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Table S1: Full characterization of all available LasR PDB structures and bound ligands.

CPODDBE Res%'\”m” Dzs;rit‘i’;n Ligand Type of Ligand IUPAC NAME

2uv0 1.8 2007 C12-HSL Autoinducer 3-0x0-N-[(3S)-2-oxooxolan-3-ylJdodecanamide

3ix3 1.4 2009 C12-HSL Autoinducer 3-0x0-N-[(3S)-2-oxooxolan-3-ylJdodecanamide

3ix4 1.8 2009 TP-1 TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] 2-chlorobenzoate

3ix8 1.8 2009 TP-3 TP-derived Agonist [2,4-dibromo-6-[[(2-chlorobenzoyl)amino]methyl]phenyl] 2-methylbenzoate

3jpu 2.3 2013 TP-4 TP-derived Agonist [4-bromo-2-[[(2-chlorobenzoyl)amino]methyl]-6-methylphenyl] 2,4-dichlorobenzoate
4ng2 2.41 2018 C12-HSL Autoinducer 3-0x0-N-[(3S)-2-oxooxolan-3-ylJdodecanamide

6d6a 1.9 2018 TP-1 Homologue 10  TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] benzoate

6d6b 1.7 2018 TP-1 Homologue 11 TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] 2-nitrobenzoate

6d6c 1.88 2018 TP-1 Homologue 12  TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] 2-methoxybenzoate
6d6d 1.7 2018 TP-1 Homologue 13  TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] 2-cyanobenzoate

6d6l 1.63 2018 TP-1 Homologue 14  TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] 4-chlorobenzoate
6d6m 1.9 2018 TP-1 Homologue 15  TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] 4-bromobenzoate

6d6n 1.81 2018 TP-1 Homologue 16  TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] 4-methoxybenzoate
6d6o 1.65 2018 TP-1 Homologue 17  TP-derived Agonist [2,4-dibromo-6-[[(2-nitrobenzoyl)amino]methyl]phenyl] octanoate

6d6p 1.65 2018 TP-1 Homologue 19  TP-derived Agonist N-[[3,5-dibromo-2-(methoxymethoxy)phenyl]methyl]-2-nitrobenzamide
6mvm* 1.89 2018 C14-HSL Noncognate Autoinducer 3-o0x0-N-[(3S)-2-oxotetrahydrofuran-3-yl]tetradecanamide

6mvn* 2.2 2018 C10-HSL Noncognate Autoinducer 3-ox0-N-[(3S)-2-oxotetrahydrofuran-3-ylJdecanamide

6mwh 2.2 2018 BB0020 Agonist 2-(3-bromophenoxy)-N-[(1S,2S,3R,5S)-2-hydroxy-3-bicyclo[3.1.0]hexanyl]acetamide
emwl 1.5 2018 mBTL Agonist 4-(3-bromophenoxy)-N-[(3S)-2-oxothiolan-3-yl]butanamide

6mww 2.76 2018 BB0126 Agonist 4-(3-methylsulfonylphenoxy)-N-[(1R,3R,5R)-2-0x0-3-bicyclo[3.1.0]hexanyl]butanamide
6mwz* 1.66 2018 BB0126 Agonist 4-(3-methylsulfonylphenoxy)-N-[(1S,3S,5S)-2-ox0-3-bicyclo[3.1.0]hexanyl]butanamide
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Figure S1: Chemical structures of all ligands bound to LasR structures described in Table S1
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Table S2: Normalised scores for the Re-Docking experiments with all available LasR structures. Scores were normalized to
vary from 1 (lowest) to 10 (highest), allowing for comparison between different scoring functions. Structures coupled with the
natural autoinducer are shaded in grey. Mutated structures are evidenced by a star.

Nommalised  AutoDock Vina ChemPLP GoldScore ChemScore ASP  LeDock
2uv0 10 19 25 25 22 23 30
3ix3 17 18 12 29 23 19 28
4ng2 18 10 22 10 10 19 52
3ixd 9.8 100 100 8.9 9.4 100 66
3ix8 75 9.7 8.8 8.7 10.0 66 69
3jpu 6.1 9.2 8.5 7.7 9.4 63 10
6d6a 8.8 95 9.2 73 75 89 88
6d6b 100 100 9.0 10.0 7.3 98 100
6d6c 9.5 9.8 9.7 9.1 9.4 97 8.1
6d6d 9.9 95 9.9 8.1 8.4 100 98
646l 8.5 9.8 8.0 7.4 7.7 85 83
6d6m 8.7 10.0 76 5.7 7.0 84 85
6d6n 8.5 95 8.9 8.4 75 96 73
660 6.0 6.4 8.9 8.5 6.3 86 80
6d6p 6.0 6.7 43 6.2 43 65 50

Bmvm* 22 15 29 36 23 24 30
Bmvn 18 13 14 28 20 10 15
Bmwh 29 38 18 24 3.7 26 3.1
6mwl 23 24 20 25 35 17 44
Bmww 42 49 33 5.4 3.4 32 38
6mwz* 5.7 33 10 5.1 7.2 64 5.1

Average 5.8 6.3 5.8 5.9 5.8 6.0 5.7




Table S3: Cross-Docking Results for the Molecular Docking with AutoDock Vina for all LasR Structures

