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1. Molecular datasets used
a. LasR Dataset

Molecule Activity plCso Reference
S(SCCCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0)(=0)(=0)C INACTIVE 5.82 1
S=C=NC[C@H](F)CCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0 INACTIVE 3.81 1
Br[C@H](CCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0)CN=C=S INACTIVE 4.02 1
CI[C@H](CCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0)CN=C=S INACTIVE 3.84 1

SCCCCCCCCCCCC(=0)CC(=0O)N[C@H]1CCOoC1=0 INACTIVE 3.94 1
O1CC[C@H](NC(=0)CC(=0)CCcccccC[C@H]20C2)C1=0 AGONIST 7.64 1
S(SCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0)(=0)(=0)C INACTIVE 5 1
S(SCCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0)(=0)(=0)C INACTIVE 5.22 1
O1CC[C@H](NC(=0)CC(=0)ccceeccece)c1=0 AGONIST 8.82 2
O1CC[C@H](OC(=0)CC(=0)CCCCCCCCNC(=0)CCc(=0)cceececc)c1=0 INACTIVE 3.6 2
S1CC[C@ @H](NC(=0)CC(=0)Cccceeecc)c1=0 AGONIST 8.82 2
O=CINCC[C@H]1NC(=0)CC(=0)ccccececc AGONIST 7.52 2
0=C1CCC[C@H]1NC(=0)CC(=0)cccecececc AGONIST 7.82 2
0O=C(CCCCCCCC)CC(=0)NCc1ccece AGONIST 6.8 2
O1C[C@H](NC(=0)CC(=0)cceeeccee)cce AGONIST 6.04 2
O[C@H]1CCC[C@H]INC(=0)CC(=0)ccceeccce INACTIVE 5.72 2
0O1CCC[C@H]1CNC(=0)CC(=0)Ccccceeccce AGONIST 6.59 2

01CC[C@ @H](n2nnc(c2)CCCCCCCC)C1=0 INACTIVE 3.51 3
Brclec(Br)cc(CC(=0)Nc2ccececc2[N+](=0)[0-])c10C(=0)clccccclCl AGONIST 6.43 4
Brclec(Br)cc(CC(=0)Nc2cccecc2[N+](=0)[0-])c10C(=0)clccccclC AGONIST 6.12 4
Brclec(Br)cc(CC(=0)Nc2cccecc2[N+](=0)[0-])c10C(=0)clcc(ceccl)C INACTIVE 4.3 4
Brclec(Br)cc(CC(=0)Nc2cccecc2[N+](=0)[0-])c10C(=0)clccc(ccl)C INACTIVE 4.3 4
Brclec(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10C(=0)clcccecc1OC AGONIST 6.61 4
Brclcc(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10C(=0)clcccccl[N+](=0)[O-] AGONIST 6.31 4
Brclec(Br)cc(CC(=0)Nc2ccececc2[N+](=0)[0-])c10C(=0)clccc(F)ccl1Br AGONIST 6.36 4
Brclec(Br)cc(CC(=0)Nc2cccecc2[N+](=0)[0-])c10C(=0)c1c(Cl)cceclCl AGONIST 6.5 4
Brclec(Br)cc(CC(=0)Nc2cccecc2[N+](=0)[0-])c10Cclc(Cl)cecclCl AGONIST 6.79 4
Brclcc(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10C(=0)clcccccl INACTIVE 4.3 4
Brclec(Br)cc(CC(=0)Nc2ccecec2[N+](=0)[0-])c10C(=0)clcc(Cl)cecl INACTIVE 4.3 4
Brclcc(Br)cc(CC(=0)Nc2cc([N+](=0)[0-])ccc2)c10C(=0)clccccclCl INACTIVE 4.3 4
Brclce(Br)cc(CC(=0)Nc2cec([N+](=0)[0-])cc2)c10C(=0)clccecclCl INACTIVE 4.3 4
Brclec(Br)cc(CC(=0)Nc2cc(F)c(F)cc2[N+](=0)[0-])c10C(=0)clccccclCl AGONIST 6.48 4
Brclec(Br)cc(CC(=0)Nc2nencc2)c10C(=0)clccccciCl AGONIST 6.22 4
Brclcc(Br)cc(CC(=0)Nc2cc[nH+]cc2[N+](=0)[0-])c10C(=0)clccccclCl AGONIST 6.35 4
Brclec(Br)cc(CC(=0)N[C@H]2CCOC2=0)c10C(=0)clccccclCl AGONIST 9.05 4
Brclec(Br)cc(CC(=0)Nc2nccec2)c10C(=0)clccccclCl INACTIVE 4.38 4
Brclce(Br)cc(CC(=0)Nc2ceccc2[N+](=0)[0-])c10C(=0)clcec(Cl)ccl INACTIVE 4.3 4
Brclec(Br)cc(CNC(=0)c2nccec2)c10C(=0)clceccclCl INACTIVE 4.1 4
Brclcc(Br)cc(CC(=0)Nc2ccec(F)c2F)c10C(=0)clccceciCl AGONIST 7.34 4
Brclec(Br)cc(CNC(=0)c2ccec(F)c2F)c10C(=0)clccceciCl INACTIVE 4.19 4
Brclcc(Br)cc(CNC(=0)c2nencc2)c10C(=0)clccccciCl INACTIVE 5.79 4
Brclec(Br)cc(CNC(=0)c2ccenc2)c10C(=0)clcececlCl AGONIST 6.31 4




