Giarimoglou N.
Supplementary Chart S2. Physiochemical and pharmacokinetic properties of the selected compounds, calculated using the SwissADME server at http://www.swissadme.ch and shown on the following 13 pages.
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Physicochemical Properties

Formula C17H24N404

Molecular weight 348.40 g/mol

Num. heavy atoms 25

Num. arom. heavy atoms 5

Fraction Csp3 0.59

Num. rotatable bonds 10

Num. H-bond acceptors 4

Num. H-bond donors 5

Molar Refractivity 89.93

TPSA 137.31 A%
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Pharmacokinetics
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Fraction Csp3 0.20
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Formula C12H13N70S

Molecular weight 303.34 g/mol

Num. heavy atoms 21

Num. arom. heavy atoms 15

Fraction Csp3 0.17

Num. rotatable bonds 6

Num. H-bond acceptors 4

Num. H-bond donors 4

Molar Refractivity 78.54

TPSA 153.61 A>
Lipophilicity

Log Py, (ILOGP) 0.61

Log Py, (XLOGP3) 0.91

Log Py, (WLOGP) 0.82

Log Py, (MLOGP) 0.1

Log Pyyy (SILICOS-IT) 228

Consensus Log Py, 0.95

PO

INSOLU

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption
BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor

CYP2D6 inhibitor
CYP3A4 inhibitor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-2.43
1.14e+00 mg/ml ; 3.74e-03 mol/l
Soluble

-3.72
5.76e-02 mg/ml ; 1.90e-04 mol/l

Soluble

-4.44
1.09e-02 mg/ml ; 3.61e-05 mol/l
Moderately soluble
Pharmacokinetics
Low
No
Yes
No
No
No
No
No
-7.50 cmis
Druglikeness
Yes; 0 violation
Yes
No; 1 violation: TPSA>140
No; 1 violation: TPSA>131.6
No; 1 violation: TPSA>150
0.55
Medicinal Chemistry
0 alert
0 alert
Yes
2.96

®





image7.png
Z4327717367
jiRoXer P

SMILES  CCcln[nH]c(c1)C(=0)NC1CCCCCINC(=0)ct [nH]enc1CC

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

< FLEX

INSATU

Physicochemical Properties
C18H26N602
358.44 g/mol
26
10
0.56
8
4
4
97.71
115.56 A2

Lipophilicity
1.71
227
1.73
0.53
272

1.79

PO

INSOLU

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-3.25
2.02e-01 mg/ml ; 5.64e-04 mol/l
Soluble

-4.33
1.66e-02 mg/ml ; 4.64e-05 mol/l

Moderately soluble

-5.34

1.65e-03 mg/ml ; 4.61e-06 mol/l

Moderately soluble
Pharmacokinetics

High

No

Yes

No

No

No

No

Yes

-6.87 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 2 violations: MW>350, Rotors>7

3.78

®





image8.png
Z4327717360
jiRoXer P

"N

(BN

i

n

!

FLEX

INSATU

o,

PO

INSOLU

SIzE

POLAR

SMILES  CCC(ctccee(c1)S(=0)(=0)IN)NC(=0)cn[nHle(c1 )t cinH]c2c T ccee2

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

Physicochemical Properties
C21H21N503S
423.49 g/mol
30
20
0.14
7
5
4
113.97
14211 A2

Lipophilicity
2.1
2.60
3.84
1.01
277

247

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption
BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor

CYP3A4 inhibitor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-4.13
3.10e-02 mg/ml ; 7.33e-05 mol/l
Moderately soluble

-5.23
2.47e-03 mg/ml ; 5.84e-06 mol/l

Moderately soluble

-7.46
1.45e-05 mg/ml ; 3.44e-08 mol/l
Poorly soluble
Pharmacokinetics
Low
No
No
Yes
Yes
Yes
No
Yes
-7.04 cm/s
Druglikeness
Yes; 0 violation
Yes
No; 1 violation: TPSA>140
No; 1 violation: TPSA>131.6
Yes
0.55
Medicinal Chemistry
0 alert
0 alert
No; 1 violation: MW>350
3.55

®





image9.png
097322
jiRoXer P

SMILES P

Physicochemical Properties

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

FLEX

INSATU

CN1CCC2(CC1)CC(NC(=0)C(NC(=0)c [nH]nc3c 1 ceeed)C)ete(02)ce

C25H29N503

447.53 g/mol

33

15

0.40

6

5

3

128.95

99.35 A2
Lipophilicity

259

295

2.08

1.70

2.81

243

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-4.41
1.73e-02 mg/ml ; 3.86e-05 mol/l
Moderately soluble