VINA

Receptors
LIG 2uv0 3ix3 4ng2 3ix4 3ix8 3jpu 6d6a 6d6b 6d6c 6d6d 6d6l 6dé6m 6dén 6d6o 6d6p 6mvm 6mvn 6mwh 6mwl 6mww 6mwz
2uv0 -88 87 83 83 -79 -79 83 82 -83 -83 -87 -80 -8&1 81 83 83 87 B3 -7.7 -83 -88
3ix3 88 -85 -86 -83 -78 -81 -82 B2 B2 -83 -84 -78 -78 -77 -83 -84 87 -82 -81 -83 -88
4ng2 -88 -84 -84 -83 81 -82 82 83 81 -83 81 -78 -79 -81 -83 -83 -86 -84 -81 -81 -88
3ix4 -86 -90 -95 -140 -129 -13.0 -140 -140 -140 -140 -13.6 -133 -133 -13.7 -13.5 -103 -82 -119 -119 -104 -94
3ix8 -109 -11.0 -95 -140 -13.8 -13.6 -139 -141 -140 -142 -13.6 -13.1 -134 -13.5 -13.5 -103 -104 -133 -126 -94 -99
3jpu -87 97 -9.0 -140 -13.5 -13.7 -13.8 -139 -140 -142 -143 -13.8 -142 -143 -142 -103 -85 -122 -12.8 -103 -94
6d6a -92 91 92 -138 -125 -12.7 -13.7 -13.7 -13.7 -13.8 -13.6 -13.2 -13.5 -13.7 -134 -97 -85 -115 -115 -95 -10.1
6deb -89 95 93 -13.7 -128 -12.6 -13.7 -140 -13.7 -13.8 -139 -13.6 -133 -13.5 -13.5 -100 -78 -11.7 -12.1 -96 -94
6déc -92 -92 -90 -13.8 -12.7 -129 -13.6 -13.8 -13.9 -141 -13.7 -132 -134 -13.7 -136 -95 -82 -11.6 -11.5 -95 -87
6déd -8.7 -90 -93 -139 -128 -129 -13.7 -142 -13.7 -141 -13.7 -134 -13.5 -13.7 -13.6 -102 -80 -119 -121 -99 -88
6del -87 -79 -95 -13.7 -12.0 -12.7 -132 -13.5 -134 -13.7 -13.9 -135 -13.7 -141 -13.7 -10.1 -69 -109 -11.9 -99 -9.2
6dé6m -86 -9.1 -95 -133 -11.1 -124 -13.0 -13.0 -13.0 -132 -142 -140 -141 -143 -141 -105 -7.3 -10.8 -11.8 -84 -87
6d6n -79 -89 -87 -134 -123 -125 -133 -133 -133 -13.7 -13.8 -134 -13.7 -139 -13.8 -10.1 -62 -100 -11.6 -95 -8.6
6d6o -73 -84 86 -11.7 -102 -109 -11.7 -11.6 -11.7 -119 -11.6 -113 -11.5 -1.7 -11.7 -95 -72 98 -10.1 -88 -83
6dep -93 92 -94 -114 -100 -105 -11.2 -113 -114 -11.7 -11.8 -11.5 -11.8 -120 -11.9 -90 -93 -93 98 -10.1 -93
6mvm -90 -87 -85 -84 -80 -80 -86 -82 -83 -85 83 -7.7 B8O -79 -77 -85 91 -84 82 -82 -89
6mvn -85 -83 -84 -78 -7.7 -7.7 -83 82 81 81 83 -79 B8O -79 81 -84 -84 82 -77 -82 -88
6mwh -10.8 -10.6 -10.2 -10.6 -10.3 -102 -109 -10.8 -10.7 -109 -99 -100 -98 -10.1 -9.7 -102 -10.5 -10.5 -103 -10.3 -10.6
6mwl -10.1 -97 -96 -95 92 93 95 93 95 94 94 92 92 93 96 -97 -98 -98 91 99 99
6mww -10.7 -10.7 -104 95 -102 -102 -96 -100 -99 97 94 -89 92 94 91 -108 -11.0 -10.6 -98 -10.7 -11.0
6mwz -103 -10.7 -109 -10.0 -10.0 -10.3 -10.0 -104 -102 -103 98 98 97 99 -10.0 -10.7 -11.0 -10.6 -10.3 -10.6 -11.4
Table S4: Cross-Docking Results for the Molecular Docking with AutoDock 4 for all LasR Structures

AutoDock

Receptors
LIG 2uv0 3ix3 4ng2 3ix4 3ix8 3jpu 6d6a 6d6b 6d6c 6d6d 6d6l 6dé6m 6dén 6d6o 6d6p 6mvm 6mvn 6mwh 6mwl 6mww 6mwz
2uv0 -11.0 -11.7 -11.8 -11.1 -11.0 -11.1 -I11.1 -11.0 -109 -11.5 -109 -10.3 -10.7 -10.7 -10.5 -11.5 -11.8 -11.5 -11.4 -11.6 -12.0
3ix3 -124 -11.6 -120 -11.3 -11.4 -109 -11.2 -109 -10.7 -11.1 -104 -11.0 -10.7 -10.7 -10.6 -11.5 -11.7 -11.7 -11.2 -11.3 -12.5
4ng2 -124 -11.5 -11.7 -109 -11.0 -10.6 -109 -109 -10.5 -11.0 -10.7 -11.0 -109 -10.7 -10.5 -11.3 -11.7 -11.6 -11.2 -113 -12.4
3ix4 -162 -16.6 -162 -193 -194 -192 -186 -19.2 -189 -185 -181 -17.7 -184 -18.0 -18.0 -15.5 -152 -194 -181 -17.7 -18.8
3ix8 -143 -147 -13.8 -16.7 -17.1 -17.0 -154 -16.1 -16.1 -169 -162 -158 -16.0 -162 -15.5 -15.5 -148 -16.6 -158 -15.6 -16.7
3jpu -146 -124 -153 -163 -172 -15.8 -16.8 -16.5 -163 -163 -156 -158 -16.1 -163 -155 -151 -132 -159 -153 -14.6 -163
6d6a -16.7 -16.0 -163 -185 -182 -179 -183 -18.1 -17.7 -183 -17.5 -173 -17.6 -175 -174 -157 -17.1 -168 -17.5 -162 -17.4
6déb -17.5 -15.1 -182 -19.5 -19.6 -19.6 -196 -19.5 -193 -20.1 -153 -179 -185 -18.7 -18.7 -169 -17.2 -19.1 -174 -17.5 -19.2
6d6c -15.7 -16.8 -17.5 -18.8 -19.2 -19.0 -19.0 -184 ~-19.1 -192 -183 -17.7 -174 -182 -17.8 -17.7 -16.8 -182 -169 -185 -17.3
6déd -14.6 -15.6 -17.0 -189 -186 -188 -19.0 -19.1 -19.0 -194 -17.7 -18.1 -18.0 -184 ~-18.1 -18.0 -14.8 -17.5 -184 -169 -18.2
6del -17.0 -17.1 -172 -193 -179 -188 -19.0 -188 -182 -189 -18.1 -17.7 -16.8 -183 -18.0 -16.8 -17.1 -18.1 -18.6 -17.5 -183
6d6m -14.1 -16.5 -164 -193 -195 -182 -19.6 -19.1 -19.1 -19.5 -17.3 -182 -18.0 -18.8 -17.6 -16.8 -15.5 -17.6 -185 -173 -17.2
6d6n -17.0 -16.7 -17.2 -188 -182 -189 -195 -182 -185 -184 -176 -179 -181 -184 -17.5 -17.0 -17.1 -17.8 -17.6 -179 -18.4
6d6o -154 -164 -157 -17.8 -18.0 -17.4 -185 -182 -174 -17.7 -174 -158 -18.1 -15.7 -173 -l16.1 -15.0 -17.8 -16.8 -16.0 -17.7
6dép -15.8 -152 -163 -159 -163 -16.1 -16.5 -16.0 -159 -16.2 -16.0 -157 -16.0 -163 -15.7 -16.1 -153 -158 -16.1 -163 -16.7
6mvm -13.0 -123 -119 -114 -11.7 -11.8 -12.0 -12.1 -11.2 -11.4 -114 -10.7 -11.6 -114 -109 -12.1 -128 -12.7 -12.5 -122 -12.7
6mvn -12.7 -11.0 -12.1 -11.1 -10.7 -10.5 -11.1 -10.7 -104 -10.6 -103 -10.6 -10.3 -104 -10.5 -11.2 -11.8 -11.8 -11.4 -10.9 -12.4
6mwh -12.6 -11.8 -124 -125 -123 -12.0 -12.7 -12.6 -122 -127 -125 -122 -11.8 -122 -12.0 -11.9 -122 -12.7 -123 -123 -13.1
6mwl -13.4 -12.7 -127 -122 -122 -12.1 -124 -12.1 -12.1 -12.1 -11.7 -11.5 -12.0 -11.8 -11.6 -12.6 -13.0 -13.0 -12.2 -13.0 -13.2
6mww -14.0 -133 -13.8 -13.5 -133 -13.5 -13.1 -13.5 -134 -13.6 -12.6 -13.5 -12.6 -12.6 -12.5 -13.7 -13.7 -140 -133 -14.0 -15.1
6mwz -13.4 -13.5 -13.6 -13.5 -13.6 -13.1 -128 -13.7 -13.5 -133 -12.5 -12.1 -12.7 -12.6 -13.0 -13.7 -13.5 -145 -13.6 -141 -15.5
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Table S5: Cross-Docking Results for the Molecular Docking with LeDock for all LasR Structures