Brclec(Br)cc(CNC(=0)c2nceec2)c10C(=0)CCCN1C(=0)C=CC1=0 INACTIVE 4.11 4
Brclec(Br)cc(CC(=0)N[C@ @H]2CCOC2=0)c10C(=0)CCCN1C(=0)C=CC1=0 INACTIVE 4 4
Brclec(Br)cc(CC(=0)N[C@ @H]2CCOC2=0)c10C(=0)CCN1C(=0)C=CC1=0 INACTIVE 4.62 4
Brclcc(Br)cc(CC(=0)Nc2ccececc2[N+](=0)[0-])c10C(=0)clccccclBr AGONIST 6.57 4
Brclec(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10C(=0)clcc(Br)cccl INACTIVE 4.3 4
Brclcc(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10C(=0)clccc(Br)ccl INACTIVE 4.3 4
Brclcc(Br)cc(CC(=0)Nc2cccecc2[N+](=0)[0-])c10C(=0)clccccclF INACTIVE 5.89 4
Brclec(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10C(=0)clccc(F)ccl INACTIVE 4.3 4
Iclcceec1C(Oclc(cc(Br)cc1Br)CC(=0)Nclccceccl[N+](=0)[0-])=0 INACTIVE 5.8 4
O1CC[C@H](NC(=0)Cccceceec)ci=0 INACTIVE 4.29 5
O1CC[C@H](NC(=0)C[C@H]2CCC=C2)C1=0 INACTIVE 4.48 5
0O=C1CCCC[C@H]1NC(=0)CC(=0)cccecececcc ANTAGONIST 5 5
0O=C([0-])Cclnn(nnl)CCCCCCCCCCCC ANTAGONIST 7.52 5
S1CC[C@H](NC(=0)ccceececcecece)ci=0 ANTAGONIST 7.4 5
Brclcec(cc1)CCC(=0)N[C@H]1CCOC1=0 ANTAGONIST 6.47 5
BrCC(=0)NCCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0 INACTIVE 4 5
O1CC[C@H](NC(=0)cccecececc)c1=0 ANTAGONIST 5.76 5
O1CC[C@H](NC(=0)ccceecececcce)c1=0 ANTAGONIST 6.6 5
O1CC[C@H](NC(=0)CC(=0)cccecee)c1=0 ANTAGONIST 6.96 5
Iclcec(ccl)CC(=0)N[C@H]1CCOC1=0 ANTAGONIST 5.76 5
O1CC[C@H](NC(=0)CC(=0)cceeccc)ci=0 AGONIST 7.82 5
O1CC[C@H](NC(=0)C[C@H](0)Cccccecececcc)ci=0 AGONIST 7.27 5
O1CC[C@H](NC(=0)CC(=0)cceececececccec)ci=0 AGONIST 8 5
O1CC[C@H](NC(=0)CC(=0)Cc2ccccc2)C1=0 AGONIST 6.27 5
Brclcc(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10C(=0)CCN1C(=0)CCC1=0 AGONIST 8.44 5
Brclcc(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)CCCN1C(=0)CCC1=0 AGONIST 6.92 5
Brclec(Br)cc(CNC(=0)c2cccecc2[N+](=0)[0-])c10C(=0)clccccciCl AGONIST 7.55 5
O1CC[C@H](NC(=0)CCCc2c3c([nH]c2)cccc3)C1=0 INACTIVE 4.83 6
OclccecccINC(=0)CC(=0)ccccc INACTIVE 4.43 6
O=C(CCCCCCCCC)CC(=0)Nclcceecd ANTAGONIST 5.32 6
O1CC[C@H](NC(=0)Cc2cc([N+](=0)[0O-])ccc2)C1=0 ANTAGONIST 6.29 6
S(Cclnnn(cl)-clcec(ccl)C(=0)N[C@H]1CCOC1=0)clcccecl ANTAGONIST 5.58 7
FC(F)(F)Oclccc(OCC(=0O)N[C@H]2CCOC2=0)ccl ANTAGONIST 5.33 8
O1CC[C@H](NC(=0)Cccceececcccc)ci=0 AGONIST 7.48 8

