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S1. SMILES representation of the docked ligands for the structures used in the study:

PDB ID 1% ligand SMILES

1nny OC(=0)C(=0)N(c1ccececec1C(0)=0)c1cecec2eececi2
1ph0 OC(=0)C(=0)N(c1cceect)ciceecec1C(0)=0
1pyn OC(=0)C(Oc1cceec1)C(0)=0

1g1m OC(=0)c1cc(ont)ciceceecciF

2jjk CCNC(=0O)NS(=0)(=0)c1ccec(Clyct

2jt6 CC(=O)NO

2o0hp Ncicceent

2o0hq Ncicceent

2vt5 CCN\C(0)=N\S(=0)(=0)c1cce(N)cct

2vti c1n[nH]c2ccceci12

3a7x NC(=N)c1cccect

3daj CNc1ncnc2[nH]cnc12

3fci O=C1NC=CC(=0O)N1

3ftx CC(C)CI[C@H](NC(=0)[C@@H](O)[C@H](N)
3fue CC(C)CIC@H](NC(=0)[C@@H](O)[C@H](N)
3fuf CC(C)CIC@H](NC(=0)[C@@H](O)[C@H](N)
3fuh CC(C)CIC@H](NC(=0)[C@@H](O)[C@H](N)
3img COc1ccec2[nH]ccc2c1

3le8 COc1cce2n(CC(0)=0)ccczet

3lka CC(=O)NO

3qc4 O=C1Nc2ccccc2NT

3ry2 C[C@H]1CNC(=O)N1

4a7i NC(=0O)c1ccc(Cl)st

4ajh Cc1nc2ccc(NC(=0O)CCNC(N)=0)cc2s1

4ajj Cc1nc2ccc(NC(=0O)CCNC(N)=0)cc2s1

4dm3 Oc1cecec(O)ct

2c8w COc1cce(ce1)S(=0)(=0)NC[C@@H](O)[C@@H](N)Cc1cccect
2gfo Ccice(ne(N)n1)C(F)(F)F

3hz1 CN(C)c1ncne2ne[nH]c12

2xdu Nc1nccent

2yei COC(=0)Cc1cc(0)cc(O)ct

2yej CSc1nc(C)nc(N)n1

2" ligand SMILES
COc1cc2cceec2cc1C(0)=0
COC(=0)c1ceceec1O

COC(=0)c1cceect1O

COC(=0)c1cceect1O
CCNC(=0O)NS(=0)(=O)c1ccec(Clyct
Oc1ccc(cct)cticec(cc1)C#N
ci1cc2ccecc2[nHI

COc1ccec(c1)ctccccecet
CCN\C(0O)=N\S(=0)(=0)c1cce(N)ccet
NS(=0)(=0)c1ccecct

OCC(0)=0
CCCCNC(=0)c1ccec(NC(C)=0)ct
0oC(=0)c1ccecct
Oc1cee(CCc2cc(O)cc(O)c2)cet
Clc1cec2[nH]ccc2c1

Fciccc2[nH]ccc2ct

Oc1ccc2[nH]ccc2ct

OC(=0)c1cc2ceecc20o1
OC(=0)c1cc2ccccc2o1
COc1cec(cc1)S(N)(=0)=0
CNC(=0)C1=CC=CN(Cc2ccc(F)c(F)c2)C1=0
CCCCC(0)=0
CC(C)N1CCC(CC1)NS(C)(=0)
OC(=0)C(Oc1cce(Br)cc1)C(0)
COc1cce(CC(C(0)=0)C(0)=0)cc10C
cic[nH]ent

Clectcec(cc1)nicnnni
0O=C10CC\C1=C/Nc1cccect
COC(=0)c1¢(C)[nH]nc1c1cecot
Cc1nnc(Cl)c2cceeci2
COC(=0)c1c(C)[nH]nc1c1ccnot
COC(=0)c1c(C)[nH]nc1c1ccnot

=0
=0
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S2. Details of the PDB structures used in the study and numeric docking results:

N lig.