-4.70
8.95e-03 mg/ml ; 2.00e-05 mol/l

Moderately soluble

-6.90

5.60e-05 mg/ml ; 1.25e-07 mol/l

Poorly soluble
Pharmacokinetics

High

No

Yes

No

No

Yes

Yes

Yes

-6.94 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 1 violation: MW>350

4.56

®





image10.png
Z2860190966
jiRoXer P

: o 0 / n
|

FLEX

INSATU

PO

A7

INSOLU

SMILES  O=C1Nc2ccccc2CCC1NC(=0)c1c[nH]nc1C1CCCNCT

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

Physicochemical Properties
C19H23N502
353.42 g/mol
26
1
0.42
4
4
4
104.81
98.91 A2

Lipophilicity
1.77
0.97
0.61
1.11
221

1.33

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-2.69
7.19e-01 mg/ml ; 2.04e-03 mol/l
Soluble

-2.63
8.19e-01 mg/ml ; 2.32e-03 mol/l

Soluble

-5.74

6.45e-04 mg/ml ; 1.82e-06 mol/l

Moderately soluble
Pharmacokinetics

High

No

Yes

No

No

No

Yes

No

-7.77 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 1 violation: MW>350

379

®





image11.png
Z2730590
jiRoXer P

FLEX

SMILES OC1CCN(C1)CCNC(=0)ctn[nH]c(c1)c1ccece1O
Physicochemical Properties

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

INSATU

C16H20N403

316.36 g/mol

23

1

0.38

6

5

4

88.94

101.48 A2
Lipophilicity

148

068

0.20

0.07

127

0.74

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption
BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor

CYP3A4 inhibitor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk
Leadlikeness

Synthetic accessil

Water Solubility
-2.19
2.05e+00 mg/ml ; 6.49e-03 mol/l
Soluble

-2.39
1.29e+00 mg/ml ; 4.09e-03 mol/l

Soluble

-3.61

7.78e-02 mg/ml ; 2.46e-04 mol/l

Soluble
Pharmacokinetics

High

No

Yes

No

No

No

No

No

-7.75 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

Yes

3.1

®





image12.png
Z2309110369
jiRoXer P

PO

INSATU

INSOLU

SMILES  OC(COc1cec(ce1)F)CNC(=0)NCelnnc([nH]1)C(C)C
Physicochemical Properties

Formula C16H22FN503

Molecular weight 351.38 g/mol

Num. heavy atoms 25

Num. arom. heavy atoms "

Fraction Csp3 0.44

Num. rotatable bonds 10

Num. H-bond acceptors 6

Num. H-bond donors 4

Molar Refractivity 88.48

TPSA 112.16 A2
Lipophilicity

Log Py, (ILOGP) 195

Log Py, (XLOGP3) 0.76

Log Py, (WLOGP) 157

Log Py, (MLOGP) 1.03

Log Pyyy (SILICOS-IT) 204

Consensus Log Py, 147

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-2.16
2.41e+00 mg/ml ; 6.87e-03 mol/l
Soluble

-2.70
7.09e-01 mg/ml ; 2.02e-03 mol/l

Soluble

-4.92

4.20e-03 mg/ml ; 1.19e-05 mol/l

Moderately soluble
Pharmacokinetics

High

No

Yes

No

No

No

No

No

-7.90 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 2 violations: MW>350, Rotors>7

3.59

®





image13.png
23278166422
jiRoXer P

o
-

SMILES  0=C(Cclece(s1)S(=0)(=0)N)Nccee(eet Jet [HInHIe(=0)c

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

. FLEX

o=s=0

INSATU

Physicochemical Properties
C15H14N404S2
378.43 g/mol
25
16
0.07
6
5
4
94.52
174.53 A>

Lipophilicity
0.29
0.75
215
0.24
243

1.17

PO

INSOLU

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption
BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor

CYP3A4 inhibitor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-2.74
6.94e-01 mg/ml ; 1.84e-03 mol/l
Soluble

