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€0C1=C(C=C2C(=C1)C(=0)C(=C02)C3=CC(=C4C(=C30C)0C04)0C)0CC5=Ct
O(CC#C)clc(0Cc2cccecc2)cc20C=C(c3c(0C)c40C0c4c(0C)c3)C(=0)c2c
0(Cclcccecl)clc(0C)cc2C(=0)C(c3cc40C0c4cc3)=C0c2cl S3

0(Cclccceecl)clc(0C)cc2C(=0)C(c3c(0C)c(0C)c(0C)c(0C)c3)=Coc2c
0(Cclccceecl)clc(0C)cc2C(=0)C(c3c(0C)c40C(C)(C)0cac(0C)c3)=Co
0(Cclccecccl)clc(0C20CCCC2)cc2C(=0)C(c3c(0C)ca40C0c4c(0C)c3)=C
0(Cclcccccl)clc(0)cc2C(=0)C(c3c(0C)ca0C0c4c(0C)c3)=C0c2cl S7
0(CC=C)c1c(0Cc2ccccc2)cc20C=C(c3c(0C)c40C0c4c(0C)c3)C(=0)c2c
0(Cclcccecl)clc(0Cc2ccccc2)cc20C=C(c3c(0C)c40C0c4c(0C)c3)C(=(
0(Cclcccecl)clc(0C20CCCC2)cc2C(=0)C(c3c(0C)c40C(C)(C)0cac(0C
0(Cclcccecl)clc(0)cc2C(=0)C(c3c(0C)c40C(C)(C)0c4c(0C)c3)=COc
0(CC=C)clc(0Cc2ccccc2)cc20C=C(c3c(0C)c40C(C)(C)0c4c(0C)c3)C(
O(CC#C)clc(0Cc2cccecc2)cc20C=C(c3c(0C)c40C(C)(C)0c4c(0C)c3)C(
0(Cclcccecl)clc(0Cc2ccecc2)cc20C=C(c3c(0C)c40C(C)(C)0c4c(0C)

[ Fill with an example ] [ Clear ]
Retrieve data: @

i KoX% Water Solubility
Log S (ESOL) -5.48

ESOL: Topological
method implemented




LIPO

SIZE

INSATU POLAR

INSOLU

SMILE COclcc2c(cc10Cclcceccl)oce(c2=0)clcc(OC)c2c(c10
S C)0CO02

Physicochemical Properties

Formula C26H2208
Molecular weight 462.45 g/mol
Num. heavy atoms 34
Num. arom. heavy

22
atoms
Fraction Csp3 0.19

Num. rotatable bonds 7
Num. H-bond acceptors 8
Num. H-bond donors 0
Molar Refractivity
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

85.59 Az

Lipophilicity
Log P, (iILOGP)

iLOGP: in-house
physics-based method
implemented from
Daina A et al. 2014 J.
Chem. Inf. Model.

4.24

Log P,y (XLOGP3)

XLOGP3: Atomistic
and knowledge-based
method calculated by_
XLOGP program,
version 3.2.2, courtesy
of CCBG, Shanghai
Institute of Organic
Chemistry.

437

Log P, (WLOGP)

WLOGP: Atomistic
method implemented
from

Wildman SA and
Crippen GM. 1999 J.
Chem. Inf. Model.

4.64

Log Py (MLOGP) 1.58
MLOGP: Topological
method implemented

from

Moriguchi I. et al. 1992
Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

1.54¢-03 mg/ml ; 3.33e-06 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Moderately soluble
< -6 <Moderately < -4

< Soluble <-2 Very <0

<Highly

Log S (Ali)

Ali: Topological method
implemented from
Alil. etal. 2012 J.
Chem. Inf. Model.

-5.88

Solubility
Class

6.05e-04 mg/ml ; 1.31e-06 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly. Moderately soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

< Highly

Log S (SILICOS-IT)

SILICOS-IT:
Fragmental method
calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http:/www.silicos-
it.com

-8.79

Solubility
Class

7.52e-07 mg/ml ; 1.63e-09 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation: o
according to the yolk of
the BOILED-Egg

P-gp substrate Yes

P-glycoprotein
substrate: SVM model
built on 1033 molecules
(training set)_

and tested on 415
molecules (test set)_
10-fold CV: ACC=0.72/




Lipinski PA. et al. 2001
Adv. Drug, Deliv. Rev.

Log Py, (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http://www.silicos-
it.com

Consensus Log P,

Consensus Log P :

Average of all five
predictions

5.46

4.06

AUC=0.77
External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set),

and tested on 3000
molecules (test set)_
10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=0091

CYP2C19 inhibitor

Cytochrome P450
2C19 inhibitor: SVM
model built on 9272
molecules (training set),
and tested on 3000
molecules (test set)_
10-fold CV: ACC=0.80 /
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model
built on 5940 molecules
(training set),

and tested on 2075
molecules (test set)_
10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068
molecules (test set)_
10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model
built on 7518 molecules
(training set),

and tested on 2579
molecules (test set)_
10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:
QSPR model
implemented from
Potts RO and Guy RH.
1992 Pharm. Res.

No

Yes

Yes

No

Yes

-6.02 cm/s




Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 0 violation
MW <500

MLOGP <4.15

NorO<10

NHorOH<5

Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.
Comb. Chem. Yes
160 <MW <480
-0.4<WLOGP<5.6
40<MR <130

20 <atoms <70

Veber

Veber (GSK) filter:
implemented from

Veber DF. et al. 2002 J.  Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan W1J. et al. 2000 J.
Med. Chem.

WLOGP <5.88
TPSA <131.6

Yes

Muegge

Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600
-2<XLOGP<5

TPSA <150 Yes
Num. rings <7

Num. carbon > 4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond ace. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.

Medicinal Chemistry
PAINS 0 alert

Pan Assay Interference
Structures:
implemented from

Baell JB. & Holloway
GA.2010J. Med.
Chem.