S1CC[C@ @H](NC(=0)CC(=0)CCCCCCCCC)C1=0 AGONIST 8.15 8
01CC[C@H](NC(=0)CC(=0)CC\C=C\CCCCC)C1=0 AGONIST 8 8
CICC(=0)NCCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0 ANTAGONIST | 5.96 9
0O=C([0-])Cclnn(nnl)CCCCCCCCCCCCC INACTIVE 4.52 9
S1CC[C@H](NC(=0)CC(=0)CCC)C1=0 INACTIVE 4.89 10
Brclccc(cc1)CC(=0)N[C@H]1CCSC1=0 AGONIST 6.4 10
S1CC[C@H](NC(=0)Cc2ccc(cc2)-c2cccec2)C1=0 INACTIVE 5.54 10
S1CC[C@H](NC(=0)CCc2[nH]c3c(c2)ccce3)C1=0 ANTAGONIST 5.74 10
S1CC[C@H](NC(=0)CCCCC)C1=0 INACTIVE 5.96 10
S1CC[C@H](NC(=0)CCCCCC)C1=0 AGONIST 6.1 10
S1CC[C@H](NC(=0)CCCCCCC)C1=0 AGONIST 6.85 10
S1CC[C@H](NC(=0)Cc2ccccc2)C1=0 INACTIVE 5.6 10




S1CC[C@H](NC(=0)Cc2cc([N+](=0)[0-])ccc2)C1=0 ANTAGONIST | 5.39 10
S1CC[C@H](NC(=0)Cc2ccc(0C)cc2)C1=0 INACTIVE 5.14 10
Brclccc(cc1)CC(=0O)N[C@H]1CCOC1=0 ANTAGONIST 5.32 11
CICC(=0O)NCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0 ANTAGONIST 5.51 11
BrCC(=0O)NCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0 INACTIVE 4.57 11
S=C=NCCCCCCCCC(=0)CC(=0)N[C@H]1CC0C1=0 INACTIVE 4.41 11
S=C=NCCCCCCCCCCC(=0)CC(=0)N[C@H]1CC0C1=0 ANTAGONIST 5.41 11
S=C=NCCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0 AGONIST 5.59 12
0O(C)clcc(NC(=0)CC(=0)Ccceeececl)eecl INACTIVE 3.7 12
Brclcec(OCCCC(=0)N[C@H]2CCSC2=0)cccl INACTIVE 5.38 12
O=C(NC1Ccccl)ceeccccecc INACTIVE 4.3 12
0O=C(CC(=0)NCccceeeecc)cieccecl ANTAGONIST 5.28 12
Clclce(cec1)C(=0)NclcccecINC(=0)clcc(Cl)cecl INACTIVE 4.16 12
O1CC[C@H](NC(=0)CC(=0)CccC)c1=0 INACTIVE 4.4 12
OclcceccINC(=0)CC(=0)ccceeccecc INACTIVE 4.77 12
O1CC[C@H](NC(=0)CCCc2ccccc2)C1=0 INACTIVE 3.76 12
FC(F)(F)clcce(ccl)CCC(=0)N[C@H]1CCOC1=0 ANTAGONIST 5.52 12
Clclcec(OCCCC(=0)N[C@H]2CCOC2=0)ccl INACTIVE 4.68 12
Brclec(Br)cc(CNC(=0)c2cccec2Cl)c10C(=0)clccc(F)ccl ANTAGONIST 6.62 13
Brclec(Br)cc(CNC(=0)c2cccec2Cl)c10C(=0)clecceclC ANTAGONIST 7.27 13
Clclce(Cl)ecc1C(Occ(cc(cc1C)C)CNC(=0)cleccecclCl)=0 ANTAGONIST 6.04 13
Brclec(Br)cc(CC(=0)Nc2cccecc2[N+](=0)[0-])c10C(=0)CNC(=0)CCl INACTIVE 4 14
Brclcce(Br)cc(CC(=0)Nc2ceccc2[N+](=0)[0-])c10C(=0)N1C(=0)C=CC1=0 INACTIVE 4.06 14
Brclcc(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10C(=0)CC ANTAGONIST 5.44 14
Brclcc(Br)cc(CC(=0)Nc2ceccc2[N+](=0)[0-])c10C(=0)CCN1C(=0)C=CC1=0 INACTIVE 4.11 14
Brclcc(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)CN1C(=0)C=CC1=0 INACTIVE 4.28 14
Brclcc(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)CCN1C(=0)C=CC1=0 | ANTAGONIST 5.82 14
01CC[C@H](NC(=0)CC(=0)ccceeececcce)ci=0 INACTIVE 4.52 14
[Br+](clcc(CC(=0)Nc2cccec2[N+](=0)[O-
1)c(OC(=0)CCCN=C=S)c(Br)c1)[CH2-] INACTIVE 3.83 14
[Br+](clcc(CNC(=0)c2ccccc2[N+](=0)[O-
1)c(OC(=0)CCCN=C=S)c(Br)c1)[CH2-] INACTIVE 3.7 14
Brclcc(Br)cc(CC(=0)Nc2ccccc2[N+](=0)[0-])c10CCCN=C=S INACTIVE 3.7 14
Brclec(Br)cc(CC(=0)Nc2cceccc2[N+](=0)[0-])c10CCCCN=C=S INACTIVE 3.84 14
Brclce(Br)cc(CC(=0)Nc2ceccc2[N+](=0)[0-])c10C(=0)[N-]C(=0)CCl INACTIVE 4.13 14
01CC[C@H](NC(=0)CC(=0)ccceececc)ci=0 AGONIST 8.75 15
Brclcce(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)clcec(Br)ccl AGONIST 8.79 15
Brclcce(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)clccc(O0C)ccl AGONIST 8.04 15
Brclcce(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)CCCcCccC AGONIST 7.91 15
Brclec(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)C AGONIST 7.69 15
Brclcc(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10COC AGONIST 7.42 15
Brclcc(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C AGONIST 7.22 15
Brclcc(Br)cc(CNC(=0)c2cceccc2[N+](=0)[0-])c10 AGONIST 6.05 15
Brclec(Br)cc(CNC(=0)c2ccccc2Cl)c10C(=0)clcccccl[N+](=0)[0-] AGONIST 8.29 15
Brclcec(Br)cc(CNC(=0)c2cccec2Cl)c10C(=0)clecccclCl AGONIST 8.1 15
Fclcc(ccc1)CNC(=0)clccececl[N+](=0)[0-] INACTIVE 4.68 16




