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Table S1. BuChE for QSAR predicted and Actual activity

Ligand Name QSAR Set
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(PLS 5)

QSAR 

Set
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for Predicted 

Activity (PLS 3)
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Table S2. Hit compounds with the associated smiles and docking scores.

Title Smiles

Docking 
score 
(XP 

mode)

Predicted activity 
5 by Field based 
QSAR (pIC50)

Estimate by 3D 
Pharmacophore 
Modeling (nM)

Fit Value for 3D 
pharmacophore 

model

Molecule5093
Cc1ccc(C)c(N2)c1C=C(CNCc(cc1)ccc1
Cl)C2=O -9.9396 4.779075529 484.354 6.32114

Molecule1076
Cc1ccc(CNCC2=Cc(c(C)ccc3C)c3NC2
=O)cc1 -9.85266 5.031473031 483.841 6.3216

Molecule4412
Cc1ccc(C)c(N2)c1C=C(CNCc(cc1)cc3c
1OCO3)C2=O -9.72215 4.703024498 463.151 6.34058

Molecule1053
Cc1ccc(C)c(N2)c1C=C(CNCc1cc(OC)c
cc1)C2=O -9.57104 4.888115675 485.046 6.32052

Molecule3344
Cc1ccc(C)c(N2)c1C=C(CNCc(cc1)ccc1
OC)C2=O -9.07798 4.918060849 492.702 6.31372

Molecule1695
Cc1ccc(C)c(N2)c1C=C(CNCc1cccc(F)c
1)C2=O -8.8853 4.716451827 483.084 6.32228

Molecule4651
OC1(CCN(Cc2c(C(F)(F)F)[nH]c3c2ccc
n3)CC1)c(cccc1)c1F -8.84899 4.749806312 1001.64 6.00559

Molecule3440
Cc1ccc([C@H](c2cnccc2)NCc(cc2OC)
cc3c2OCCO3)cc1 -8.83569 5.065871666 864.521 6.06952

Molecule4313
CCC(N[C@H](CN(Cc1ccccc1)C1)[C@
@H]1c1c(C2CC2)[nH]c2c1cccn2)=O -8.67985 4.544218884 415.368 6.38787

Molecule1723
Cc1ccc(CNCC2=Cc(cc(C)cc3C)c3NC2
=O)cc1 -8.51909 4.86938829 943.076 6.03175

Molecule4046
CC(C)c([nH]1)c(CN(CC2)CCC2(c2ccc
cc2)NC(C)=O)c2c1ncc(C)c2 -8.38236 5.20825585 970.178 6.01945

Molecule5921
Cc1cccc(C=C2CN(C3CCCC3)C(c3cccs
3)=O)c1NC2=O -8.26656 4.693281721 270.079 6.57481

Molecule4676
CCCOc(c(CN(CCC1)C[C@H]1c([nH]1
)cc2c1nccc2)ccc1)c1OC -8.15113 4.705824876 528.527 6.28323



Molecule6046
CC1(C)OCC[C@](CCNCc(cc2)cc3c2O
CO3)(Cc2ccccc2)C1 -8.13833 4.748465488 489.826 6.31626

Molecule2163
C[C@@H](c1nc(N2CCC(C)CC2)nc(O)
c1)NCc(cc1)cc(N2C)c1N(C)C2=O -8.12944 4.571676446 965.18 6.02169

Molecule5712
COc(cc1)c([C@H](CN(CCC2)[C@H]2
c(cc2)cc(OC)c2OC)O)cc1F -8.04025 4.752099537 332.473 6.48454

Molecule4717
CC(C)n1nc(C)c(CN(CCC2)C[C@H]2c
2cc3cccnc3[nH]2)c1C -7.8545 5.030468784 793.148 6.10695

Molecule5470
Cc(cc1C)cc(C=C2CNCc(cc3)cc4c3OC
O4)c1NC2=O -7.76977 4.700456031 945.072 6.03084