-3.99
3.83e-02 mg/ml ; 1.01e-04 mol/l

Soluble

-5.36
1.66e-03 mg/ml ; 4.40e-06 mol/l
Moderately soluble
Pharmacokinetics
Low
No
No
No
No
No
No
No
-8.08 cm/s
Druglikeness
Yes; 0 violation
Yes
No; 1 violation: TPSA>140
No; 1 violation: TPSA>131.6
No; 1 violation: TPSA>150
0.55
Medicinal Chemistry
0 alert
0 alert
No; 1 violation: MW>350
3.02

®





image14.png
Z32778829
jiRoXer P

smiLes  CCINSEO)

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

PO

FLEX
INSATU

INSOLU

(=0)c1cnH]c(c1)C(=0)Nc1cceee1ctnc2e([nH]1)cee(c2)Cl)C
Physicochemical Properties

C21H20CIN503S

457.93 g/mol

31

20

0.14

7

5

4

120.61

128.12 A
Lipophilicity

264

3.50

5.04

1.89

3.49

3.31

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-4.90
5.77e-03 mg/ml ; 1.26e-05 mol/l
Moderately soluble

-5.87
6.13e-04 mg/ml ; 1.34e-06 mol/l

Moderately soluble

-8.44

1.67e-06 mg/ml ; 3.64e-09 mol/l

Poorly soluble
Pharmacokinetics

Low

No

No

Yes

Yes

Yes

Yes

Yes

-6.61 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 1 violation: MW>350

322

®





image15.png
jiRoXer P

SMILES  CCC(clccee(c1)S(=0)(=0)NINC(=0)CCCN1CCN(CC1)C(C)C

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

FLEX

INSATU

Physicochemical Properties
C20H34N403S
410.57 g/mol
28
6
0.65
10
6
2
119.40
104.12 A2

Lipophilicity
3.37
1.47
1.70
0.78
1.46

1.76

PO

INSOLU

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-2.81
6.36e-01 mg/ml ; 1.55e-03 mol/l
Soluble

-3.26
2.24e-01 mg/ml ; 5.46e-04 mol/l

Soluble

-4.54

1.20e-02 mg/ml ; 2.91e-05 mol/l

Moderately soluble
Pharmacokinetics

High

No

Yes

No

No

No

Yes

No

-7.76 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 2 violations: MW>350, Rotors>7

3.52
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SMILES  CNS(=0)(=0)c1cec(s1)CNC(=0)cninHle(c1 )t cnH]c2¢ Tceee2

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

FLEX

INSATU

Physicochemical Properties
C18H17N503S2
415.49 g/mol
28
19
0.1
7
5
4
107.14
156.36 A

Lipophilicity
233
212
3.39
0.36
3.26

229

PO

INSOLU

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption
BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor

CYP2D6 inhibitor
CYP3A4 inhibitor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-3.79
6.71e-02 mg/ml ; 1.62e-04 mol/l
Soluble

-5.03
3.84e-03 mg/ml ; 9.23e-06 mol/l

Moderately soluble

-7.10
3.29e-05 mg/ml ; 7.91e-08 mol/l
Poorly soluble
Pharmacokinetics
Low
No
No
Yes
Yes
Yes
No
Yes
7.33 cmis
Druglikeness
Yes; 0 violation
Yes
No; 1 violation: TPSA>140
No; 1 violation: TPSA>131.6
No; 1 violation: TPSA>150
0.55
Medicinal Chemistry
0 alert
0 alert
No; 1 violation: MW>350
3.30
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o0& Water Solubility

PO

Log S (ESOL) 325
/\NH Solubility 1.94e-01 mg/ml ; 5.61e-04 mol/l
N4 FLEX size Class Soluble
N\, =
Log S (Ali) 325
°. e Solubility 1.96e-01 mg/ml ; 5.65e-04 mol/l
s
Class Soluble
HN
"4 INSATU POLAR  Log S (SILICOS-IT) -6.50
\ Solubility 1.10e-04 mg/ml ; 3.17e-07 mol/l
Class Poorly soluble
INSOLY
Pharmacokinetics
SMILES O=C(N(C(c1nnc[nH]1)c1cceee1)C)Ceicec2e(c)[nH]nc2 Gl absorption High
Physicochemical Properties BBB permeant No
Formula C19H18N6O P-gp substrate Yes
Molecular weight 346.39 g/mol CYP1A2 inhibitor No
Num. heavy atoms * CYP2C19 inhibitor Yes
Num. arom. heavy atoms 20 B
CYP2C?9 inhibitor No
Fraction Csp3 0.16 CYPaDs i 3 N
o
Num. rotatable bonds 6 o
Num. H-bond acceptors 4 CYP3A4 inhibitor No
Num. H-bond donors 2 Log K}, (skin permeation) -7.18 cm/s
Molar Refractivity 97.49 Druglikeness
TPSA 90.56 Az Lipinski Yes; 0 violation
Lipophilicity Ghose Yes
Log Py (LOGP) 1.21 Veber Yes
Log Py, (XLOGP3) 1.73 Egan Yes
Log Py, (WLOGP) 215 Muegge Yes
Bi ilability Se 0.55
Log Py, (MLOGP) 1.76 oavailability Score
Loa Py (SILICOSAT Medicinal Chemistry
o - :
9 Fon ) 29 PAINS 0 alert
Consensus Log Py, 1.96 Brenk 0 alert
Leadlikeness Yes