FC(F)(F)clccc(cc1)CNC(=0)clcccccl [N+](=0)[O-] INACTIVE 4.46 16
0=C(NC[C@ @H](C)clcceecl)cleccccl[N+](=0)[0-] INACTIVE 4.43 16
0O=C(NCCclcccecl)cleccecl[N+](=0)[0-] INACTIVE 4.68 16
0=C(NCCCCCC)cleccccl[N+](=0)[0-] INACTIVE 4.4 16
O=C(NCCC=1CCCCC=1)clcccccl[N+](=0)[O-] INACTIVE 4.28 16
O=C(NCclcc([N+](=0)[0-])cccl)clccceccl[N+](=0)[O-] INACTIVE 4.6 16
O=C(NCcCcccceceeccl)elececcl[N+](=0)[0-] AGONIST 6.45 16
Fclcc(cc(F)c1)CNC(=0)clcccccl[N+](=0)[O-] ANTAGONIST 5.18 16
Fclcc(ccc1F)CNC(=0)cleccccl[N+](=0)[O-] INACTIVE 4.8 16
Fclcc(F)ccc1CNC(=0)cleccccl[N+](=0)[O-] INACTIVE 4.35 16
Clclce(cecc1)CNC(=0)clccececc1[N+](=0)[0-] ANTAGONIST 5.05 16
Brclcc(ccc1)CNC(=0)clcecccl[N+](=0)[O-] ANTAGONIST 5.02 16
Iclcc(cccl)CNC(=0)clcccccl[N+](=0)[0-] ANTAGONIST 5.19 16
Brclccc(cc1)CCNC(=0)clccceccl[N+](=0)[0-] ANTAGONIST 5.32 16
O=C(NCclcccccl[N+](=0)[0-])clcccccl[N+](=0)[O-] ANTAGONIST 5.01 16
Brclec(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)clcccecd AGONIST 8.94 16
Brclec(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)clcccccl[N+](=0)[O-] AGONIST 9.17 16
Brclec(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)clccececc1OC AGONIST 8.96 16
Brclec(Br)cc(CNC(=0)c2ccccc2[N+](=0)[0-])c10C(=0)clccccclC#N AGONIST 8.25 16
Brclec(Br)cc(CNC(=0)c2ccececc2[N+](=0)[0-])c10C(=0)clccc(Cl)ccl AGONIST 8.68 16
BrC/1=CC(O\C\1=C/Br)=0 ANTAGONIST 5.7 17
S(Cclcccecl)CC(=0)N[C@@H]1CCOC1=0 INACTIVE 4 17
S(CCclcceecl)CC(=0O)N[C@@H]1CCOC1=0 INACTIVE 4 17
S(CC(=0O)N[C@@H]1CCOC1=0)clcc2c(ccl)ccec2 INACTIVE 3.82 17
S(CCCCCCC)CC(=0)NCcICccece INACTIVE 3.82 17
S(CCCCCCC)CC(=0)NCc1cceecec: INACTIVE 4.12 17
S(CCCCCCC)CC(=0O)N[C@@H]1CCC[C@H]10 INACTIVE 4 17
S(CCCCCCC)CC(=0)N[C@@H]1CCCC1=0 INACTIVE 3.82 17
S(CCCCCCC)CC(=0)N[C@@H]1CCcccC1=0 INACTIVE 3.82 17
S(CCCCC)CC(=O)N[C@@H]1CCcOoC1=0 INACTIVE 3.52 17
S(=0)(CCCCC)CC(=0)N[C@H]1CCOC1=0 INACTIVE 3.52 17
S(=0)(CCCCCCC)CC(=0O)N[C@H]1CCOC1=0 INACTIVE 4.3 17
S(CCCCCCC)CC(=0O)N[C@@H]1CCOC1=0 ANTAGONIST 5.22 17
S(CCCCCCCCC)CC(=0O)N[C@@H]1CCOC1=0 INACTIVE 4.3 17
S(CC(=0)N[C@ @H]1CCOC1=0)clcceecl INACTIVE 3.52 17
S(CC(=0)N[C@® @H]1CCOC1=0)clcec(ccl)C INACTIVE 4.3 17
S(CC(=0)N[C@ @H]1CCOC1=0)clcce(0)ccl INACTIVE 4 17
S1CC[C@@H](NC(=0)Cn2c3c(nc2)N(C)C(=0)N(C)C3=0)C1=0 INACTIVE 3.7 18
O(CC(=0O)NN1C(=Nc2c(cccc2)C1=0)C)clcccccl INACTIVE 3.92 18
0O=C(Nc1ncccclC)cln(nc(c1)C(=0)NclnceeclC)C INACTIVE 4.46 18
slcencINS(=0)(=0)clccc(NS(=0)(=0)c2ccccc2[N+](=0)[0-])ccl INACTIVE 4.22 18
slcencINS(=0)(=0)clcec(N)ccl ANTAGONIST 5.05 18
01CC[C@H](NC(=0)Cn2nnc(c2)CCCC)C1=0 INACTIVE 4.75 19
01CC[C@H](NC(=0)Cn2nnc(c2)CCCCC)C1=0 ANTAGONIST | 5.49 19
01CC[C@H](NC(=0)Cn2nnc(c2)C2CCCC2)C1=0 INACTIVE 4.79 19
01CC[C@H](NC(=0)Cn2nnc(c2)C2CCCCC2)C1=0 INACTIVE 4.91 19