Molecule4043
Cc1cc([C@@H](CN(CC2)CCC2(c2cc(
C(F)(F)F)ccc2)O)O)c(C)s1 -7.71816 4.894167236 637.958 6.20151

Molecule3841
Cc1ccc([C@@H]([C@@H](CCC2)NC
c3cc(OC)ccc3)N2C(C2CC2)=O)s1 -7.68353 4.608620101 408.293 6.39533

Molecule3943
CN(CC1)CCN1c1cc(CCNS(c(cccc2)c2
OC)(=O)=O)nc(C2CC2)n1 -7.63122 4.32593379 332.581 6.4844

Molecule2553
CNc1c(CN(C)CC2)c2nc([C@@H](CC
C2)CN2C(CCc2c[nH]c3c2cccc3)=O)n1 -7.56795 4.583408926 140.624 6.85824

Molecule2825
Cc1nc(CC(N(CC2)CCC2(Nc2c3cccc2)
NC3=O)=O)c(-c2ccccc2)s1 -7.50992 4.612387659 217.51 6.66882

Molecule6047
CC(C)(C1)OCC[C@H]1[C@@H](CCN
Cc(cc1)cc2c1OCO2)c1ccc(C)cc1 -7.4206 5.049996878 466.418 6.33752

Molecule3264
CN(C)Cc1cc([C@H](CCC2)N2C(CCC
c2c[nH]c3c2cccc3)=O)nn1C -7.3493 4.894776192 356.861 6.4538

Molecule5679
Cc1nn(CC=C)cc1CN(CCC1)CC[C@]1(
c(cc1)ccc1F)O -7.33668 5.283088576 329.256 6.48877

Molecule5409
COC(Cn1c(cccc2)c2c(CN(CC2)CCC2(c
(cc2)ccc2F)O)c1)=O -7.27092 5.208353134 914.499 6.04512

Molecule3976
CN(CC1)CCN1c1cc(CCNS(c(cc2)ccc2
OC)(=O)=O)nc(C2CC2)n1 -7.24062 4.487505846 609.71 6.22118

Molecule4415
Cc1nc(O)cc([C@H]2CN(Cc(cc(CCCC3
)c3c3)c3OC)CC2)n1 -7.16979 4.947756836 973.244 6.01808

Molecule4407 Cc(c(C)c1)cc2c1OC1(CCN(C[C@H](c( -7.11615 4.724985896 108.023 6.97278



cc3)cc4c3OCCO4)O)CC1)C=C2

Molecule4454
COc(ccc([C@H](C1)c(ccc2ccccc22)c2
NC1=O)c1)c1OC -7.11384 4.629830094 395.572 6.40907

Molecule1623
Cc1ccc(C)c(N2)c1C=C(CNc1ccccc1)C2
=O -7.03559 4.737497223 682.246 6.17236

Molecule4227
Cc1ccc(C2(CCN(Cc(c(C)c3)cc(OC)c3O
C)CC2)O)cc1 -6.9741 4.818348073 362.272 6.44727

Molecule5570
CCOc(cc(CN(CC1)CCC1c([nH]1)cc2c1
nccc2)c(C)c1)c1OC -6.9619 4.613083754 910.706 6.04692

Molecule5077
Cc1ccc(C)c(N2)c1C=C(CNCc(cccc1)c1
Cl)C2=O -6.91658 4.769590782 483.04 6.32232

Molecule2903
CCc1noc(C)c1C(N(C[C@H]1c2cccc(F)
c2)[C@H]2[C@H]1NCCCCC2)=O -6.91614 5.137455039 588.439 6.2366

Molecule853
COc(cc1)c(C=C(CNCc2ccccc2)C(N2)=
O)c2c1OC -6.89497 4.737307427 507.673 6.30072

Molecule5898
Cc1nn2c(N)cc([C@@H]3CN(Cc(cc(cc4
)OC)c4OC)CCC3)nc2c1 -6.81438 4.757576926 96.9679 7.01967