1

DN = = =2 NN =MD MNDNMNN - A A d

2

Target

protein tyrosine phosphatase 1B
protein tyrosine phosphatase 1B
protein tyrosine phosphatase 1B
protein tyrosine phosphatase 1B
fructose-1,6-bisphosphatase 1
matrix metalloproteinase 3
beta-secretase 1

beta-secretase 1
fructose-1,6-bisphosphatase 1
cyclin dependent kinase 2
cationic trypsin

aurora A kinase

uracil DNA glycosylase
leukotriene A4 hydrolase
leukotriene A4 hydrolase
leukotriene A4 hydrolase
leukotriene A4 hydrolase

MTB pantothenate synthetase
MTB pantothenate synthetase
matrix metalloproteinase 12
3-phosphoinositide dependent kinase 1
streptavidin

factor Xa

lactate dehydrogenase A

lactate dehydrogenase A
phenylethanolamine N-methyltransferase

Structures with waters included in docking:

PDB ID resolution (A)
1nny 2.40
1ph0 2.20
1pyn 2.20
1g1m 2.60
2jjk 2.00
2jt6 NMR
2ohp 2.25
2ohq 210
2vit5 2.20
2vti 2.00
3a7x 1.75
3daj 2.00
3fci 1.27
3ftx 1.96
3fue 2.38
3fuf 2.60
3fuh 1.80
3img 1.80
3le8 1.70
3lka 1.80
3qc4 1.80
3ry2 0.95
4a7i 2.40
4ajh 1.93
4ajj 1.75
4dm3 2.40
2c8w 1.96
2gfo 1.68
3hz1 2.30
2xdu 1.74
2yei 2.20
2yej 2.20

1

DD NN

thrombin

heat shock protein 90-a
heat shock protein 90-a
heat shock protein 90-a
heat shock protein 90-a
heat shock protein 90-a

Method

linking

linking

linking

linking

tethering

linking

growing through linker
growing through linker
tethering

growing through linker
tethering

tethering

tethering

ternary complex
ternary complex
ternary complex
ternary complex
linking

linking

linking

tethering
deconstruction
deconstruction

linking

linking

ternary complex

linking
linking
linking
ternary complex
ternary complex
ternary complex

1% RMSD
0,66
1,97
1,15
0,24
0,29
1,26
0,48
0,25
0,83
0,08
0,30
0,18
0,39
0,23
1,05
0,41
0,75
0,21
0,32
0,32
0,20
0,27
1,20
0,32
0,50
0,37

0,17
0,34
0,51
0,26
0,37
1,04

1% rank

Ol = = = o 00 = = e b b b b b e e e e e e e s e s

—_ = A

2""RMSD 2" rank

0,49
0,25
0,26
0,23
0,26
0,98
1,10
1,22
0,23
0,58
0,32
1,88
1,51
0,24
0,37
0,63
0,40
0,51
1,98
0,43
1,05
0,69
0,33
0,50
0,20
0,61

0,46
0,20
0,41
0,15
0,94
0,19

PR G G I QI G Y
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S3. Numeric cross-docking results (cells contain 1°* RMSD, 1% rank, 2"* RMSD and 2" rank from left to right and top to bottom):

Lig . Lig . - Lig . Lig
Prot 3img 3le8 Prot 4jh 4ajj Prot 2jjk 2vt5 Prot 2ohp 2ohq
aimg | 021 1100 1 | 082 1] 037 1 Ji | 029 1] 036 1 sonp | 048 1] 037 1
9 los1 20[1.39 14 ) 050 1| 041 1 l 026 1] 023 1 P 1110 2| 068 1
031 1032 1 1073 1| 050 1 090 1] 083 1 049 1] 025 1
31e8 1195 3 [1.08 1 41059 1] 020 1 51178 1] 023 1 20hq | 148 1] 122 5
Prot Lig 1nny 1ph0 1pyn 1g1m Prot Lig 3ftx 3fue 3fuf 3fuh
|06 1(199 1 (148 1] 121 i s | 023 1036 1]037 1081 1
Y loa49 1l127 17| - -| - - 024 1| - -|151 13019 5
oho | 077 1/197 1[132 1] 148 1 sive | 028 1] 105 1]024 1033 1
P 157 1]/025 1026 2| 036 1 105 1] 037 1/1.80 1 |049 16
o | 073 1]035 1115 1] 149 2 sy | 039 1]097 3[041 1049 1
PYN 1430 1]198 1]026 1]035 1 166 1] 036 1/063 4 |053 7
otm | - -|039 9054 1]024 i sun | 026 1] 055 1]040 1075 1
q - < - -|o030 1023 1 062 1| 096 6|1.45 12[0.40 3
Lig . :
Prot 2gfo 3hz1 2xdu 2yei 2yej
034 1093 12| 055 1]137 3] 076 3
L P T A I R R
~ - 051 1079 1]120 1123 1
hz1
3hz - -loa4t 1lo91 1] - -] - -
oy 072 1054 1]026 1]056 1081 1
079 7|064 1]015 1| - -|096 9
pvei 080 1047 1[018 1037 1| 044 1
Yo' 14186 5082 1| 047 3|094 1|025 1
pvei 075 1044 1[050 1038 1| 104 1
Yol 1054 13]060 3| 038 4[1.93 20| 0.19 1