O1CC[C@H](NC(=0)Cn2nnc(c2)-c2cceec2)C1=0 INACTIVE 4.8 19
Fclec(ce(F)c1)-c1nnn(c1)CC(=0)N[C@H]1CCOC1=0 INACTIVE 4.86 19
O1CC[C@H](NC(=0)CCc2nnn(c2)-c2ccc(0C)cc2)C1=0 INACTIVE 4.78 19
O1CC[C@H](NC(=0)CCc2nnn(c2)-c2ccc(cc2)C)C1=0 INACTIVE 4.96 19
O1CC[C@H](NC(=0)CCc2nnn(c2)-c2cc(N)ccc2)C1=0 ANTAGONIST 5.39 19
0=C1NC=Nc2[nH]nnc12 ANTAGONIST 6.14 20
Fclec(cecl)C[C@ @H]([NH3+])C(=0)[0-] ANTAGONIST | 5.74 20
O=C1INC(Nc2[nH]nnc12)=N ANTAGONIST 6.19 20
O=C([O-])[C@@H]([NH3+])[C@H](O)clcccecl ANTAGONIST 5.44 20
0O=C([0O-])c1c2c([nH]c1)ccce2 ANTAGONIST 5.68 20
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b. PgsR dataset

Molecule Activity plCso Reference
0O=C(N)clcec(ccl)C(C)(C)C AGONIST 6.05 1
olc(nncIN)-clcc(ceccl)C INACTIVE 491 1
FC(F)(F)clcc(cccl)-cloc(nnl)C INACTIVE 4.89 1
FC(F)(F)clcc(ceccl)-clocnnl INACTIVE 5.19 1
slccccl-c1[nH]nc(c1)C(F)(F)F INACTIVE 5.07 1
olc(nncIN)-clcc(cecl)C(C)(C)C INACTIVE 5.51 1
0O=C(N)clcc2c(ccl)ccec2 AGONIST 6.1 1
Brclcc(cccl)C(=0)N INACTIVE 5.17 1
Brcinc(N)cccl INACTIVE 5.17 1
Clclcec(ccl)-cloc(nnl)N INACTIVE 3.7 1
Clclcec(ccl)-clsc(nn1)N INACTIVE 5.43 1
olc(nncIN)-clcc(cccl)CHN INACTIVE 4.75 1
FC(F)(F)clcc(cccl)-cloc(nnl)N AGONIST 5.89 1
Clclcc(cecl)-cloc(nnl)N INACTIVE 457 1
Fclcc2N=C(N([O-])C(=0)c2ccl1)CCCccccee INACTIVE 4.68 2
Clc1cc2N=C(N(OC)C(=0)c2ccl)CCCCCCCCC INACTIVE 4.43 2
Fclcc2N=C(N(OC)C(=0)c2cc1)CCCCCCCCC AGONIST 5.66 2
Fclcc2c(N=C(N(OC)C2=0)CCCCCCCCC)cclF INACTIVE 4.27 2
O=C1IN(N)C(=Nc2clccec2)CCCCCCC INACTIVE 4.27 2
0O=C1IN(N)C(=Nc2clccec2)CCCCCCCCC INACTIVE 4.11 2
O=C1IN(N)C(=Nc2clccec2)CCCCCCCeece INACTIVE 3.68 2
Clc1cc2N=C(N(N)C(=0)c2cc1)CCCCCCCCC ANTAGONIST 5.3 2
Fclcc2N=C(N(N)C(=0)c2cc1)CCCCCCCCC ANTAGONIST 5.41 2
Fclcc2c(N=C(N(N)C2=0)CCCCCCCCC)cclF ANTAGONIST 5.92 2
O=C1IN(CC[NH3+])C(=Nc2clcccc2)CCCCCcccc INACTIVE 3.77 2
Clclce2c(N=C(N(CC[NH3+])C2=0)CCCCCCCCC)ccl ANTAGONIST 5.03 2
Clc1cc2N=C(N(CC[NH3+])C(=0)c2cc1)CCCCCCCCC INACTIVE 4.71 2
Clc1ecc2N=C(N(CCC[NH3+])C(=0)c2cc1)CCCCcccce INACTIVE 4.81 2
Clc1cc2N=C(N(CC[NH3+])C(=0)c2cc1)CCCclcccecl INACTIVE 4.1 2
Clc1cc2N=C(N(N)C(=0)c2cc1)CCCclcccecl INACTIVE 4.4 2
0=C1C=C(Nc2clcccc2)CCCCCcecc AGONIST 6.4 2