Molecule5415
C[C@@H](CCN(CCC1)C[C@H]1c1nc
2cc(C)nn2c(N)c1)c1ccc(C)o1 -6.62465 4.726507908 670.846 6.17968

Molecule4534
Cc1noc(C)c1S(NCCc1nc(C2CC2)nc(N2
CCN(C)CC2)c1)(=O)=O -6.61864 4.329782793 501.09 6.30638

Molecule4990
Cc(cc1)cc(CN([C@H](CC2)C3)[C@@
H]2C[C@]3(c2cccc(F)c2)O)c1OC -6.61405 4.983256889 743.704 6.1349

Molecule2254
Cc1cnc(CCNS(c2cc([C@H](CC3)NC(C
4CCCC4)=O)c3cc2)(=O)=O)s1 -6.60758 4.609783239 149.195 6.83255

Molecule4446
Cc1c(CN(CC2)CCC2(c(cnc(OC)n2)c2O
C)O)c(cccc2)c2o1 -6.44109 4.425278461 310.776 6.51385

Molecule5403
COc1ccc(C2(CCCC2)NCc2c[nH]c3c2c
cc(OC)c3)cc1 -6.39607 4.927540192 375.268 6.43196

Molecule5703
Cc1nn2c(N)cc([C@@H]3CN(Cc(cccc4)
c4OCC=C)CCC3)nc2c1 -6.37246 4.611953029 234.88 6.63545

Molecule4930
Cc1c(C)sc([C@@H](Cc2cscc2)NC(c2n
[nH]cc2)=O)n1 -6.36825 4.54137217 857.82 6.0729



Molecule5390
CC(C)(C)c1csc(CCNC(c2c3nc(C4CC4)
cc(C(F)F)n3nc2)=O)n1 -6.24483 4.531604094 556.932 6.2605

Molecule316
Cc1nn(CC=C)cc1CN(CC1)CCC1(c1c(C
)cccc1)O -6.1694 4.787468789 612.985 6.21885

Molecule3792
Cc1ccc([C@@H]([C@@H](CCC2)NC
c3ccccc3)N2C(C2CC2)=O)s1 -6.01437 4.54331046 643.445 6.19779

Molecule1436 CCOc(ccc(CNCc1ncccc1)c1)c1OCC -6.0086 4.79675048 372.339 6.43536

Molecule5037
Cc1nn(CC=C)cc1CN([C@H](CC1)C2)[
C@@H]1C[C@@]2(c1cccc(F)c1)O -5.83013 5.198136557 529.136 6.28273

Molecule3749
C[C@@H](Cc(cc1)cc2c1OCO2)CN(C
Cc1nc2cc(-c3noc(C)c3)nn22)Cc1c2O -5.77804 4.925416841 309.642 6.51544

Molecule4435

Cc(c(CN([C@H](CC1)C2)[C@@H]1C[
C@]2(c(cc1)ccc1OC)O)c1)cc(OC)c1O
C -5.66664 4.827255188 454.746 6.34853

Molecule2699
Cc(c(C)c1)cc2c1OC1(CCN(CC(c(cc3)c
cc3NC(C3CC3)=O)O)CC1)C=C2 -5.64837 5.103055779 66.6952 7.18221

Molecule5182
Cc1cc(CN(CCc2nc(-
c3ccncc3)n3)Cc2c3O)c(C)s1 -5.62624 4.663043631 932.383 6.03671

Molecule223 CCOc(ccc(CNCc1cccs1)c1)c1OC -5.60263 4.874840205 609.791 6.22112

Molecule5589
COc1cc(OC)c(CN(CC2)CCc3c2c(O)nc(
N2CCCC2)n3)cc1 -5.52662 4.750573521 329.59 6.48833

Molecule5752
COc(ccc([C@@H]([C@H]1[C@H]2CC
CC1)[C@H]2NCc1cnccc1)c1)c1OC -5.40279 4.92627287 942.07 6.03222