Synthetic accessibility 3.47
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jiRoXer P

c ]

, =N

SMILES  OC(CN1CCCCC1)CNC(ctee(c(ce1CI)CI)S(=0)(=0)N)C

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

FLEX

INSATU

Physicochemical Properties
C16H25CI2N303S
410.36 g/mol
25
6
0.62
7
6
3
104.35
104.04 A2

Lipophilicity
261
1.78
251
1.33
2.02

2.05

PO

INSOLU

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption
BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9i
CYP2D6 inhibitor
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-3.22
2.47e-01 mg/ml ; 6.01e-04 mol/l
Soluble

-3.58
1.07e-01 mg/ml ; 2.61e-04 mol/l

Soluble

-4.60

1.02e-02 mg/ml ; 2.49e-05 mol/l

Moderately soluble
Pharmacokinetics

High

No

Yes

No

No

No

No

No

-7.54 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 1 violation: MW>350

3.64
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Z3384138844
o0& Water Solubility
Leo Log S (ESOL) 125
Solubility 1.59e+01 mg/ml ; 5.57€-02 mol/l
N " FLEX Size Class Very soluble
! Y% Log S (Ali) -0.99
i " Solubility 2.90e+01 mg/ml ; 1.02e-01 mol/l
Class Very soluble
Wy INSATU poLAR  Log S (SILICOS-IT) 5.21
Solubility 1.78e-03 mg/ml ; 6.22e-06 mol/l
NsoLU Class Moderately soluble
Pharmacokinetics
SMILES NCecoeee CCC(=0)Netn[nH]c2c1CNC2 Gl absorption High
Physicochemical Properties BBB permeant No
Formula C15H19N50 P-gp substrate Yes
Molecular weight 285.34 g/mol CYP1A2 inhibitor No
Num. heavy atoms 2 CYP2C19 inhibitor No
Num. arom. heavy atoms " CYP2CS inhibitor No
Fraction Csp3 0.33
Num. rotatable bonds 6 CYP2DGinhibitor No
Num. H-bond acceptors 4 CYP3A4 inhibitor No
Num. H-bond donors 4 Log K}, (skin permeation) -8.43 cm/s
Molar Refractivity 84.40 Druglikeness
TPSA 95.83 A2 Lipinski Yes; 0 violation
Lipophilicity Ghose Yes
Log Py (ILOGP) 0.84 Veber Yes
Log Py, (XLOGP3) -0.55 Egan Yes
Log Popy (WLOGP) 0.02 Muegge Yes
Log Py, (MLOGP) 0.76 Bioavailability Score 0.55
Medicinal Chemistry
Log Py (SILICOS-IT) 216 PAINS 0 alert
Consensus Log Py, 0.64 Brenk 0 alert
Leadlikeness Yes
Synthetic accessibility 271
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HOoOPZ
PO
FLEX
H,C

o

o \\5//
/ INSATU

HN

INSOLU

SMILES  CCC(c1ceee(c1)S(=0)(=0)N)NC(=0)c1[nH]nc(c1)C1CNCC1
Physicochemical Properties

Formula C17H23N503S

Molecular weight 377.46 g/mol

Num. heavy atoms 26

Num. arom. heavy atoms "

Fraction Csp3 0.41

Num. rotatable bonds 7

Num. H-bond acceptors 6

Num. H-bond donors 4

Molar Refractivity 100.67

TPSA 138.35 A2
Lipophilicity

Log Py, (ILOGP) 0.95

Log Py, (XLOGP3) 0.60

Log Py, (WLOGP) 1.39

Log Py, (MLOGP) 0.18

Log Pyyy (SILICOS-IT) 114

Consensus Log Py, 0.85

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-2.41
1.47e+00 mg/ml ; 3.90e-03 mol/l
Soluble