Brenk

Structural Alert:
implemented from
Brenk R. et al. 2008
ChemMedChem

0 alert

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <35

Num. rotatable bonds <
7

No; 2 violations: MW>350,
XLOGP3>3.5

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024

fragmental contributions 4,13
(FP2)_modulated by size

and complexity penaties,
trained on 12°782°590
molecules and tested on

40 external molecules

(2=0.94)

LIPO

FLEX SIZE

o,

=T
O ]
]
-]

ne"

INSATU POLAR

INSOLU

SMILE C#CCOclce2e(cc1OCceleeceel)oce(c2=0)clec(OC)c2e
S (c10C)0CO02

Physicochemical Properties

Formula C28H2208
Molecular weight 486.47 g/mol
Num. heavy atoms 36
Num. arom. heavy

22
atoms
Fraction Csp3 0.18

Num. rotatable bonds 8
Num. H-bond acceptors 8
Num. H-bond donors 0
Molar Refractivity
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

85.59 A2

Lipophilicity
Log P, (iILOGP) 4.69

Water Solubility
Log S (ESOL)

ESOL: Topological
method implemented
from

Delaney JS. 2004 J.
Chem. Inf. Model.

-5.61

Solubility
Class

1.20e-03 mg/ml ; 2.46e-06 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Moderately soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

<Highly

Log S (Ali)

Ali: Topological method
implemented from -6.01
AliJ. etal. 2012 J.
Chem. Inf. Model.

Solubility
Class

4.78¢-04 mg/ml ; 9.82¢-07 mol/l

Solubility class: Log S

scale.

Insoluble < -10 < Poorly. Poorly soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

< Highly.

Log S (SILICOS-IT) -8.86

®




iLOGP: in-house
physics-based method
implemented from
Daina A etal. 2014 J.
Chem. Inf. Model.

Log Py, (XLOGP3)

XLOGP3: Atomistic
and knowledge-based
method calculated by
XLOGP program,
version 3.2.2, courtesy
of CCBG, Shanghai
Institute of Organic
Chemistry

Log P,y (WLOGP)

WLOGP: Atomistic
method implemented
from

Wildman SA and
Crippen GM. 1999 J.
Chem. Inf. Model.

Log Py, (MLOGP)

MLOGP: Topological
method implemented
from

Moriguchi I. et al. 1992
Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.
Lipinski PA. et al. 2001
Adv. Drug, Deliv. Rev.

Log Py, (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http:/www.silicos-
it.com

Consensus Log Py,

Consensus Log Py,:

Average of all five
predictions

4.49

4.72

1.91

6.09

438

SILICOS-IT:
Fragmental method
calculated by_
FILTER-IT program,
version 1.0.2, courtesy,
of SILICOS-IT,
http://www.silicos-
it.com

Solubility 6.65e-07 mg/ml ; 1.37e-09 mol/l
Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

< Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation: o
according to the yolk of
the BOILED-Egg

P-gp substrate

P-glycoprotein

substrate: SVM model

built on 1033 molecules
(training set)_

and tested on 415 Yes
molecules (test set)_

10-fold CV: ACC=0.72/
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model

built on 9145 molecules
(training set),

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=0091

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2C9 inhibitor Yes

Cytochrome P450 2C9
inhibitor: SVM model
built on 5940 molecules




(training set)
and tested on 2075
molecules (test set)_
10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068 No
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model

built on 7518 molecules
(training set),

and tested on 2579 Yes
molecules (test set)_

10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -6.08 cm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. etal. 2001

Adv. Drug Deliv. Rev.  Yes; 0 violation
MW <500

MLOGP <4.15

NorO<10

NH or OH<5

Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.

Comb. Chem. No; 2 violations: MW>480, MR>130
160 <MW <480

-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

Veber

Veber (GSK) filter:
implemented from

Veber DF. et al. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan Yes




Egan (Pharmacia)
filter: implemented
from

Egan W1J. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Muegge

Muegge (Bayer) filter:
implemented from
Muegge I. et al. 2001 J.
Med. Chem.

200 <MW <600

-2 <XLOGP<5

TPSA <150 Yes
Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond acc. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.
Medicinal Chemistry
PAINS
Pan Assay Interference
Structures:
implemented from 0 alert

Baell JB. & Holloway,
GA. 2010 J. Med.
Chem.

Brenk 1 alert: triple_bond

Structural Alert:

implemented from s
Brenk R. et al. 2008 c — c
ChemMedChem

triple_bond
Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <3.5

Num. rotatable bonds <
7

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

Synthetic accessibility © 4.29

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024
fragmental contributions
(EP2)_modulated by size
and complexity penaties,
trained on 12°782°590
molecules and tested on
40 external molecules

(2=0.94)




S3
ito& o Water Solubility
Log S (ESOL)
o FLEX sze ESOL: Topological
method implemented 534

INSATU POLAR

INSOLU

SMILE COclcc2c(cc1OCclecceecl)oce(c2=0)clcec2e(c1)OCO
S 2

Physicochemical Properties

Formula C24H1806
Molecular weight 402.40 g/mol
Num. heavy atoms 30

igﬁé arom. heavy 9

Fraction Csp3 0.12

Num. rotatable bonds 5
Num. H-bond acceptors 6
Num. H-bond donors 0
Molar Refractivity
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

67.13 A2

Lipophilicity
Log P, (iLOGP)

iLOGP: in-house
physics-based method 3.93
implemented from

Daina A etal. 2014 J.

Chem. Inf. Model.

Log Py, (XLOGP3)

XLOGP3: Atomistic

and knowledge-based
method calculated by_
XLOGP program, 4.43
version 3.2.2, courtesy

of CCBG, Shanghai

Institute of Organic
Chemistry,

Log Py, (WLOGP)

WLOGP: Atomistic

method implemented

from_ 4.62
Wildman SA and

Crippen GM. 1999 J.

Chem. Inf. Model.

Log Py (MLOGP) @ 2.22

MLOGP: Topological
method implemented
from

Moriguchi I. et al. 1992

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

1.85e-03 mg/ml ; 4.59e-06 mol/l

Solubility class: Log .S

scale

Insoluble < -10 < Poorly Moderately soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly

Log S (Ali)

Ali: Topological method
implemented from -5.56
Alil. etal. 2012 ].