0OC=1C(=0)c2c¢c(NC=1CCCCCCCCC)ccec2 AGONIST 5.96 2
Clc1cc2NC(CCCCCCC)=C(0)C(=0)c2ccl AGONIST 7.85 2
0O=C1c2c(NC(CCCCCCC)=C1N)ccce2 AGONIST 6.4 2
O=C1IN([O-])C(=Nc2clcccc2)CCCCCCC INACTIVE 4.27 2
O=C1IN([O-])C(=Nc2clccecc2)CCCCCCcce INACTIVE 4.52 2
Clc1cc2N=C(N([O-])C(=0)c2ccl)CCCccccece INACTIVE 4.9 2
FC(F)(F)clcc2c(NC(=CC2=0)CCCCCCC)ccl ANTAGONIST 7.27 3
0=C1C=C(Nc2clcc([N+](=0)[0O-])cc2)CCCCOCC ANTAGONIST 5.45 3
0=C1c2cc([N+](=0)[0-])ccc2NC(CCCCCCC)=C1CO ANTAGONIST 7.14 3
0=Clc2cc([N+](=0)[O- ANTAGONIST 7.46 3
])ccc2NC(CCCCCCC)=C1C(=0)N
0=C1C=C(Nc2clcc([N+](=0)[0-])cc2)CCCCccC ANTAGONIST 7.29 3
0OC=1C(=0)c2c(NC=1CCCCCCC)ccec2 AGONIST 8.2 3
0OC=1C(=0)c2cc([N+](=0)[0-])ccc2NC=1CCCCCCC AGONIST 8.55 3
FC(F)(F)clcc2c(N(C)C(=CC2=0)CCCCCCC)ccl ANTAGONIST 6.57 3
FC(F)(F)clcc2c(N(C)C(=CC2=0)CCCCCC)ccl ANTAGONIST 6.64 3
FC(F)(F)clcc2c(NC(=CC2=0)COCCCCC)ccl ANTAGONIST 6.76 3
0=C1C=C(Nc2clcc([N+](=0)[0O-])cc2)COCCCCC ANTAGONIST 6.6 3
FC(F)(F)clcc2c(NC(=CC2=0)CCCCOCC)ccl ANTAGONIST 5.77 3
0O=C(N[O-])clccc(cc1)C(C)(C)C INACTIVE 4.63 4
S(=0)(=0)(C)cinc(-n2nnnc2)cenl INACTIVE 4.82 4
S(=0)(=0)(CCCCCC)clnc(-n2nncc2)cecnl INACTIVE 4.3 4
Brclcc(cccl)-cloc(nnl)N ANTAGONIST 5.12 5
FC(F)(F)Oclcc(cccl)-cloc(nnl)N INACTIVE 4.33 5
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c. RhIR dataset

Molecule Activity plCso Reference
01CC[C@H](NC(=0)CCC)C1=0 INACTIVE 5.09 1
01CC[C@H](NC(=0)CC2CC2)C1=0 AGONIST 5.56 1
S1CC[C@H](NC(=0)CCC)C1=0 AGONIST 5.42 1
0=C1CCC[C@@H]1NC(=0)CCC INACTIVE 4.84 1
01CC[C@H](NC(=0)CCC=C)C1=0 INACTIVE 5.1 1
0=C1CCC[C@@H]1INC(=0)C1cCC1 INACTIVE 5.23 1