LeDock
Receptors
LIG 2uv0 3ix3 4ng2 3ix4 3ix8 3jpu 6d6a 6d6b 6d6c 6d6d 6d6l 6dém 6dén 6d6o 6dép 6mvm 6mvn 6mwh 6mwl 6mww 6mwz
2uv0 -82 -79 -75 -71 -64 -69 -69 -69 -68 -67 -68 -64 -68 -68 -66 -75 -73 -73 -70 -71 7.7
3ix3 83 -80 -78 -71 -70 -73 -71 -67 -66 -69 -69 -67 -69 -65 -68 -75 -74 -73 71 15 17
4ng2 -84 -79 -75 -77 -66 -70 -69 -72 -67 -74 -67 -63 -64 -68 -69 -15 -76 -72 -72 -74 15
3ix4 96 95 -94 -122 -11.1 -107 -12.1 -121 -11.7 -119 -11.3 -11.2 -113 -11.4 -113 -93 -84 -106 -108 -8.6 -7.6
3ix§ -86 -97 -84 -103 -106 -102 -105 -102 -98 -102 -10.1 -9.7 -10.0 -102 -10.0 -88 -7.8 -94 96 -79 -8.1
3jpu -86 -87 -83 -104 -104 -10.0 -10.0 -10.2 -10.1 -10.1 -10.8 -10.6 -10.5 -10.6 -10.5 -86 -72 -95 -96 -76 -78
6d6a -93 -90 -88 -11.5 -102 -102 -11.5 -11.2 -11.0 -114 -10.7 -10.6 -10.7 -11.0 -10.6 -9.0 -88 ~-10.1 -102 -82 -8.8
6d6b -100 -98 90 -123 -114 -11.1 -119 -122 -119 -122 -114 -114 -114 -115 -11.3 -94 -9.0 -105 -11.1 -8.6 -88
6d6c -95 -95 -90 -11.7 -109 -105 -114 -11.3 -11.1 -11.3 -10.7 -10.5 -10.6 -109 -104 -87 -9.0 -10.7 -104 -84 -73
6déd -93 -95 95 -123 -11.1 -109 -119 -120 -11.7 -121 -114 -113 -11.3 -11.6 -11.2 -94 -85 -10.8 -11.1 -92 -79
6d61 -8.7 -86 -85 -112 -99 -97 -11.2 -11.1 -105 -11.1 -11.2 -11.3 -11.2 -11.3 -11.0 -88 -84 -97 -105 -8.6 -8.6
6d6m -91 -85 -88 ~-11.1 -98 -100 -11.2 -109 -10.5 -11.1 -11.3 -11.3 -11.2 -114 -11.1 -84 -83 -98 -105 -82 -7.0
6d6n -87 -88 -85 -11.1 -99 -101 -112 -11.2 -10.8 -11.4 -10.7 -10.5 -10.6 -10.8 -10.5 -82 -80 -97 -99 -81 -8.6
6d6o -87 -87 -78 -105 -93 -92 -102 -10.1 -95 -104 -106 -104 -103 -11.1 -106 -80 -80 -93 -100 -78 -7.6
6d6p -84 -82 -89 -1001 -94 90 -99 99 97 -100 -94 93 94 95 93 -79 80 -94 93 -88 -82
6mvm -81 -85 -81 -7.1 -71 -8 -7.1 -67 -73 -69 -74 -70 -69 -71 -73 81 -70 -75 -69 -75 -79
6mwvn -78 -76 -72 -72 -69 -64 -70 -66 -63 -69 -69 -66 -66 -66 -69 -73 -13 -72 -72 -70 -73
6mwh -86 -83 -80 -78 -7.7 -76 -79 -78 -76 -719 -17 -72 -74 -15 -76 -80 -83 -82 -79 -83 -82
6mwl -96 -91 92 83 -82 81 -82 -83 80 -8&1 8O -76 -78 -78 -79 -89 -94 88 9.0 -91 -87
6mww -85 -88 -88 -79 86 -7.7 -78 -82 -76 -75 -78 -74 -73 -79 -74 88 -85 87 -86 -86 -86
6mwz -91 93 94 82 84 83 -78 86 -80 82 -82 -76 -75 -78 -82 90 87 93 -88 91 -94

Table S6: Cross-Docking

LIG

Results for the Molecular Docking with Gold ChemPLP scoring function for all LasR Structures.