Chem. Inf. Model.

Solubility
Class

1.11e-03 mg/ml ; 2.77e-06 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly. Moderately soluble
< -6 <Moderately < -4

< Soluble <-2 Very <0

< Highly

Log S (SILICOS-IT)

SILICOS-IT:

Fragmental method

calculated by_

FILTER-IT program,  -8.59
version 1.0.2, courtesy.

of SILICOS-IT,
http://www.silicos-

it.com

Solubility
Class

1.03e-06 mg/ml ; 2.56e-09 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly.

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation:
according to the yolk of
the BOILED-Egg

Yes

®




Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.
Lipinski PA. et al. 2001
Adv. Drug. Deliv. Rev.

Log Py (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http://www.silicos-
it.com

Consensus Log Py,

Consensus Logﬁo/_wg

Average of all five
predictions

533

4.11

P-gp substrate Yes

P-glycoprotein
substrate: SVM model
built on 1033 molecules
(training set)_

and tested on 415
molecules (test set)_
10-fold CV: ACC=0.72 /
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model

built on 9145 molecules
(training set)

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84 /
AUC=0091

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set)

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2(C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068 No
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor Yes

Cytochrome P450 3A4
inhibitor: SVM model
built on 7518 molecules
(training set)

and tested on 2579
molecules (test set)_
10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86




Log K, (skin
permeation)

Skin permeation:

QSPR model -5.61 cm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer)_ filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 0 violation
MW <500

MLOGP <4.15

NorO<10

NHorOH <5

Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.
Comb. Chem. Yes
160 < MW < 480
-04<WILOGP<5.6

40 <MR <130

20 < atoms <70

Veber

Veber (GSK) filter:
implemented from

Veber DF. etal. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan W1J. et al. 2000 J.
Med. Chem.

WLOGP < 5.88
TPSA<131.6

Yes

Muegge

Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600

2 <XLOGP<5

TPSA <150 Yes
Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond acc. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.




Medicinal Chemistry
PAINS

Pan Assay Interference
Structures:
implemented from

Baell JB. & Holloway
GA.2010J. Med.
Chem.

0 alert

Brenk

Structural Alert:
implemented from
Brenk R. et al. 2008
ChemMedChem

0 alert

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <35

Num. rotatable bonds <
7

No; 2 violations: MW>350,
XLOGP3>3.5

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024

fragmental contributions 3.76
(FP2)_modulated by size

and complexity penaties,
trained on 12°782°590
molecules and tested on

40 external molecules

(2=094)
S4 ®
i KXY - Water Solubility
Log S (ESOL)
FLEX SIZE ESOL.: Topological
method implemented 551

O) INSATU POLAR

INSOLU

SMILE COclcc2c(ecc1OCcleceecl)oce(c2=0)cleec(OC)e(c(c10
S C)0C)0C

Physicochemical Properties

Formula C27H2608
Molecular weight 478.49 g/mol
Num. heavy atoms 35

igﬁg arom. heavy 2

Fraction Csp3 0.22

Num. rotatable bonds 9
Num. H-bond acceptors 8
Num. H-bond donors 0
Molar Refractivity

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

1.47e-03 mg/ml ; 3.07e-06 mol/l

Solubility class: Log S

scale

Insoluble <-10 < Poorly Moderately soluble
<-6 < Moderately < -4

< Soluble <-2 Very <0

<Highly

Log S (Ali)

Ali: Topological method
implemented from -6.02
Alil etal 2012 ]
Chem. Inf. Model.

Solubility
Class

4.59¢-04 mg/ml ; 9.59¢-07 mol/l
Poorly soluble




TPSA 85.59 A2

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

Lipophilicity
Log P, (iLOGP)

iLOGP: in-house
physics-based method 4.83
implemented from

Daina A et al. 2014 J.

Chem. Inf. Model.

Log Py, (XLOGP3)

XLOGP3: Atomistic

and knowledge-based

method calculated by_
XLOGP program, 4.50
version 3.2.2, courtesy

of CCBG, Shanghai

Institute of Organic
Chemistry.

Log Py, (WLOGP)

WLOGP: Atomistic

method implemented

from 493
Wildman SA and

Crippen GM. 1999 J.

Chem. Inf. Model.

Log P,y (MLOGP)

MLOGP: Topological
method implemented

from

Moriguchi I. et al. 1992 138
Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.

Lipinski PA. et al. 2001

Adv. Drug. Deliv. Rev.

Log Py, (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http://www.silicos-
it.com

5.76

Consensus Log P,

Consensus Log P,:

Average of all five
predictions

4.28

Solubility class: Log S
scale

Insoluble < -10 < Poorly
< -6 <Moderately < -4
< Soluble < -2 Very <0
< Highly

Log S (SILICOS-IT)

SILICOS-IT:

Fragmental method

calculated by_

FILTER-IT program,  -9.28
version 1.0.2, courtesy

of SILICOS-IT,
http:/www.silicos-

it.com

Solubility 2.54e-07 mg/ml ; 5.31e-10 mol/l
Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly, Poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

<Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation:
according to the yolk of
the BOILED-Egg

No

P-gp substrate

P-glycoprotein
substrate: SVM model

built on 1033 molecules
(training set)_

and tested on 415 Yes
molecules (test set)_

10-fold CV: ACC=0.72/
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set),

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=091

CYP2C19 inhibitor Yes

Cytochrome P450
2C19 inhibitor: SVM
model built on 9272
molecules (training set)
and tested on 3000
molecules (test set)_




10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2(C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068 No
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model

built on 7518 molecules
(training set)

and tested on 2579 Yes
molecules (test set)_

10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -6.02 cm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 0 violation
MW <500

MLOGP <4.15

NorO<10

NHorOH <5

Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.

Comb. Chem. No; 1 violation: MR>130
160 <MW <480

-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

Veber Yes




Veber (GSK) filter:
implemented from
Veber DF. et al. 2002 J.
Med. Chem.