Molecule4400

CC(C)Oc(ccc(CN([C@H](CC1)C2)[C
@@H]1C[C@]2(c(cc1)ccc1F)O)c1)c1
OC -5.30529 5.038125981 816.756 6.09421

Molecule434 CCOc(ccc(CNCc1ccco1)c1)c1OCC -5.2572 4.831791571 95.3676 7.0269
Molecule2913 CCOc(cc(CNCc1cnccc1)cc1)c1OC -5.1791 4.834743702 91.2055 7.04628

Molecule4635
COc(cc1)cc(CN2CCc3nc(N4CCOCC4)
nc(O)c3CC2)c1OC -5.14847 5.011585408 342.832 6.47122

Molecule2688
Cc1ccc([C@@H]([C@@H](CCC2)NC
c(ccc(OC)c3)c3OC)N2C(C2CC2)=O)s1 -5.09101 4.945599123 792.002 6.10757

Molecule4487 CC(COc1cc(CN([C@H](CC2)C3)[C@ -5.01601 4.730340726 704.08 6.15868



@H]2C[C@]3(c2nccn2C)O)ccc1)=C

Molecule82
CCc(cc(cc1)S(Nc2cnccc2)(=O)=O)c1O
CC -4.95451 4.610287339 721.283 6.14819

Molecule5636
CCc(cccc1)c1NC(N[C@H]1C[C@H](C
CC2)N(Cc3cccs3)[C@H]2C1)=O -4.94066 4.518330864 507.812 6.3006

Molecule5152
Cc1cc(CN(CC2)Cc3c2nc(-
c2ncccc2)nc3O)cc(C)c1O -4.93352 5.210810478 723.383 6.14693

Molecule5134
Cc(cc1)cc(CN([C@H](CC2)C3)[C@@
H]2C[C@]3(c(cccc2)c2F)O)c1OC -4.93034 5.053211128 835.102 6.08456

Molecule2712
Cc1ccc([C@@H]([C@@H](CCC2)NC
c(c(OC)ccc3)c3OC)N2C(C2CC2)=O)s1 -4.56306 4.788040287 196.749 6.71239

Molecule4424
Cc1nn2c(O)c(CCN(Cc3cn(CC=C)nc3C)
CC3)c3nc2c1 -4.46739 5.127688103 393.691 6.41114

Molecule1150
CN(c(ccc(CNCc1ccco1)c1)c1N1C)C1=
O -4.41713 4.763926812 460.353 6.34321

Molecule3654
CCCOc(c(C)c1)cc(C)c1S(Nc1cnccc1)(=
O)=O -3.9087 4.841660235 1000.87 6.00592

Molecule2099
Cc1cccc(C)c1OCC(N1Cc2c(NC)nc([C
@@H]3CN(C)CCC3)nc2CC1)=O -3.52271 4.269645322 607.706 6.22261

Molecule3838
Cc1ccc([C@@H]([C@@H](CCC2)NC
c(cc3)ccc3OC)N2C(C2CC2)=O)s1 -3.44294 4.567924802 99.569 7.00818

Molecule4058
CC(C)Oc(cc(CN1[C@H]2Cc3nc4cc(C)
nn4c(O)c3C[C@@H]1CC2)cc1)c1OC -2.83909 4.718920826 925.558 6.0399

Molecule2091
CC(C)n1nc(C)c(CN2C[C@H](c3c(C(N
C)=O)sc4ncccc34)OCC2)c1C -1.941 4.988493157 453.31 6.3499

Molecule5943
CCc(cccc1)c1NC(NC1C[C@H](CCC2)
N(Cc3ccccc3)[C@@H]2C1)=O -1.86596 4.878245943 754.657 6.12855

Tacrine -6.215



Training: 48 Prediction: 20 Variables: 740

Excluded: 0 Missing: 0 Unknown: 0

Table S3: Correlation matrix for QSARINS model_1_best scored.

Table S4: Modelling results for all QSARINS models with Var. 1 to 6 along with their statistical 

validations.