-3.08
3.15e-01 mg/ml ; 8.33e-04 mol/l

Soluble

-5.03
3.52e-03 mg/ml ; 9.33e-06 mol/l
Moderately soluble
Pharmacokinetics
High
No
Yes
No
No
No
No
No
-8.18 cm/s
Druglikeness
Yes; 0 violation
Yes
Yes
No; 1 violation: TPSA>131.6
Yes
0.55
Medicinal Chemistry
0 alert
0 alert
No; 1 violation: MW>350
3.7
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HOoOPZ
0\",/0 HN.
cH,y \
H =~/
]
SMILES

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

FLEX

INSATU

cclc@@H](c1ccee(c)N+](=0)
[O-])NC(=O)c1n[nH]c(c1)c1c[nH]c2¢c1cccc2

Physicochemical Properties

C21H19N503

389.41 g/mol

29

20

0.14

7

4

3

111.80

119.39 A2
Lipophilicity

237

3.87

4.02

1.55

249

2.86

PO

SIzE

POLAR

INSOLU

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski
Ghose
Veber
Egan

Muegge

PAINS
Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-4.74
7.07e-03 mg/ml ; 1.82e-05 mol/l
Moderately soluble

-6.07

3.28e-04 mg/ml ; 8.43e-07 mol/l

Poorly soluble

-7.31

1.92e-05 mg/ml ; 4.93e-08 mol/l

Poorly soluble
Pharmacokinetics

High

No

No

Yes

Yes

Yes

Yes

Yes

-5.93 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

2 alerts: nitro_group, oxygen-nitrogen_single_bond

No; 2 violations: MW>350, XLOGP3>3.5
347
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HN.

=n
HN
—

SMILES  NC1=Nc2nc3c(n2C(N1)c1nce([nH]1)c1ceec(c)Briceced
Physicochemical Properties

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

INSATU

C18H14BINT

408.25 g/mol

26

20

0.06

2

3

3

110.61

96.91 A2
Lipophilicity

1.98

248

2.20

254

258

2.36

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption
BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor

CYP2D6 inhibitor
CYP3A4 inhibitor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-4.37
1.74e-02 mg/ml ; 4.26e-05 mol/l
Moderately soluble

-4.16
2.83e-02 mg/ml ; 6.92e-05 mol/l
Moderately soluble
-6.77
6.92e-05 mg/ml ; 1.69e-07 mol/l
Poorly soluble
Pharmacokinetics
High
No
Yes
No
Yes
No
No
No
-7.03 cm/s
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
0 alert
No; 1 violation: MW>350
4.05
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jiRoXer P

SMILES  COcicce2¢(nt)[nH]c(n2)CNC(ctcoc(cc1)S(=0)(=0NC)C

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

PO

FLEX

T wsatu

INSOLU

Physicochemical Properties
C17H21N503S
375.45 g/mol
26
15
0.29
7
7
3
98.15
117.38 A2

Lipophilicity
2.08
1.32
233
0.60
1.70

1.61

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-2.96
4.08e-01 mg/ml ; 1.09e-03 mol/l
Soluble

-3.39
1.54e-01 mg/ml ; 4.11e-04 mol/l

Soluble

-6.38

1.56e-04 mg/ml ; 4.15e-07 mol/l

Poorly soluble
Pharmacokinetics

High

No

Yes

Yes

No

No

Yes

Yes

-7.65 cm/s
Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 1 violation: MW>350

3.32
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jiRoXer P
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Ha

SMILES NCCC1CN(c2¢1ceee2)C(=0)C(CetenH]c2c1ceec2)N
Physicochemical Properties

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

FLEX

INSATU

C21H24N40

348.44 g/mol

26

15

0.29

6

3

3

107.62

88.14 A2
Lipophilicity

1.88

1.73

214

1.84

292

210

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption
BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor

CYP2D6 inhibitor
CYP3A4 inhibitor
Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-3.12
2.64e-01 mg/ml ; 7.57e-04 mol/l
Soluble

-3.20
2.21e-01 mg/ml ; 6.35e-04 mol/l

Soluble

-5.91

4.27e-04 mg/ml ; 1.22e-06 mol/l

Moderately soluble
Pharmacokinetics

High

No

Yes

No

Yes

No

Yes

No

-7.20 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

Yes

345
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SMILES O=C(NCc1[nH]ncc1Br)NCc1ccee(c1)c1nne[nH]1
Physicochemical Properties