Rotatable bonds < 10
TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from.

Egan W1. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Yes

Muegge

Muegge (Bayer) filter:
implemented from
Muegge 1. et al. 2001 J.
Med. Chem.

200 <MW <600

-2 <XLOGP<5

TPSA <150 Yes
Num. rings <7

Num. carbon > 4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond ace. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.

Medicinal Chemistry
PAINS

Pan Assay Interference
Structures:

implemented from 0 alert
Baell JB. & Holloway

GA. 2010 J. Med.

Chem.

Brenk

Structural Alert:
implemented from 0 alert
Brenk R. et al. 2008
ChemMedChem

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <3.5

Num. rotatable bonds <
7

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

Synthetic accessibility © 4.20

Synthetic accessibility
score: from [ (very

difficult)




based on 1024
fragmental contributions
(FP2)_modulated by size
and complexity penaties,
trained on 12°782°590
molecules and tested on
40 external molecules

(2=0.94)
S5 ®
i KXY - Water Solubility
Log S (ESOL)
o, P-IJ(C“' FLEX SIzE ESOL: Topological
i method implemented 6.02

©/ INSATU POLAR

INSOLU

SMILE COclcc2c(ecc1OCcleceec])oce(c2=0)clec(OC)c2e(c10
S C)O0C(02)(C)C

Physicochemical Properties

Formula C28H2608
Molecular weight 490.50 g/mol
Num. heavy atoms 36
Num. arom. heavy

22
atoms
Fraction Csp3 0.25

Num. rotatable bonds 7
Num. H-bond acceptors 8
Num. H-bond donors 0
Molar Refractivity 134.09
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

85.59 A2

Lipophilicity
Log Py (iILOGP)

iLOGP: in-house
physics-based method 501
implemented from

Daina A et al. 2014 J.

Chem. Inf. Model.

Log P, ,, (XLOGP3)

XLOGP3: Atomistic

and knowledge-based

method calculated by_
XLOGP program, 4.99
version 3.2.2, courtesy

of CCBG, Shanghai

Institute of Organic
Chemistry,

Log Py (WLOGP) 5.42

WLOGP: Atomistic
method implemented
from

Wildman SA and

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

4.74e-04 mg/ml ; 9.66e-07 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly

Log S (Ali)

Ali: Topological method
implemented from -6.53
Alil etal. 2012J.

Chem. Inf. Model.

Solubility
Class

1.46e-04 mg/ml ; 2.97e-07 mol/l

Solubility class: Log S

scale.

Insoluble < -10 < Poorly. poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly.

Log S (SILICOS-IT)

SILICOS-IT:

Fragmental method

calculated by_

FILTER-IT program,  -9.52
version 1.0.2, courtesy,

of SILICOS-IT,
http://www.silicos-

it.com

Solubility
Class

1.47e-07 mg/ml ; 3.01e-10 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

<Highly

Pharmacokinetics
GI absorption High




Crippen GM. 1999 J.
Chem. Inf. Model.

Log P, (MLOGP)

MLOGP: Topological
method implemented

from

Moriguchi I. et al. 1992 1.98
Chem. Pharm. Bull.
Moriguchi L. et al. 1994
Chem. Pharm. Bull.

Lipinski PA. et al. 2001

Adv. Drug. Deliv. Rev.

Log Py, (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http:/www.silicos-
it.com

6.09

Consensus Log P,

Consensus L0g£0/_w; 470

Average of all five
predictions

Gatrointestinal
absorption: according
to the white of the
BOILED-Egg

BBB permeant

BBB permeation: No
according to the yolk of
the BOILED-Egg

P-gp substrate

P-glycoprotein

substrate: SVM model

built on 1033 molecules
(training set)_

and tested on 415 Yes
molecules (test set)_

10-fold CV: ACC=0.72 /
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set)

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84 /
AUC=0091

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068 No
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor No




Cytochrome P450 3A4
inhibitor: SVM model
built on 7518 molecules
(training set),

and tested on 2579
molecules (test set)_
10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -5.75 ecm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 0 violation
MW <500

MLOGP <4.15

NorO<10

NH or OH<5

Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.

Comb. Chem. No; 2 violations: MW>480, MR>130
160 <MW <480

-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

Veber

Veber (GSK) filter:
implemented from

Veber DF. et al. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan WJ. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Yes

Muegge Yes

Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600

-2 <XLOGP<5

TPSA <150

Num. rings <7

Num. carbon > 4

Num. heteroatoms > |
Num. rotatable bonds <
15




H-bond ace. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F
> 10% in rat
implemented from
Martin YC. 2005 J.
Med. Chem.

M
PAINS

0.55

edicinal Chemistry

Pan Assay Interference

Structures:
implemented from
Baell JB. & Holloway,
GA. 2010 J. Med.
Chem.

Brenk

Structural Alert:
implemented from
Brenk R. et al. 2008
ChemMedChem

Leadlikeness

Leadlikeness:
implemented from

Teague SJ. 1999 Angew.

Chem. Int. Ed.

250 <MW <350
XLOGP <3.5

Num. rotatable bonds <
7

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024
fragmental contributions
(EP2) modulated by size

0 alert

0 alert

No; 2 violations: MW>350,
XLOGP3>3.5

436

and complexity penaties,

trained on 12°782°590
molecules and tested on
40 external molecules

(2=0.94)

LIPO

FLEX SIZE

Q) INSATU POLAR

INSOLU

SMILE COc1¢20C0Oc2c¢(cclclcoc2e(c1=0)cc(c(c2)OCclcccec
S 1)OC1CCCCO01)0C

Physicochemical Properties

Log S (ESOL)

ESOL: Topological
method implemented
from

Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

Solubility class: Log S
scale

Insoluble < -10 < Poorly
< -6 < Moderately < -4

Water Solubility

-6.33

2.51e-04 mg/ml ; 4.72e-07 mol/l
Poorly soluble

®




Formula C30H2809

Molecular weight 532.54 g/mol
Num. heavy atoms 39

Num. arom. heavy 2

atoms

Fraction Csp3 0.30

Num. rotatable bonds 8
Num. H-bond acceptors 9
Num. H-bond donors 0
Molar Refractivity 142.64
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

94.82 A2

Lipophilicity
Log Py (iILOGP)

iLOGP: in-house
physics-based method 4.88
implemented from

Daina A etal. 2014 J.

