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Figure S1 IR spectrum of compound 3a
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Figure S2 'H NMR spectrum of compound 3a
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Figure S3 3C NMR spectrum of compound 3a
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Figure S5 IR spectrum of compound 3b
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Figure S7 3C NMR spectrum of compound 3b
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Figure S8 HRMS spectrum of compound 3b
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Figure S9 IR spectrum of compound 3c



354
333
260

R

==

7.751
7.728
7.414
7.392
7

7

7
6.825

8.400
6.804
6.685
3.915

N

(<O

Current Data Parameters
g Be EEREE 82|38 NAME chr 13
g BN ER88R 53| 8 EXPNO 21
| \/ N Vo (0] PROCNO 1
F2 - Acquisition Parameters
Br OH Date 20190430
‘ Time 16.37 h
INSTRUM spect
o PROBHD 7108618 0505 (
PULPROG zg30
TD 65536
~ - SOLVENT CDC13
(0] (0] NS 16
DS 2
(ONGg SWH 8012.820 Hz
FIDRES 0.244532 Hz
20 4.0894465 sec
RG 199.6
pW 62.400 usec
DE 6.50 usec
" M, I TE 299.3 K
b D1 1.00000000 sec
85 84 83 82 81 80 79 78 7.7 76 75 74 73 72 7.1 70 69 6867 p DO 1
’ ° SFO1 400.2604716 MHz
El 5 NUC1 1H
- . P1 14.00 usec
PLW1 16.00000000 W
F2 - Processing parameters
ST 65536
SF 400.2580099 MHz
WDW EM
SSB 0
B 0.30 Hz
GB 0
PC 1.00
T T T T T T T T T T T T )
11 10 9 8 7 6 5 4 3 2 1 0 ppm
|
EREEEES EEE
o Lelbalbalitslia] oo
| B N N il 2 ololes
H 1
Figure $10 'H NMR spectrum of compound 3c
89 J28rN 8 8IINBYY N BRUKER
N Y ©OoWwANS I~ M ANQM™©O ™~ =
S
NS MANNNN oS NN~ O HOo© o >
[=E IS S B R BN B NNNN©®L© N — (_N
‘ ‘ \ \\ // ‘ \% \/ / ‘ Current Data Parameters
NAME chr 13
EXPNO 85
O PROCNO 1
F2 - Acquisition Parameters
Br OH Date 20190604
Time 0.57 h
‘ INSTRUM spect
PROBHD 7108618 0505 (
O PULPROG 2gpg30
D 65536
SOLVENT CDC13
~0 o~ s 1022
DS 4
o) swH 24038.461 Hz
~ FIDRES 0.733596 Hz
AQ 1.3631488 sec
RG 156.91
oW 20.800 use
DE 6.50 use
TE 298.8 K
D1 2.00000000 sec
D11 0.03000000 sec
TDO 1
SFO1 100.6550186 MHz
NUC1 13C
P1 .80 use
PLW1 58.00000000 W
SFO2 400.2596010 MHz
NUC2 1H
CPDPRG[2 waltzlé
PCPD2 90.00 use
PLW2 16.00000000 W
PLW12 0.38716000 W
PLW13 0.19474000 W
F2 - Processing parameters
ST 32768
SF 100.6449542 MHz
WDW EM
SSB 0
i) 1.00 Hz
GB 0
T T T T T T T T T T PC 1.40
180 160 140 120 100 80 60 40 20 ppm

Figure S11 *C NMR spectrum of compound 3c
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Figure $15 *C NMR spectrum of compound 3d
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Figure S29 IR spectrum of compound 5a
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Figure $82 'H NMR spectrum of compound 5n
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Figure S85 Growth curve analysis of P. aeruginosa in % MIC, % MIC, 1/8 MIC MIC dosages of
compounds 5a-5n. Comparisons were performed with different flavonols and that of the untreated
control. The graphs are plotted with average OD 600 of triplicates.
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Table S1 Percentage Inhibition of biofilm at different sub-MIC concentrations of compounds

compound Percentage Inhibition of biofilm at different sub-MIC concentrations
% MIC % MIC 1/8 MIC
5a 66 51 41
Sb 70 61 52
5c 65 53 38
5d 62 50 34
Se 81 67 55
5f 92 95 86
Sg 84 59 48
Sh 75 62 49
5i 71 64 56
5j 82 67 49
5k 69 57 42
5l 63 60 55
5m 89 83 74
5n 77 66 51
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Figure S86 (a) 4JVI-5m complex RMSD (b) 8DQ0-5m complex RMSD (c) RMSF of 4JVI protein
with binding site marked in green lines (d) RMSF of 8DQO protein with binding site marked in green
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Figure S87 (a) 2UV0-5m complex interaction histogram (b) 4JVI-5m complex interaction histogram
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Title: MMGBSA_2UVa:SH
MMGBSA fiG Bi

WA

Figure S88 Interactions of 5m ligand with transcriptional activator protein LasR (PDB ID: 2UV0) in
20ns interval frames of 200ns simulation study.