Gold - ChemPLP

2uvl

3ix3

4ng2

3ix4

3ix8

3jpu

6d6a

6d6b

6d6c

Receptors

6d6d

6de6l

6d6m

6d6n

6d6o

6d6p

6mvm 6mvn

6mwh 6mwl 6mww 6mwz

2uvl
3ix3
4ng2
3ix4
3ix8
3jpu
6d6a
6d6b
6d6c¢
6d6d
6d61
6d6m
6d6n
6d6o
6d6p
6mvm
6mvn
6mwh
6mwl
6mww
6mwz

86.7
91.7
89.8
93.5
104.2
92.9
94.2
95.3
98.9
96.8
82.7
78.3
77.0
89.5
83.0
90.9
83.5
85.7
90.3
90.6
83.0

87.3
89.3
88.1
95.6
104.7
96.1
93.8
95.6
101.2
95.6
711
84.9
84.7
86.6
84.1
77.8
80.5
80.2
87.2
873
83.6

87.0
90.4
85.7
86.4
943
86.6
83.6
87.7
84.5
84.3
83.7
74.9
79.3
82.0
80.1
89.0
79.7
80.1
83.9
84.3
86.5

76.2
76.4
74.2
124.7
121.7
123.4
119.6
123.5
126.4
127.1
1224
119.9
126.2
123.4
97.6
88.9
73.3
85.4
83.3
80.3
85.2

73.8
77.2
75.2
118.1
120.8
119.0
109.1
118.5
114.1
120.1
1143
108.9
115.4
108.5
87.6
82.8
71.1
81.7
82.2
84.8
83.7

74.2
75.1
74.3
121.9
120.2
123.1
115.2
120.6
117.4
122.7
115.4
113.6
120.5
109.8
92.9
86.4
73.0
85.6
83.0
85.9
89.4

80.8
79.5
81.8
124.3
1225
122.2
120.4
125.0
124.8
127.9
118.6
121.1
125.2
119.1
95.6
86.2
75.2
83.0
83.3
81.0
83.4

74.9
75.0
77.8
122.6
122.0
122.4
119.8
121.8
126.3
127.3
123.1
124.9
126.4
103.8
96.9
82.1
74.9
83.7
84.4
84.1
87.1

76.0
75.4
74.2
124.2
120.5
121.8
117.9
120.8
124.4
125.8
118.3
120.8
126.9
118.6
98.4
834
71.7
83.2
82.8
81.6
82.5

78.5
717.5
80.9
123.3
1245
124.9
119.8
123.3
130.1
126.9
121.9
122.6
126.7
107.8
101.0
85.0
73.6
88.4
85.7
84.3
84.8

76.7
75.4
81.7
114.7
115.6
117.1
116.6
124.3
120.8
123.6
114.7
122.1
118.9
122.6
102.2
81.2
73.8
78.8
81.1
78.3
83.6

74.8
73.8
73.2
115.6
109.4
112.3
110.1
120.5
116.6
121.2
117.5
114.1
115.7
115.0
97.1
78.6
80.7
79.2
79.6
81.3
79.9

76.4
77.2
77.9
119.8
111.1
118.2
114.8
121.6
116.8
126.3
118.4
120.1
122.8
124.2
100.9
78.4
81.3
78.1
80.8
79.2
80.8

74.5
72.8
72.7
119.4
118.0
114.7
116.6
123.3
121.6
122.9
117.5
124.0
124.6
124.9
98.1
84.2
74.7
79.1
77.3
84.0
83.1

74.4
73.9
74.4
116.5
108.1
114.3
111.4
119.2
118.3
119.0
119.1
117.3
115.2
120.3
97.0
83.0
79.0
71.1
77.6
79.0
78.4

88.6
89.5
84.0
88.5
98.2
96.2
83.4
89.8
89.2
89.0
85.3
71.3
70.9
91.8
74.5
88.9
81.6
79.8
82.6
92.4
96.8

89.0
93.4
84.1
87.8
98.9
83.0
91.3
92.4
96.5
91.9
74.6
74.0
73.4
81.8
82.7
75.7
81.7
82.4
88.8
84.4
88.7

74.8 849
74.4  86.7
772 81.7
110.9 106.8
116.7 107.9
110.3 107.7
106.1 104.9
116.4 108.4
111.3 107.4
111.2 110.2
104.0 105.0
103.8 101.4
106.0 99.2
923 105.2
90.7 879
91.1  92.8
839 79.1
91.5 882
88.5 84.2
939 93.8
96.4  90.7

80.3
79.5
85.6
95.3
80.2
71.1
90.5
88.0
87.0
83.0
87.9
83.5
89.2
83.9
83.9
82.9
81.7
85.8
89.7
92.7
95.5

71.0
72.2
72.0
82.0
76.2
65.7
84.5
83.5
89.1
78.0
76.6
87.4
83.2
88.4
83.1
71.1
67.1
71.4
73.0
83.4
84.5
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Table S7: Cross-Docking Results for the Molecular Docking with Gold GoldScore scoring function for all LasR
Structures