Chem. Inf. Model.

Log Py (XLOGP3)

XLOGP3: Atomistic

and knowledge-based
method calculated by
XLOGP program, 5.23
version 3.2.2, courtesy

of CCBG, Shanghai

Institute of Organic
Chemistry

Log P, (WLOGP)

WLOGP: Atomistic

method implemented

from 5.54
Wildman SA and

Crippen GM. 1999 J.

Chem. Inf. Model.

Log P, (MLOGP)

MLOGP: Topological
method implemented

from

Moriguchi I. et al. 1992 2.00
Chem. Pharm. Bull._
Moriguchi L. et al. 1994
Chem. Pharm. Bull.

Lipinski PA. et al. 2001

Adv. Drug. Deliv. Rev.

Log Py (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http:/www.silicos-
it.com

593

Consensus Log Py, 4.72

< Soluble < -2 Very <0
< Highly,

Log S (Ali)

Ali: Topological method
implemented from -6.97
Alil. etal 2012 J.

Chem. Inf. Model.

Solubility 5.71e-05 mg/ml ; 1.07e-07 mol/l
Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly.

Log S (SILICOS-IT)

SILICOS-IT:

Fragmental method

calculated by_

FILTER-IT program, -9.22
version 1.0.2, courtesy

of SILICOS-IT,
http://www.silicos-

it.com

Solubility 3.20e-07 mg/ml ; 6.01e-10 mol/l
Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

<Soluble <-2 Very <0

< Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation:
according to the yolk of
the BOILED-Egg

No

P-gp substrate

P-glycoprotein

substrate: SVM model

built on 1033 molecules
(training set)_

and tested on 415 Yes
molecules (test set)_

10-fold CV: ACC=0.72 /
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor No

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set),

and tested on 3000
molecules (test set)_




Consensus Logﬁo/_w;

Average of all five
predictions

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=0091

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model

built on 3664 molecules
(training set)

and tested on 1068 Yes
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model

built on 7518 molecules
(training set),

and tested on 2579 Yes
molecules (test set)_

10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -5.84 cm/s
implemented from
Potts RO and Guy RH.
1992 Pharm. Res.
Druglikeness
Lipinski Yes; 1 violation: MW>500

Lipinski (Pfizer) filter:
implemented from
Lipinski CA. et al. 2001
Adv. Drug Deliv. Rev.
MW <500

MLOGP <4.15
NorO<10
NHorOH<5




Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.

Comb. Chem. No; 2 violations: MW>480, MR>130
160 <MW <480

-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

Veber

Veber (GSK) filter:
implemented from

Veber DF. et al. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan W1. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Yes

Muegge

Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600
-2<XLOGP<5

TPSA <150 No; 1 violation: XLOGP3>5
Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond ace. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.
Medicinal Chemistry
PAINS
Pan Assay Interference
Structures:
implemented from 0 alert

Baell JB. & Holloway,
GA. 2010 J. Med.
Chem.

Brenk

Structural Alert:

implemented from 0 alert
Brenk R. et al. 2008
ChemMedChem

Leadlikeness No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

Leadlikeness:

implemented from




Teague SJ. 1999 Angew.

Chem. Int. Ed.

250 <MW <350
XLOGP <35

Num. rotatable bonds <
7

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)
based on 1024
fragmental contributions

5.05

(FP2)_modulated by size

and complexity penaties,

trained on 12°782°590
molecules and tested on
40 external molecules

(2=0.94)

LIPO

FLEX SIZE

Q) INSATU POLAR

INSOLU

SMILE COc1c20COc2c¢(cclclcoc2e(c1=0)cc(c(c2)OCcleccee
S 1)0)0C

Physicochemical Properties

Formula C25H2008
Molecular weight 448.42 g/mol
Num. heavy atoms 33
Num. arom. heavy

22
atoms
Fraction Csp3 0.16

Num. rotatable bonds 6
Num. H-bond acceptors 8
Num. H-bond donors 1
Molar Refractivity 119.97
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

96.59 Az

Lipophilicity
Log P, (iILOGP)

iLOGP: in-house
physics-based method 4 g
implemented from

Daina A etal. 2014 J.

Chem. Inf. Model.

Log Py, (XLOGP3) © 4.05

XLOGP3: Atomistic
and knowledge-based

Log S (ESOL)

ESOL: Topological
method implemented
from

Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

Solubility class: Log S
scale

Insoluble < -10 < Poorly
< -6 < Moderately < -4
< Soluble <-2 Very <0
< Highly

Log S (Ali)

Ali: Topological method
implemented from
AliJ. etal. 2012 J.
Chem. Inf. Model.

Solubility
Class

Solubility class: Log S
scale

Insoluble < -10 < Poorly.
< -6 < Moderately < -4
< Soluble <-2 Very <0
< Highly

Log S (SILICOS-IT)

SILICOS-IT:
Fragmental method
calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http:/www.silicos-
it.com

Solubility
Class

Water Solubility

-5.27

2.41¢-03 mg/ml ; 5.38¢-06 mol/l

Moderately soluble

-5.78

7.40e-04 mg/ml ; 1.65e-06 mol/l

Moderately soluble

-8.10

3.55e-06 mg/ml ; 7.93e-09 mol/l
Poorly soluble

®




method calculated by
XLOGP program,
version 3.2.2, courtesy
of CCBG, Shanghai
Institute of Organic
Chemistry,

Log Py (WLOGP)

WLOGP: Atomistic

method implemented

from 434
Wildman SA and

Crippen GM. 1999 J.

Chem. Inf. Model.