Ic1cec(OCC(=0)NC[C@H]20CCC2)ccl INACTIVE 4 1
Ic1cec(OCC(=0)N[C@H]2CCSC2=0)ccl INACTIVE 4.5 1
S1CC[C@H](NC(=0)C2CCC2)C1=0 AGONIST 5.76 1
0=C1CCC[C@@H]1NC(=0)CC(C)C INACTIVE 5.12 1
S1CC[C@H](NC(=0)CC(C)C)C1=0 AGONIST 6.33 1
01CC[C@H](NC(=0)CC(C)C)C1=0 AGONIST 5.99 1
0=C(NC1CCCC1)C1CCCl INACTIVE 4.57 1
01CC[C@H](NC(=0)C2CCCC2)C1=0 AGONIST 5.91 1
01CC[C@H](NC(=0)CCCC)C1=0 INACTIVE 4.97 1
01CC[C@H](NC(=0)C(C)C)C1=0 AGONIST 5.31 1
01CC[C@H](NC(=0)[C@ @H](CC)C)C1=0 INACTIVE 5.11 1
01CC[C@H](NC(=0)C\C=C\C)C1=0 INACTIVE 5.16 1
01CC[C@H](NC(=0)C2CCC2)C1=0 AGONIST 5.85 1
01CC[C@H](NC(=0)Cc2cc(ccc2)C)C1=0 AGONIST 5.7 2
01CC[C@H](NC(=0)Cc2cc(0C)ccc2)C1=0 AGONIST 5.33 2
01CC[C@H](NC(=0)Cc2cc(ccc2)CHN)C1=0 AGONIST 5.77 2
5(C)clcc(ceel)CC(=0)N[C@H]1CCOC1=0 INACTIVE 5.18 2
Clclcec(cc1)CCC(=0)N[C@H]1CCOC1=0 INACTIVE 5.18 2
Brclec(cec1)CCC(=0)N[C@H]1CCOC1=0 INACTIVE 4.95 2
01CC[C@H](NC(=0)CCc2ccc([N+](=0)[0-])cc2)C1=0 INACTIVE 4.57 2
01CC[C@H](NC(=0)CC2CCCC2)C1=0 AGONIST 5.51 2
Ic1cec(cc1)CC(=0)N[C@H]1CCOC1=0 ANTAGONIST 5.09 2
01CC[C@H](NC(=0)Cc2ccc([N+](=0)[0-])cc2)C1=0 INACTIVE 4.75 2
01CC[C@H](NC(=0)Cc2cec(cc2)C)C1=0 INACTIVE 4.7 2
FC(F)(F)clccc(cc1)CC(=0)N[C@H]1CCOC1=0 INACTIVE 4.61 2
Clclec(cec1Cl)CC(=0)N[C@H]1CCOC1=0 ANTAGONIST 5.47 2
01CC[C@H](NC(=0)Cc2ceccc2)C1=0 INACTIVE 4.83 2
01CC[C@H](NC(=0)Cc2cc3c(cc2)ceec3)C1=0 INACTIVE 4.68 2
01CC[C@H](NC(=0)COc2ccc(cc2)C)C1=0 ANTAGONIST 4.97 2
01CC[C@H](NC(=0)COc2ccc(0C)cc2)C1=0 ANTAGONIST 4.92 2
Brclecc(OCC(=0)N[C@H]2CCOC2=0)ccl ANTAGONIST 5.23 2
Ic1cec(OCC(=0)N[C@H]2CCOC2=0)ccl INACTIVE 4.76 2
5(C)clcee(ccl)CCC(=0)N[C@H]1CCOC1=0 INACTIVE 4.66 2
Fclecc(cc1)CC(=0)N[C@H]1CCOC1=0 INACTIVE 5.05 2
Clclcc(cec1)CC(=0)N[C@H]1CCOC1=0 INACTIVE 5.26 2
Ic1cc(cec1)CC(=0)N[C@H]1CCOC1=0 INACTIVE 5.24 2
Brc1cc(OCCCC(=0)N[C@H]2CCSC2=0)cccl ANTAGONIST 5.4 3
[Br+](c1cc(OCCCC(=0)N[C@ @H]2CCSC2=0)cccl)[CH2- INACTIVE 4 3
]
Clc1cc(OCCCC(=0)N[C@ @H]2CCSC2=0)cccl ANTAGONIST 5.05 3
S=C=NCCCCCCCCCCC(=0)CC(=0)N[C@H]1CCOC1=0 INACTIVE 4.25 3
0=C(CC(=0)NCCCCCCCCC)cleccecl INACTIVE 4.74 3
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2. Complexity graphs
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Fig. 1 Distribution of biological activity values against fraction of sp? carbons complexity. Molecules with activity against
LasR, PgsR and RhIR appear in blue, red and green respectively; light colors represent agonist compounds and dark
colors antagonist compounds.
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Fig. 2 Distribution of biological activity values against fraction of chiral centers complexity. Molecules with activity
against LasR, PgsR and RhIR appear in blue, red and green respectively; light colours represent agonist compounds and
dark colours antagonist compounds.
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Fig. 3 Distribution of biological activity values against Bertz complexity. Molecules with activity against LasR, PqsR and
RhIR appear in blue, red and green respectively; light colours represent agonist compounds and dark colours antagonist
compounds.