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

INSATU

C14H14BIN7O

376.21 g/mol

23

16

0.14

7

4

4

86.92

11138 A2
Lipophilicity

065

059

1.65

1.40

222

1.30

s

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-2.60
9.52e-01 mg/ml ; 2.53e-03 mol/l
Soluble

-2.50
1.18e+00 mg/ml ; 3.14e-03 mol/l

Soluble

-6.39

1.53e-04 mg/ml ; 4.07e-07 mol/l

Poorly soluble
Pharmacokinetics

High

No

Yes

Yes

Yes

No

No

No

-8.18 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 1 violation: MW>350

263

®





image26.png
i KXo b
2
e,

SMILES CNC(=0)CN1C2CCC1CC(C2)NC(=0)c1cee([nH]1)C(=0)N

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Py (ILOGP)
Log Pyyy, (XLOGP3)
Log Py, (WLOGP)
Log Pypy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

NH,
INSATU

INSOLU

Physicochemical Properties
C16H23N503
333.39 g/mol
24
5
0.56
7
4
4
90.73
120.32 A2

Lipophilicity
1.69
0.09
-0.80
-0.64
-0.01

0.07

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-1.66
7.36e+00 mg/ml ; 2.21e-02 mol/l
Very soluble

=217
2.25e+00 mg/ml ; 6.74e-03 mol/l

Soluble

-2.55

9.48e-01 mg/ml ; 2.84e-03 mol/l

Soluble
Pharmacokinetics

High

No

Yes

No

No

No

No

No

-8.27 cm/s

Druglikeness

Yes; 0 violation

No; 1 violation: WLOGP<-0.4

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

Yes

4.19
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SMILES COCC(C(=0)N1CCN(CC1)CCNC(=0)c1cinH]c2¢1ncee2)(C)C

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Pyy, (LOGP)
Log Pyyy, (XLOGP3)
Log Pyy, (WLOGP)
Log Pyy, (MLOGP)
Log Py (SILICOS-IT)

Consensus Log Py,

A%Q“” s,

Fl

INSATU

Physicochemical Properties
C20H29N503
387.48 g/mol
28
9
0.55
9

114.50
90.56 A2

3.13
0.37
0.35
0.04
2.03
1.18

PO

B

INSOLU

SIzE

POLAR

Log S (ESOL)
Solubility
Class

Log S (Al
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log K;, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk
Leadlikeness

Synthetic accessibility

‘Water Solubility
=212
2.94e+00 mg/ml ; 7.60e-03 mol/l
Soluble

-1.84
5.64e+00 mg/ml ; 1.46e-02 mol/l

Very soluble

-4.74

7.05e-03 mg/ml ; 1.82e-05 mol/l

Moderately soluble
Pharmacokinetics

High

No

Yes

No

No

No

No

No

-8.40 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 2 violations: MW>350, Rotors>7

2.86
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PO
\ FLEX

S0

n INSATU

INSOLU

SMILES O=C(NC1CCC(CC1)(0)c1ccenct NCC(clcscetN1CCCCl
Physicochemical Properties

Formula C22H30N402S

Molecular weight 414.56 g/mol

Num. heavy atoms 29

Num. arom. heavy atoms "

Fraction Csp3 0.55

Num. rotatable bonds 8

Num. H-bond acceptors 4

Num. H-bond donors 3

Molar Refractivity 119.07

TPSA 105.73 A>
Lipophilicity

Log Py, (ILOGP) 337

Log Py, (XLOGP3) 1.97

Log Py, (WLOGP) 2.60

Log Py, (MLOGP) 171

Log Pyyy (SILICOS-IT) 343

Consensus Log Py, 262
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Log S (ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOS-IT)
Solubility
Class

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C?9 inhibitor
CYP2D6 i
CYP3A4 inhibitor

itor

Log K}, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility
-3.40
1.63e-01 mg/ml ; 3.94e-04 mol/l
Soluble

-3.82
6.34e-02 mg/ml ; 1.53e-04 mol/l

Soluble

-5.52

1.25e-03 mg/ml ; 3.01e-06 mol/l

Moderately soluble
Pharmacokinetics

High

No

Yes

No

No

No

Yes

No

-7.43 cm/s

Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

0 alert

No; 2 violations: MW>350, Rotors>7

4.33





