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IH-NMR (600 MHz, DMSO-de) &: 12.48 (s, 1H, OH in 5), 10.76 (br s, 1H, OH in 3), 9.57 (br s, 1H, OH in 7), 9.33 (br s, 2H, OH in 3’ and 4), 7.67 (d, J = 2.1 Hz, 1H, Hin 2°),
7.53(dd, J = 8.5 Hz, 2.1 Hz, Hin 6°), 6.88 (d, J = 8.5 Hz, 1H, Hin 5°), 6.40 (d, J = 2.0 Hz, 1H, Hin 8), 6.18 (d, J = 1.8 Hz, 1H, H in 6).

S1



SM-Brizzi
SM-Brizzi Quercetin 13C

5000

— 176.30
"\ 164.34
~161.19
_~156.60
116.07
115.53

_148.16
~ 147.26

"\ 145.51
— 136.19
_-122.43
— 120.44
— 98.65

93.81
a

N\ 103.48

L

4500
4000
3500

3000

-— 2500
-— 2000
-— 1500
-— 1000

500

-——500

-——1000
-— -1500
-—-2000

--2500

--3000

--3500

- -4000

- -4500

210 200 190 180 170 160 150 140 130 120 110 100 9 8 70 60 50 40 30 20 10
f1 (ppm)
BC-NMR (151 MHz, DMSO-dg) 8: 173.3 (C=0), 164.3 (C in 7), 161.2 (C in 5), 156.6 (C in 8a), 148.2 (C in 4°), 147.3 (C in 2), 145.5 (C in 3°), 136.2 (C in 3), 122.4 (C in 1°),
120.4 (Cin6’),116.1 (Cin5”), 115.5 (Cin2’), 103.5 (C in 4a), 98.65 (C in 6), 93.8 (C in 8).
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'H-NMR (600 MHz, DMSO-dg) &: 12.10 (br s, 1H, COOH), 9.52 (br s, 1H, OH in 4°), 7.48 (d, J = 15.9 Hz, 1H, -CH=CH-Ar), 7.27 (d, J = 1.8 Hz, 1H, Hin 2°), 7.07 (dd, J = 8.2

Hz, 1.8 Hz, Hin 6), 6.78 (d, J= 8.1 Hz, 1H, Hin 5°), 6.36 (d, J = 15.9 Hz, 1H, CO-CH=CH-Ar), 3.81 (s, 3H, OCH3).
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13C-NMR (151 MHz, DMSO-ds) &: 168.5 (C=0), 149.5 (C in 4°), 148.4 (C in 3°), 145.0 (-CH=CH-Ar), 126.2 (C in 1°), 123.3 (C in 6"), 116.1 (CO-CH=CH-Ar), 116.0 (C in 5°),
111.6 (C in 2°), 56.1 (OCHa).
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Table S1. Kcal.1 channel-compounds 1 and 2 interaction network. The consensus binding residues
are marked in bold.

Compound Hydrophobic Hydrogen n- Stacking N- Cationic AG (Kcal/mol)
Interaction bond

Compd. 1 Arg-395, Tyr-402, | Lys-300, Tyr-402, | Tyr-398, Tyr-402, Lys-458 -8,7
(3’-O-feruloyl Lys-458, Phe-461, Tyr-467 Phe-461

derivative)

Compd. 2 Arg-395, Tyr-402, | Lys-300, Tyr-398, Tyr-398 Lys-458 9,1
(4-O-feruloyl | Lys-458, Phe-461, | Tyr-402, Glu-454,

derivative) Glu-465 Phe-466, Tyr-467

S13