Gold - GoldScore
Receptors
LIG 2uv0 3ix3 4ng2 3ix4 3ix8 3jpu 6d6a 6d6b 6d6c 6d6d 6d6l 6dém 6dén 6d6o 6d6p 6mvm 6mvn 6mwh 6mwl 6mww 6mwz
2uv0 714 703 692 71.1 633 682 694 705 692 66.1 634 568 628 614 627 71.8 720 675 660 68.6 72.6
3ix3 723 725 69.7 681 635 678 692 720 662 69.1 606 555 607 621 645 729 725 650 656 674 720
4ng2 69.0 672 669 679 637 688 692 687 672 70.7 649 573 61.7 635 624 685 69.6 671 613 669 728
3ix4 77.0 786 722 982 923 919 969 959 967 983 915 856 93.6 942 922 802 674 894 824 745 837
3ix8 864 823 749 952 963 938 932 985 954 945 921 846 920 920 90.8 823 691 879 8.1 759 750
3jpu 738 70.1 725 954 913 919 91.6 944 937 957 90.7 847 914 921 893 794 46.0 847 805 737 76.0
6d6éa 767 762 72.6 939 885 865 927 923 907 931 900 831 913 923 894 745 619 838 778 767 85.1
6deb 82.1 783 741 101.1 97.0 927 999 101.9 998 996 956 840 954 968 948 822 751 934 840 763 855
6d6c 854 855 734 999 933 924 986 99.0 982 99.6 967 463 96.1 983 943 817 784 926 910 782 845
6ded 802 752 739 973 920 904 984 972 952 959 929 873 944 933 934 818 669 888 819 793 80.6
6d6l 540 603 695 964 87.1 885 937 941 893 944 90.6 841 896 920 908 772 475 856 831 724 768
6dém 655 659 702 96.1 865 868 942 959 951 950 92.0 838 903 945 903 749 o644 844 794 770 882
6dén 66.7 722 685 965 91.1 940 984 975 968 966 962 815 968 955 96.1 806 738 892 839 8l6 851
6d6o 678 778 76.6 927 932 926 93.1 96.0 927 957 97.1 852 962 96.6 938 839 714 932 825 828 937
6dép 77.1 779 738 803 734 739 788 798 782 814 805 760 850 859 852 659 690 71.6 704 676 772
6mvm 727 76.1 743 73.1 687 71.1 727 703 690 734 669 599 656 709 686 763 708 694 659 70.1 738
6mvn 729 669 687 615 633 598 61.6 641 597 641 648 550 646 622 59.0 668 70.5 647 649 662 683
6mwh 717 693 664 664 669 695 703 687 668 684 630 653 658 654 618 659 71.0 729 680 668 729
6mwl 714 71.1 694 679 679 684 692 688 673 683 649 568 651 672 630 684 71.0 77.0 710 752 729
6mww 83.8 822 786 777 753 754 755 76.1 752 783 714 695 783 792 720 80.2 809 80.1 81.7 839 85.0
6mwz 806 793 796 759 726 740 726 753 707 789 737 698 726 70.8 781 79.1 778 781 82.0 80.2 843

Table S8: Cross-Docking Results for the Molecular Docking with Gold ChemScore scoring function for all LasR Structures

Gold - ChemScore

Receptors
LIG 2uv0 3ix3 4ng2 3ix4 3ix8 3jpu 6d6a 6d6b 6d6c 6d6d 6d61 6dém 6dén 6d6o 6d6p 6mvm 6mvn 6mwh 6mwl 6mww 6mwz

2uv0 395 381 365 314 378 30.7 333 31.7 31.1 332 343 33.0 335 315 340 402 375 297 371 331 39.1
3ix3 402 39.6 383 319 375 314 308 329 374 332 347 349 342 319 345 40.6 390 298 39.0 328 403
4ng2 394 395 371 345 332 348 327 352 349 328 365 356 346 326 332 402 393 362 381 392 410
3ix4 459 465 41.6 582 528 53.0 579 580 569 590 571 542 559 544 565 449 458 527 519 522 513
3ix8§ 546 546 522 598 595 585 572 586 589 594 558 553 566 573 562 514 523 580 561 456 519
3jpu 519 53.6 471 60.6 595 583 592 594 594 604 548 551 562 553 575 508 440 567 53.1 448 521
6d6a 419 454 426 544 519 53.0 559 562 548 558 556 528 51.8 559 528 412 461 526 515 475 474
6d6b 435 420 400 566 50.0 525 552 545 511 556 571 532 534 564 536 388 443 501 502 420 503
6d6c  46.8 46.1 429 595 547 548 584 587 578 601 555 529 537 567 553 398 469 542 524 450 512
6ded 473 43.1 40.6 598 555 557 589 564 581 60.1 549 542 548 572 566 413 447 528 549 413 477
6d6él 433 407 377 555 529 533 558 562 557 580 538 538 536 553 545 400 381 512 483 451 493
6dém 39.7 382 400 556 525 530 57.1 562 550 564 526 519 569 561 547 353 40.1 509 503 455 451
6don 418 415 39.1 568 529 533 559 556 545 574 540 531 559 538 549 388 356 520 504 436 474
6d6o 42.1 450 376 555 509 507 563 545 552 516 542 523 535 552 537 439 414 455 495 409 484
6dép 39.7 39.0 405 450 41.7 407 425 441 429 453 434 409 43.0 427 426 375 367 425 403 38.6 39.1
6mvm 37.6 384 405 32,6 327 327 335 334 347 342 355 331 356 350 357 413 341 33.0 417 353 415
6mvn 37.0 36.7 348 351 359 342 343 315 308 336 349 336 348 338 335 371 361 359 36.1 376 380
6mwh 424 423 410 393 398 392 399 395 409 400 394 382 370 402 391 419 440 407 419 401 46.5
6mwl 434 4211 41.0 40.6 40.1 396 389 380 393 387 374 366 378 388 363 422 424 418 415 412 478
6mww 39.6 41.6 402 377 416 404 394 406 397 390 394 387 365 405 401 452 418 422 431 431 482
6mwz 40.6 407 389 37.6 387 405 398 414 38.0 391 379 384 388 384 391 427 412 388 435 417 524
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Table S9: Cross-Docking Results for the Molecular Docking with Gold ChemScore scoring function for all LasR Structures

Gold -ASP

Receptors
LIG 2uv0 3ix3 4ng2 3ix4 3ix8 3jpu 6d6a 6d6b 6d6c 6d6d 6d6l1 6d6é6m 6d6n 6d6o 6d6p 6mvm 6mvn 6mwh 6mwl 6mww 6mwz