Log Py, (MLOGP)

MLOGP: Topological
method implemented

from

Moriguchi I. et al. 1992 138
Chem. Pharm. Bull.
Moriguchi L. et al. 1994
Chem. Pharm. Bull.

Lipinski PA. et al. 2001

Adv. Drug, Deliv. Rev.

Log P,y (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy,
of SILICOS-IT,
http://www.silicos-
it.com

491

Consensus Log P,

Consensus Log P

Average of all five
predictions

3.75

Solubility class: Log S
scale

Insoluble < -10 < Poorly
< -6 <Moderately <-4
< Soluble <-2 Very <0
< Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation:
according to the yolk of
the BOILED-Egg

No

P-gp substrate

P-glycoprotein
substrate: SVM model
built on 1033 molecules
(training set)_

and tested on 415 Yes
molecules (test set)_

10-fold CV: ACC=0.72/
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set)

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=0091

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2(C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set)

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor Yes

Cytochrome P450 2D6
inhibitor: SVM model




built on 3664 molecules
(training set),

and tested on 1068
molecules (test set)_
10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model

built on 7518 molecules
(training set),

and tested on 2579 Yes
molecules (test set)_

10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -6.16 cm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 0 violation
MW <500

MLOGP <4.15

NorO<10

NHorOH<5

Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.
Comb. Chem. Yes
160 <MW <480
-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

Veber

Veber (GSK) filter:
implemented from

Veber DF. et al. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan WI. ctal 20007, ¢
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Muegge Yes

Muegge (Bayer) filter:
implemented from




Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600
2<XLOGP<5
TPSA <150

Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond acc. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.
Medicinal Chemistry
PAINS
Pan Assay Interference
Structures:
implemented from 0 alert

Baell JB. & Holloway
GA. 2010 J. Med.
Chem.

Brenk

Structural Alert:

implemented from 0 alert
Brenk R. et al. 2008
ChemMedChem

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <3.5

Num. rotatable bonds <
7

No; 2 violations: MW>350,
XLOGP3>3.5

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024

fragmental contributions 3.99
(FP2)_.modulated by size

and complexity penaties
trained on 12°782°590
molecules and tested on

40 external molecules

(2=0.94)

Water Solubility
Log S (ESOL) -5.89

ESOL: Topological
method implemented
from




LIPO

FLEX SIZE

INSATU POLAR

INSOLU

SMILE C=CCOclcc2c(cclOCclcccecl)occ(c2=0)clec(OC)c2e
S (c10C)0C02

Physicochemical Properties

Formula C28H2408
Molecular weight 488.49 g/mol
Num. heavy atoms 36
Num. arom. heavy

22
atoms
Fraction Csp3 0.18

Num. rotatable bonds 9
Num. H-bond acceptors 8
Num. H-bond donors 0
Molar Refractivity
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

85.59 A2

Lipophilicity
Log P, (iILOGP)

iLOGP: in-house
physics-based method
implemented from
Daina A et al. 2014 J.
Chem. Inf. Model.

4.77

Log P,y (XLOGP3)

XLOGP3: Atomistic
and knowledge-based
method calculated by_
XLOGP program,
version 3.2.2, courtesy
of CCBG, Shanghai
Institute of Organic
Chemistry.

5.02

Log P, (WLOGP)

WLOGP: Atomistic
method implemented
from

Wildman SA and
Crippen GM. 1999 J.
Chem. Inf. Model.

5.20

Log Pyyy (MLOGP) 1.91
MLOGP: Topological
method implemented

from

Moriguchi L. et al. 1992
Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.

Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

6.30e-04 mg/ml ; 1.29e-06 mol/l

Solubility class: Log S

scale

Insoluble <-10 < Poorly Moderately soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

<Highly

Log S (Ali)

Ali: Topological method
implemented from
AliJ. etal. 2012 J.
Chem. Inf. Model.

-6.56

Solubility
Class

1.35e-04 mg/ml ; 2.77e-07 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly. pgorly soluble
< -6 <Moderately < -4

< Soluble <-2 Very <0

< Highly

Log S (SILICOS-IT)

SILICOS-IT:
Fragmental method
calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http:/www.silicos-
it.com

-9.22

Solubility
Class

2.91e-07 mg/ml ; 5.96e-10 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

<Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation: No
according to the yolk of
the BOILED-Egg

P-gp substrate Yes

P-glycoprotein
substrate: SVM model
built on 1033 molecules
(training set)_

and tested on 415
molecules (test set)_
10-fold CV: ACC=0.72/
AUC=0.77




Lipinski PA. et al. 2001
Adv. Drug, Deliv. Rev.

Log Py, (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http://www.silicos-
it.com

Consensus Log Py,

Consensus Log P :

Average of all five
predictions

6.25

4.63

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set)

and tested on 3000
molecules (test set)_
10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=0.91

CYP2C19 inhibitor

Cytochrome P450
2C19 inhibiter: SVM
model built on 9272
molecules (training set),
and tested on 3000
molecules (test set)_
10-fold CV: ACC=0.80 /
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2(C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model
built on 5940 molecules
(training set),

and tested on 2075
molecules (test set)_
10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068
molecules (test set)_
10-fold CV: ACC=0.79/
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model
built on 7518 molecules
(training set),

and tested on 2579
molecules (test set)_
10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:
QSPR model
implemented from_
Potts RO and Guy RH.
1992 Pharm. Res.

No

Yes

Yes

No

Yes

-5.72 cm/s




Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 0 violation
MW <500

MLOGP <4.15

NorO<10

NHorOH<5

Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.

Comb. Chem. No; 2 violations: MW>480, MR>130
160 <MW <480

-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

Veber

Veber (GSK) filter:
implemented from

Veber DF. et al. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan W1J. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Yes

Muegge

Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600

2 <XLOGP<5

TPSA <150 No; 1 violation: XLOGP3>5
Num. rings <7

Num. carbon >4

Num. heteroatoms > |
Num. rotatable bonds <
15

H-bond ace. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.

Medicinal Chemistry
PAINS 0 alert

Pan Assay Interference
Structures:
implemented from

Baell JB. & Holloway,
GA. 2010 J. Med.
Chem.




