those residues are the same in the sequence of human Cb5R.
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Figure S4. *H NMR spectrum (400 MHz) of compound 3 in 99:1 (v:v) CD30D:DCI 20%

in D20.
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Figure S5. 3C{*H} NMR spectrum (101 MHz) of compound 3 in 99:1 (v:v) CDzOD:DCI

20% in D20.
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Chemical Formula: CivHi504*
Exact Mass: 283.09649
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Figure S6. HRMS spectrum of compound 3.
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