2uv0 462 438 454 399 402 396 429 441 43.0 406 434 43.0 420 425 427 470 445 460 475 400 513
3ix3 473 446 456 423 42,6 397 43.6 409 437 450 431 43.6 43.0 421 42,6 453 446 467 453 436 511
4ng2 46.2 445 458 429 411 395 43.6 407 43.1 425 438 413 418 429 409 476 438 432 452 41.6 497
3ix4 559 576 554 7001 632 643 689 705 690 700 699 671 663 69.7 682 509 519 633 610 519 614
3ix8§ 542 538 506 615 594 588 612 613 600 615 603 588 599 61.0 597 487 480 592 576 409 585
3jpu 512 524 461 640 611 612 621 619 620 635 625 597 611 61.7 620 497 426 595 584 389 564
6d6a 525 53.6 540 672 608 629 674 678 679 678 671 647 667 683 663 484 531 618 605 483 61.1
6d6b 603 61.8 552 722 652 673 713 69.6 704 70.1 694 695 679 693 700 526 525 628 633 513 648
6d6ec 554 567 554 70.8 644 635 687 716 693 724 686 693 682 699 692 510 496 607 63.0 517 664
6déd 60.9 60.6 575 725 650 668 704 712 709 705 704 689 695 707 706 51.0 513 639 637 472 623
6d6l 485 530 458 700 623 635 670 671 673 689 696 675 680 69.1 678 472 453 557 608 456 552
6dom 39.8 443 433 696 602 61.6 667 66.1 659 652 667 665 674 679 676 480 41.8 56.1 59.8 435 597
6dén 455 478 504 687 61.7 647 709 708 694 694 683 672 69.1 702 689 50.1 391 57.8 615 451 60.1
6d6o 47.7 469 465 598 571 569 644 602 588 581 678 644 641 682 663 529 43.6 574 579 431 620
6dép 442 444 433 600 S51.1 519 59.0 571 59.6 60.8 604 595 603 615 619 40.1 442 511 534 424 548
6mvm 457 432 472 431 437 423 490 433 425 435 446 452 436 435 449 471 413 450 488 436 527
6mvn 449 41.8 425 420 388 379 427 408 40.0 41.0 40.6 404 400 407 41.0 437 42.0 442 448 414 475
6mwh 448 425 44.0 469 439 449 463 454 458 435 445 450 428 437 424 449 446 498 480 438 528
6mwl 46.0 44.0 450 447 438 43.6 444 442 443 438 456 436 443 460 457 46.0 462 469 465 43.6 535
6mww 51.7 492 499 482 490 49.0 494 492 49.1 494 492 488 476 476 463 521 532 518 557 508 613
6mwz 517 505 513 499 502 47.0 511 51.0 509 513 498 495 473 482 49.6 524 534 520 532 513 615
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Table S$10: Characterization of LasR Inhibitors used in the optimization of the Virtual Screening Protocol

Mol_Name Source REF SMILE
1 C1 Literature (1 CCCCCC(=0)CC(=0)NCI1CCOCI=0
2 C2a Literature (21 Clcleec(ce1)C1OC(=0)c2e(Cl)ee(ce2)C(=0)Nelece(c(c1)C)C
3 C3 Literature (21 CCC(C)C1=CC=C(OCCOC2=C(\C=N/N3C=NN=C3)C=C(Cl)C=C2)C=C1
4 C 7a Literature (21 O=C(CCCS(=0)(=0)C1=CC=CC=CI1)NC1COC(=0)C1
5 C 8 Literature (1 0=C(Celcce(cel)BrNCICCOCI=0
6 CcC9 Literature ( O=C(NC1CCOC1=0)CCCclc[nH]c2¢c1cece2
7 C A3 Literature ( CCCCCCCC(=0O)NCICCOC1=0
8 C A4 Literature ( CCCCCCCCCC(=0)NC1CCOoC1=0
9 C BI11 Literature ( O=C(NC1CCOCl1=0)Ccciccececect
10 C Bl4 Literature (1 O=C(NC1CCOC1=0)CCelec2e([nH]1)ceee2
11 C B7 Literature ( O=C(NC1CCOC1=0)CCclccc(ccl)Br
12 Betulin Literature 3 CC(=C)C1CCC2(CIC3CCCACS(CCC(C(CSCCCA(C3(CC2)C)C)(C)C)0)C)CO
13 Butein Literature 4 C1=CC(=C(C=C1C=CC(=0)C2=C(C=C(C=C2)0)0)O)O
14 C_C10 Literature (1 0=C(Celece(ce])INCICCOCI=0
15 C Cl11 Literature ( O=C(NC1CCOC1=0)Cclccee(cl)I
16 C Cl4 Literature (1 O=C(N[C]1[C][C]OC1=0)[Clclcece(c HN([O])[O]
17 C19 Literature 3] CCCCCCCCCNC(=0)CC(=0)cleccol
18 Cl1 Literature 1] O=cl[nH]cnc2c1nn[nH]2
19 C20 Literature 3] CCCCCCCCCNC(=0)CC(=0)clccesl
20 27 Literature [5 [CIICICICICICICIICINC(=0)CC(=O)elcceec]
21 €28 Literature [5 [CIICICICICICICICIICINC(=0)CC(=O)clececc]
2 €29 Literature [5 [CIICICICICICICICICICINC(=0)CC(=O)cl ceece
23 C39 Literature 3] CCCCCCCCCCNC(=0)CC(=0O)clcceol
24 C40 Literature 3] CCCCCCCCCCCNC(=0)CC(=0O)clcceol
25 C41 Literature 3] CCCCCCCCCCCCNC(=0)CC(=0O)clceeol
26 C42 Literature 3] CCCCCCCCCCNC(=0)CC(=0O)clccesl
27 C43 Literature [5 C1=CC=C(C(=0)CC(=0)NCCCCCCCCCCO)SI
28 C44 Literature 3] CCCCCCCCCCCCNC(=0)CC(=0O)clccesl
29 C C6 Literature ( O=C(NC1CCOC1=0)Cclccce(cl)Cl
30 Cityelfggg' Literature (4 C1C(C(OC2=CC(=CC(=C21)0)0C3C(C(C(CO3)0)0)0)C4=CC(=C(C=C4)0)0)O
31 C C8 Literature ( O=C(NC1CCOC1=0)Ccleccce(cl)Br
32 Chlorogenic acid  Literature 7 C1C(C(C(CC1(C(=0)0)0)0C(=0)C=CC2=CC(=C(C=C2)0)0)0)O
33 CHEMBLI22890 ChEMBL (8] C=CCSS/C=C/C[S+]([0-])CC=C
34 CHEMBLI818521 ChEMBL [ 0=C(CCCCCCCCONC(=0)CC)CC(=0)N[C@H]1CCOC1=0
35 CHEMBLI1818522 ChEMBL ] CCCCCCCCCC(=0)CC(=0)NCc1CcceeC1=0
36 CHEMBLI818523 ChEMBL [ CCCCCCCCCCCCnlnne(CC(=0)0)nl
37 CHEMBLI818524 ChEMBL [ CCCCCCCCCCCC(=0)N[C@H]1CCSC1=0
38 CHEMBLI823930 ChEMBL [0 CCCC(=0)CC(=0)N[C@H]1CCSC1=0
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39 CHEMBLI823933 ChEMBL (1) 0=C(CCCCCCCCN=C=S)CC(=0)N[C@H]1CCOC1=0
40 CHEMBLI823934 ChEMBL (1) 0=C(CCCCCCCCCN=C=S)CC(=0)N[C@H]1CCOC1=0
41 CHEMBLI823935 ChEMBL (1) 0=C(CCCCCCCCCCN=C=S)CC(=0)N[C@H]1CCOC1=0
42 CHEMBLI823936 ChEMBL (1) 0=C(CCCCCCCCNC(=0)CBr)CC(=0)N[C@H]1CCOC1=0
43 CHEMBLI823937 ChEMBL (1) 0=C(CCCCCCCCCNC(=0)CBr)CC(=0)N[C@H]1CCOC1=0
44 CHEMBLI823938 ChEMBL (1) 0=C(CCCCCCCCCCNC(=0)CBr)CC(=0)N[C@H]1CCOC1=0
45 CHEMBLI823939 ChEMBL (1) 0=C(CCCCCCCCNC(=0)CCHCC(=0)N[C@H]1CCOC1=0
46 CHEMBLI823941 ChEMBL (1) 0=C(CCCCCCCCCONC(=0)CCCC(=0)N[C@H]1CCOCI=0
47 CHEMBL1823945 ChEMBL 8l O=C(NclcceecINC(=0)clcece(Cl)el)clecee(Cl)el