Brenk 1 alert: isolated_alkene

Structural Alert:
implemented from
Brenk R. et al. 2008
ChemMedChem

X 4

isolated_alkene

3

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <3.5

Num. rotatable bonds <
7

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024

fragmental contributions 4,28
(FP2)_modulated by size

and complexity penaties,
trained on 12°782°590
molecules and tested on

40 external molecules

LIPO

FLEX SIZE

INSATU POLAR

INSOLU

SMILE COc1¢20COc2c¢(cclclcoc2e(c1=0)cc(c(c2)OCclccece
S 1)OCclcceeel)OC

Physicochemical Properties

Formula C32H2608
Molecular weight 538.54 g/mol
Num. heavy atoms 40
Num. arom. heavy

28
atoms
Fraction Csp3 0.16

Num. rotatable bonds 9
Num. H-bond acceptors 8
Num. H-bond donors 0
Molar Refractivity
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

85.59 A2

Lipophilicity

(P=094)
Water Solubility
Log S (ESOL)
ESOL: Topological
method implemented 6.80

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

8.51e-05 mg/ml ; 1.58e-07 mol/l

Solubility class: Log .S

scale

Insoluble < -10 < Poorly Poorly soluble
<-6 < Moderately < -4

< Soluble <-2 Very <0

< Highly

Log S (Ali)

Ali: Topological method
implemented from
AliJ. etal. 2012 J.
Chem. Inf. Model.

744

Solubility
Class

1.96e-05 mg/ml ; 3.63e-08 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly poorly soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

< Highly.

Log § (SILICOS-IT) -11.24

®




Log P, (iLOGP)

iLOGP: in-house
physics-based method
implemented from
Daina A et al. 2014 J.
Chem. Inf. Model.

Log P, (XLOGP3)

XLOGP3: Atomistic
and knowledge-based
method calculated by
XLOGP program,
version 3.2.2, courtesy,
of CCBG, Shanghai
Institute of Organic
Chemistry

Log Py (WLOGP)

WLOGP: Atomistic
method implemented
from

Wildman SA and
Crippen GM. 1999 J.
Chem. Inf. Model.

Log P, (MLOGP)

MLOGP: Topological
method implemented
from

Moriguchi I. et al. 1992
Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.
Lipinski PA. et al. 2001
Adv. Drug. Deliv. Rev.

Log Py (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http:/www.silicos-
it.com

Consensus Log P,

Consensus Log P/

Average of all five
predictions

4.87

5.87

6.06

2.54

6.89

5.24

SILICOS-IT:
Fragmental method
calculated by_
FILTER-IT program,
version 1.0.2, courtesy,
of SILICOS-IT,
http://www.silicos-
it.com

Solubility 3.12e-09 mg/ml ; 5.79e-12 mol/l
Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly Insoluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

< Highly.

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation:
according to the yolk of
the BOILED-Egg

No

P-gp substrate

P-glycoprotein

substrate: SVM model
built on 1033 molecules
(training set)_

and tested on 415 No
molecules (test set)_

10-fold CV: ACC=0.72/
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model

built on 9145 molecules
(training set),

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=0091

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2C9 inhibitor Yes

Cytochrome P450 2C9
inhibitor: SVM model
built on 5940 molecules




(training set)
and tested on 2075
molecules (test set)_
10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068 No
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model

built on 7518 molecules
(training set),

and tested on 2579 Yes
molecules (test set)_

10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -5.42 cm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 1 violation: MW>500
MW <500

MLOGP <4.15

NorO<10

NH or OH<5

Ghose

Ghose filter:
implemented from
Ghose AK. etal. 1999 J.
Comb. Chem.

160 <MW <480
-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

No; 3 violations: MW>480,
WLOGP>5.6, MR>130

Veber

Veber (GSK) filter:
implemented from

Veber DF. et al. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan No; 1 violation: WLOGP>5.88




Egan (Pharmacia)
filter: implemented
from

Egan W1J. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Muegge

Muegge (Bayer) filter:
implemented from
Muegge I. et al. 2001 J.
Med. Chem.

200 <MW <600

-2 <XLOGP<5

TPSA <150

Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond acc. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F
> 10% in rat
implemented from
Martin YC. 2005 J.
Med. Chem.

No; 1 violation: XLOGP3>5

0.55

Medicinal Chemistry

PAINS

Pan Assay Interference
Structures:
implemented from

Baell JB. & Holloway,
GA. 2010 J. Med.
Chem.

Brenk

Structural Alert:
implemented from
Brenk R. et al. 2008
ChemMedChem

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <3.5

Num. rotatable bonds <
7

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024
fragmental contributions
(FP2)_modulated by size
and complexity penaties,
trained on 12°782°590
molecules and tested on
40 external molecules

(2=0.94)

0 alert

0 alert

No; 3 violations: MW>350, Rotors>7,

XLOGP3>3.5

4.52




LIPO

Q @, o- | PLEX SIZE
& 3
@j INSATU POLAR

INSOLU

SMILE COc1¢20C(Oc2¢(cclclcoc2e(c1=0)ce(c(c2)OCcleccee

S 1)OC1CCCCO1)OC)(C)C
Physicochemical Properties

Formula C32H3209

Molecular weight 560.59 g/mol

Num. heavy atoms 41

Num. arom. heavy

atoms 2

Fraction Csp3 0.34

Num. rotatable bonds 8
Num. H-bond acceptors 9
Num. H-bond donors 0
Molar Refractivity
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

94.82 A2

Lipophilicity
Log P,y (iLOGP)

iLOGP: in-house
physics-based method

: 5.44
implemented from

Daina A etal. 2014 J.

Chem. Inf. Model.

Log P,y (XLOGP3)

XLOGP3: Atomistic

and knowledge-based
method calculated by_
XLOGP program, 5.85
version 3.2.2, courtesy.

of CCBG, Shanghai

Institute of Organic
Chemistry,

Log Py, (WLOGP)

WLOGP: Atomistic

method implemented

from_ 6.32
Wildman SA and

Crippen GM. 1999 J.