3. Scaffolds founded
(a) LasR Scaffolds

Scafold Frecuency
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0O=C(Cclccccc10C(=0)clcecccl)Neleceecl 21
O=C(NCclccceel)cleccecl 16
0O=C(NCclccccc10C(=0)clcceecl)clcceecl 14
0O=C1CCcCcOo1 11
clcceecl
0O=C(Cclcccccl)Ncleccecl
C1cCccca
0O=C(Cclcccccl1)NCICCSC1=0
0=C1CCCSs1

0O=C(CSclccceccl)NC1CCOC1=0

0O=C(CCclcn(-c2ccccc2)nn1)NCICCOC1=0

O=C(NCCclccccel)cleccecl

clcescl

0O=C(Cclcccccl)NC1CCOC1=0

0=C(Cn1ccnn1)NC1CCOC1=0

cinn[nH]n1

0=C(CCclcccccl)NCICCOC1=0

0=C(Cnlcc(-c2ccceec2)nnl1)NC1CCOC1=0

O=C1CCcCcc1

ciccocl

0O=C1CCCC1

0=C(CCCnlccccl)Oclccccc1CNC(=0)cleccccl

0=C(Cclccccc10C(=0)clccecccl)N=clcc[nH]ccl

C=C1C=CC(=0)01

0=C(Cclccccc10C(=0)CCnlccecl)Nclceccecl

0=C(Ccleccec10C(=0)CCN1C(=0)C=CC1=0)NC1CCOC1=0

0O=C(COclccceccl)Nnlenc2ccccc2cl=0

0=S(=0)(N=c1[nH]ccs1)clcccecl

0=S5(=0)(N=c1[nH]ccs1)clccc(NS(=0)(=0)c2cccec)ccl

0O=C(Cclccccc10C(=0)clcccecl)N=clcc[nH]cnl

0O=C(CSCCclccccc1)NCICCOC1=0

0O=C(N=cl1cccc[nH]1)clcc(C(=0)N=c2cccc[nH]2)[nH]n1

0O=C(Oclccccc1CNC(=0)clcenenl)clcccecl

0O=C(NCCC1=CCCCC1)clccecccl

O=C([CH-]clcccecl)Nelcececl

RPlRrlRP|IRP|IRPIRIFRP|IRP|IFP|IRP|IRP|RP[R[R[R[NMINMINMNIMIMIN N WWWw|lw || |W|U|O

0O=C(Cclccccc10C(=0)clceccccl)NC1CCOC1=0




clccc2[nH]ccc2cl

0=C10CCC1nlccnnl

0O=C(Cnlcnc2[nH]c(=0)[nH]c(=0)c21)NC1CCSC1=0

0O=C(Cclccccc10C(=0)CCN1C(=0)C=CC1=0)Nclcccccl

0=C(Cn1cc(C2CCCC2)nn1)NCICCOC1=0

0=C(CCCOclcccccl)NCICCSC1=0

0O=C(CSclccc2cecec2c1)NCICCOC1=0

0=C(CCCclcccccl)NCICCOC1=0

0=C(CSCclccceccl)NC1CCOC1=0

O=cl1[nH]cnc2[nH]nncl2

0O=C(Cclccccc10C(=0)clcececcl)N=clccecc[nH]1

0=C(Cn1cc(C2CCCCC2)nn1)NC1CCOC1=0

0=C(CCCCCCCCCC1CO1)Nclccocl

0=C(CCCOclceccecl)NCICCOC1=0

0O=C(Cclcce(-c2ccecec2)cc1)NC1CCSC1=0

0O=C(Oclccccc1CNC(=0)clcceenl)clcceecl

0O=C(CCN1C(=0)C=CC1=0)0clccccc1CNC(=0)clcceecl

N=c1[nH]c(=0)c2[nH]nnc2[nH]1

0O=C(NCclccccec10C(=0)clceeccl)clceencl

0=C(Cclcccecc10Cclcccecl)Neleccecl

C1ccccce

0=C(Cclccccc10C(=0)N1C(=0)C=CC1=0)Nclcccccl

0=C(NC1CCOC1=0)clccc(-n2cc(CSc3cccec3)nn2)ccl

0=C(NclcccccINC(=0)clcceecl)clcccecl

clcc[nH]cl

0=C(CCCclc[nH]c2cccecc12)NC1CCOC1=0

0=C(COclcccccl)NC1CCOC1=0

0=C(CN1C(=0)C=CC1=0)0clccccc1CNC(=0)clcccccl

0=C(CCclcc2cceccc2[nH]1)NC1CCSC1=0

0O=C(CCCclcccccl)Nclccocl

O=C(CCCN1C(=0)C=CC1=0)0clcccccl1CNC(=0)clcccenl

0O=C(CC1C=CCC1)NC1CCOC1=0

0=C(Ccleccec10C(=0)CCCN1C(=0)C=CC1=0)NC1CCOC1=0

RiRrRrIRIR|IR|IRPR|IRPR|IRPR|RPR|R[R[R[RPR[RPR|IRPR|RPR|IRPR|RPR|RPR[R[R[R[R[RPR|IRPR|IRPR|RPR|R|R|R |, |F

(b) PgsR Scaffolds
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(c) RhIR Scaffolds
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