48 CHEMBL258912 ChEMBL (8] 0=C(Celeece(l)e)N[C@H]1CCOCI=0

49 CHEMBL259352 ChEMBL [ CCCCCCCC(=0)N[C@H]1CCOC1=0

50 CHEMBL264944 ChEMBL  [1U 0=C(CCelece(Br)ec IN[C@H]1CCOC1=0

51 CHEMBL3235593 ChEMBL [12) CCCCCCCCCC(=0)CC(=0)0[C@H]1CCOCI=0

52 CHEMBL3403857 ChEMBL 8 CCCCelen(CC(=0)N[C@H2CCOC2=0)nnl

53 CHEMBL3403871 ChEMBL 8 Nelecee(-n2ce(CCC(=0)N[C@H]3CCOC3=0)nn2)cl
54 CHEMBL374107 ChEMBL 8 Nelne(O)e2[nH]nne2nl

55 CHEMBL405298 ChEMBL [ 0=C(Celeece(IN+](=0)[O-])c)N[C@H]1CCOC1=0
56 CHEMBL408326 ChEMBL [ CCCCCCCCCCCS(=0)(=0)N[C@H]1CCOC1=0

57 CHEMBL4282406 ChEMBL (8] CCCCCCCOe] cee(C(=0)N[C@H]2CCOC2=0)cel

58 CHEMBL4284314 ChEMBL 8 O=C(N[C@H]1CCOC1=0)clcecc(-n2¢cc(CSc3eccec3)nn2)eel
59 CHEMBLA4285396 ChEMBL [12] CCCCCCCCCC(=0)CC(=0)NCc1ccecol