Table S2: 2UV0-5m complex binding free energy distribution for the selected frames

Complex |Frame [|AG AG AGH- AG |AG AG AG vdW|AG bind
Coulom |Covalentbond |Lipo |Packing [Solv_G
b B

2UVO0-5m | Ons | -28.57 | 4.82 | -2.22 |-30.29| -4.49 | 29.59 | -54.51 | -85.69

2UV0-5m | 20ns | -30.57 | 5.97 | -2.20 [-30.79| -4.67 | 28.03 | -57.96 | -92.21

2UV0-5m | 40ns | -23.66 | 6.20 | -1.11 |-29.08| -3.81 | 20.70 | -54.19 | -84.97

2UV0-5m | 60ns | -23.86 | 4.98 -1.61 |-31.21| -6.34 | 17.92 | -57.76 | -97.90

2UV0-5m | 80ns |-25313| 7.54 | -1.23 |-27.77| -4.57 | 22.81 | -54.40 | -82.78

2UVO0-5m | 100ns | -28.99 | 1.74 | -2.22 |-28.16| -533 | 22.44 | -46.18 | -86.71

2UVO0-5m | 120ns | -30.60 | 8.13 -1.23 |-29.16| -3.85 | 22.68 | -54.99 | -89.04

2UV0-5m | 140ns | -23.24 | 545 -1.04 |-29.32| -3.98 | 19.83 | -51.65 | -83.97
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2UV0-5m | 160ns | -22.21 | 6.16 | -1.64 |-26.53| -3.93 | 19.55 | -54.09 | -82.70

2UV0-5m | 180ns | -37.16 | 5.10 | -1.60 |-29.71| -5.26 | 16.90 | -43.96 | -95.70

2UV0-5m | 200ns | -28.20 | 6.80 | -1.61 |-30.73| -5.21 | 22.30 | -52.95 | -89.60
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Figure S89 Interactions of 5m ligand with PgsR co-inducer binding domain of Pseudomonas
aeruginosa (PDB ID: 4JVI) in 20ns interval frames of 200ns simulation study.

Table S3: 4JVI-5m complex binding free energy distribution for the selected frames

Complex |Frame [AG AG AGH- AG |AG AG AG vdW|AG bind
Coulom (Covalentbond |Lipo [Packing [Solv_G
b B

4JVI-5m Ons | -23.58 | 3.00 0.07 |-27.20| -3.20 | 21.83 | -38.27 | -67.33
4JVI-5Sm | 20ns | -15.27 | 2.38 0.63 |-24.82| -3.67 | 25.60 | -50.78 | -65.94
4JVI-5Sm | 40ns | -10.86 | 3.78 0.02 |-28.76| -3.57 | 2093 | -5535 | -73.81
4JVI-5Sm | 60ns | -4.03 1.99 | -046 |-28.10| -3.63 | 20.68 | -54.21 | -67.79
4JVI-5Sm | 80ns 6.80 2.79 0.21 |-28.70| -3.34 | 9.17 | -49.66 | -62.71
4JVI-5m | 100ns | -12.44 | 2.93 -2.24 |-2842| -3.73 | 21.85 | -52.78 | -74.83
4JVI-5m | 120ns | -15.75 | 6.84 | -0.55 |-31.18| -3.33 | 18.76 | -53.01 | -78.23
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4JVI-5m | 140ns | -11.00 | 6.23 -1.88 |-29.03| -0.13 | 21.87 | -54.14 | -68.08
4JVI-5m | 160ns | -18.93 | 4.80 | -0.54 |-30.20| -0.49 | 19.62 | -41.51 | -67.26
4JVI-5m | 180ns | -0.80 | -1.80 | -1.13 |-29.26| -1.99 | 13.77 | -50.14 | -71.38
4JVI-5Sm | 200ns | -23.82 | 3.16 211 |-27.72| -343 | 1997 | -42.44 | -76.41
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Figure S90 Interactions of 5m ligand with quorum-sensing receptor RhIR of Pseudomonas aeruginosa
(PDB ID: 8DQO) in 20ns interval frames of 200ns simulation study.
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