60 CHEMBL4286873 ChEMBL (8] 0=C(CCCC1CCCCCIN[C@H]1CCOC1=0

61 CHEMBL4289544 ChEMBL 8 0=C(CCSclece(Clyce)N[C@H]1CCOCI=0

62 CHEMBL4293495 ChEMBL (8] CCCCCCCONC(=0)CC(=0)elceecel

63 CHEMBLA437 ChEMBL 8l Neleee(S(=0)(=0)Nc2nces2)ecl

64 CHEMBL463321 ChEMBL (1) CCCCCC(=0)CC(=0)N[C@H]1CCOC1=0

65 CHEMBL468624 ChEMBL [ 0=C(Celeec(C(F)(F)F)cel )N[C@H]1CCOC1=0

66 CHEMBL468790 ChEMBL  [11 0=C(Celece(I)ee] )N[C@H]1CCOCI=0

67 CHEMBL473592 ChEMBL [13) 0=C(CC(=0)N[C@H]1CCOC1=0)Celccecel

68 CHEMBLS503197 ChEMBL  [1U 0=C(COclcee(OC(F)(F)F)ec HN[C@H]1CCOC1=0

69 CHEMBL573744 ChEMBL [13) 0=C(CCCcle[nH]c2ccece 1 2)N[C@H]1CCOC1=0

70 CHEMBL573745 ChEMBL 03 0=C(CC1C=CCC1)N[C@H]1CCOC1=0

71 CHEMBL575294 ChEMBL 03 0=C(Cclece(Br)ee )N[C@H]1CCOCI=0

72 CHEMBLS84972 ChEMBL [13) CCCCCCC(=0)N[C@H]1CCOC1=0

73 CHEMBLS8755  ChEMBL (9 CCCCCCCCCCCC(=0)N[C@H]1CCOCI=0

74  CHEMBL8799  ChEMBL [ CCCCCCCCCC(=0)N[C@H]1CCOCI=0

75 Chlorzoxazone Literature (4] C1=CC2=C(C=C1CI)NC(=0)02

76 C DI5 Literature [ 0=C(NC1CCOC1=0)COclcec(cel)OC(F)(F)F

77 C El6 Literature o 0=C(NC1CCOC1=0)COclccce(cl)C

78 C_E20 Literature ( O=C(NC1CCOC1=0)COclccc(ccl)Cl
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79 C E21 Literature o 0=C(NC1CCOC1=0)COclccc(ccl)Br
80 C E2 Literature (1 0=C(NC1CCOC1=0)COcl cec(cel)l
81 C _E26 Literature ( O=C(NC1CCOC1=0)CCclccc(ccl)C
82 C E27 Literature ( O=C(NC1CC=C1==)CCclcccc(c])C
83 C E28 Literature (1 COclece(cel)CCC(=0)NC1CCOC1=0
84 C_E29 Literature (1 O=C(NC1CCOC1=0)CCeleee(cc])F
85 C_E30 Literature ( O=C(NC1CCOC1=0)CCclccc(ccl)Cl
86 C E31 Literature ( O=C(NC1CCOC1=0)CCclccc(ccl)Cl
87 C E33 Literature o 0O=C(NC1CCOC1=0)CCclcecec(cI
88 C E37 Literature (1 [ON(clcee(ce1)CCC(=O)N[C]1[C][C]OCI=0)[O]
89 C E38 Literature (1 O=C(N[C]1[C][C]OC1=0)CCclcecce(c)N([O])[O]
90 Fl Literature (6] O[CH](=0)[C]([Clclcece(cF)N
@
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Figure S2: General characterization of LasR inhibitors used in this study according to Molecular Weight, cLogP
Area and source (ChEMBL or Literature)

, Polar Surface

S10



Reference Ligand

MM/GBSA (kcal/mol)

(OHN)
-55.6%3.2
-55.63.1
-55.3+3.1
-55.4% 3.2
-56.4 +3.3

d v _time (ns)

0 1|0 20 40 60 80 90 100
-55.5 +3.2

Figure S3: MM/GBSA results for different lengths of the MD simulation, showing binding free energy convergence, for the

reference ligand, the original autoinducer.

Top Compound

MM/GBSA (kcal/mol)

(CMLDID44719)
-59.1%5.3
-58.4+5.3
-57.1%5.0
-55.8+ 4.4
57.7+3.9

y > _time (ns)

0 1|0 20 40 60 80 90 100
-58.8 £5.3

Figure S4: MM/GBSA results for different lengths of the MD simulation, showing binding free energy convergence, for the top

scoring compound, CMLDID44719.
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Table S11: Full MM/GBSA results, complementing the information in Figure 10, expressed in kcal/mol.

VDW - Van Der Walls; EEL — Electrostatic Energy as calculated by MM force field; EGB — polar solvation free energy; Esurf —

apolar solvation free energy. AGuta— Final estimated Free Energy calculated from the remaining terms.

MM/GBSA
(kcal/mol)
Source Compound vDW EEL EGB Esurf AGg.s AGsoivent AGtotal
PDB -52.42  -47.95 52.19 -7.36  -100.37 44.83 -55.54 + 3.17
c C39 -55.54  -34.16 44.33 -7.69 -89.70 36.64 -53.06 + 3.13
g S C44 -59.46  -40.77 47.84 -8.24  -100.23 39.60 -60.63 * 3.61
S E CHEMBL1818524  -52.27  -40.37 41.25 -7.35 -92.64 33.90 -58.74 + 3.80
CHEMBL4284314  -60.56  -39.38 53.00 -7.69 -99.94 45.30 -54.64 + 3.70
o -58.33  -55.25 61.72 -712  -113.58 54.60 -58.98 + 4.34
S -5439  -12.97 32.05 -6.66 -67.36 25.40 -41.97 +3.30
'.g -57.10 -203.68 210.84 -6.99 -260.78  203.84 -56.93 + 3.30
3 -46.07 -377.76  380.33 -6.16  -423.83  374.18 -49.66 + 3.29
-61.48  -24.11 43.20 -7.16 -85.59 36.03 -49.56 + 2.99
S -55.55 -203.24 208.90 -7.24 -258.79  201.66 -57.13 + 3.64
g é -56.77 -189.73 20040 -6.58 -246.50 193.82 -52.68 + 3.06
cg -66.12 -208.26  218.30 -9.41 -274.38  208.90 -65.49 + 5.50
< -59.50 -8.34 26.12 -6.80 -67.84 19.33 -48.51 + 3.44
_ -56.27 -8.05 30.25 -6.65 -64.32 23.60 -40.72 +2.94
g g -57.01  -172.93  189.03 -7.21  -229.95 181.83 -48.12+5.13
§ .§ -59.96  -32.95 49.01 =717 -92.91 41.85 -51.06 + 3.84
g a -58.14  -46.61 57.62 -7.10  -104.75 50.52 -54.23 + 3.15
B -58.33  -55.25 61.72 -7.12  -113.58 54.60 -58.98 + 4.34
g AB-00033696 -57.36 45.55 -27.40 -7.87 -11.81 -35.27 -47.08 £ 6.14
§ AB-00020966 -59.19 85.44 -57.59  -7.69 26.25 -65.28 -39.02 + 4.21
] AB-00009902 -64.95  -30.46 53.11 -8.46 -95.41 44.65 -50.75 + 4.26
E AB-00013004 -56.60 85.73 -66.17  -7.19 29.12 -73.36 -44.24 + 4.97
S AB-00029524 -59.34  -193.37 209.80 -7.86 -252.72 201.94 -50.78 + 4.10
CMLDID16203 -68.75  -28.76 48.90 -8.09 -97.51 40.81 -56.70  3.01
CMLDID55632 -61.01 -32.53 48.68 -7.30 -93.54 41.38 -52.16 + 2.91
CMLDID15042 -59.61 -30.49 43.75 -7.18 -90.10 36.56 -53.54 + 3.21
§ CMLDID44719 -71.86  -44.28 65.68 -8.39 -116.14 57.29 -58.85 + 5.29
° CMLDID4027 -61.04 -205.26 22249 -6.74 -266.31 215.75 -50.56 + 2.94
g CMLDID58966 -62.51 -33.79 50.79 -7.24 -96.31 43.55 -52.76 + 2.82
S CMLDID24389 -62.58  -40.44 55.33 -7.80  -103.03 47.53 -55.49 + 3.72
CMLDID53434 -63.49  -31.62 50.30 -7.83 -95.11 42.47 -52.64 * 3.59
CMLDID36658 -59.95  -23.00 43.39 3.63 -82.96 36.41 -46.55 *+ 3.89
CMLDID18416 -57.38  -22.84 40.04 -6.98 -80.22 33.07 -47.15+4.21
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