Chem. Inf. Model.

Log P, (MLOGP) 2.38

MLOGP: Topological
method implemented
from

Moriguchi I. et al. 1992

Water Solubility
Log S (ESOL)
ESOL: Topological
method implemented 6.87

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

7.56e-05 mg/ml ; 1.35e-07 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly. Poorly soluble
< -6 < Moderately <-4

< Soluble <-2 Very <0

< Highly

Log S (Ali)

Ali: Topological method
implemented from -7.61
AliJ etal. 2012J.
Chem. Inf. Model.

Solubility
Class

1.37e-05 mg/ml ; 2.44e-08 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly. poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly

Log S (SILICOS-IT)

SILICOS-IT:

Fragmental method

calculated by_

FILTER-IT program,  -9.95
version 1.0.2, courtesy

of SILICOS-IT,
http://www.silicos-

it.com

Solubility
Class

6.30e-08 mg/ml ; 1.12e-10 mol/l

Solubility class: Log .S

scale

Insoluble < -10 < Poorly. Poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

<Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according Low
to the white of the
BOILED-Egg

BBB permeant

BBB permeation:
according to the yolk of
the BOILED-Egg

No

®




Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.
Lipinski PA. et al. 2001
Adv. Drug. Deliv. Rev.

Log Py (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by
FILTER-IT program,
version 1.0.2, courtesy
of STLICOS-IT,
http://www.silicos-
it.com

Consensus Log Py

Consensus Logﬁo/_wg

Average of all five
predictions

6.57

5.31

P-gp substrate Yes

P-glycoprotein
substrate: SVM model
built on 1033 molecules
(training set)_

and tested on 415
molecules (test set)_
10-fold CV: ACC=0.72 /
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set),

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84 /
AUC=0091

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model

built on 3664 molecules
(training set),

and tested on 1068 Yes
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor No

Cytochrome P450 3A4
inhibitor: SVM model
built on 7518 molecules
(training set),

and tested on 2579
molecules (test set)_
10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86




Log K, (skin
permeation)

Skin permeation:

QSPR model -5.57 cm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer)_ filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 1 violation: MW>500
MW <500

MLOGP <4.15

NorO<10

NH or OH <5

Ghose

Ghose filter:
implemented from
Ghose AK. etal. 1999 J.
Comb. Chem.

160 < MW < 480
-04<WILOGP<5.6

40 <MR <130

20 < atoms <70

No; 4 violations: MW>480,
WLOGP>5.6, MR>130, #atoms>70

Veber

Veber (GSK) filter:
implemented from

Veber DF. etal. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan W1J. et al. 2000 J.
Med. Chem.

WLOGP < 5.88
TPSA<131.6

No; 1 violation: WLOGP>5.88

Muegge

Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600

2 <XLOGP<5

TPSA <150 No; 1 violation: XLOGP3>5
Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond acc. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.




Medicinal Chemistry
PAINS

Pan Assay Interference
Structures:
implemented from

Baell JB. & Holloway
GA.2010J. Med.
Chem.

0 alert

Brenk

Structural Alert:
implemented from
Brenk R. et al. 2008
ChemMedChem

0 alert

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <35

Num. rotatable bonds <
7

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024

fragmental contributions 5.31
(FP2)_modulated by size

and complexity penaties,
trained on 12°782°590
molecules and tested on

40 external molecules

(2=0.94)
S12 ®
i KXY - Water Solubility
Log S (ESOL)
o, OJ( T FLEX SiZE ESOL.: Topological
method implemented 5.80

INSATU POLAR

INSOLU

SMILE COc1¢20C(Oc2c(cclclcoc2e(c1=0)ce(c(c2)OCcleccce
S 1)0)OC)(O)C

Physicochemical Properties

Formula C27H2408
Molecular weight 476.47 g/mol
Num. heavy atoms 35

igﬁg arom. heavy 2

Fraction Csp3 0.22

Num. rotatable bonds 6
Num. H-bond acceptors 8
Num. H-bond donors 1
Molar Refractivity

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

7.57e-04 mg/ml ; 1.59e-06 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Moderately soluble
<-6 < Moderately < -4

< Soluble <-2 Very <0

<Highly

Log S (Ali)

Ali: Topological method
implemented from
AlilJ. etal. 2012 J.
Chem. Inf. Model.

-6.42

Solubility
Class

1.83e-04 mg/ml ; 3.84¢-07 mol/l
Poorly soluble




TPSA 96.59 Az

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

Lipophilicity
Log P, (iLOGP)

iLOGP: in-house
physics-based method 4.52
implemented from

Daina A et al. 2014 J.

Chem. Inf. Model.

Log P, (XLOGP3)

XLOGP3: Atomistic

and knowledge-based

method calculated by
XLOGP program, 4.66
version 3.2.2, courtesy

of CCBG, Shanghai

Institute of Organic
Chemistry.

Log Py, (WLOGP)

WLOGP: Atomistic
method implemented
Wildman SA and
Crippen GM. 1999 J.
Chem. Inf. Model.

Log P,y (MLOGP)

MLOGP: Topological
method implemented

from

Moriguchi I. et al. 1992 1.78
Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.

Lipinski PA. et al. 2001

Adv. Drug. Deliv. Rev.

Log Py, (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http://www.silicos-
it.com

5.54

Consensus Log P,

Consensus Log P,:

Average of all five
predictions

432

Solubility class: Log S
scale

Insoluble < -10 < Poorly
< -6 <Moderately < -4
< Soluble <-2 Very <0
< Highly

Log S (SILICOS-IT)

SILICOS-IT:

Fragmental method

calculated by_

FILTER-IT program,  -8.84
version 1.0.2, courtesy

of SILICOS-IT,
http:/www.silicos-

it.com

Solubility 6.97¢-07 mg/ml ; 1.46e-09 mol/l
Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

<Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation:
according to the yolk of
the BOILED-Egg

No

P-gp substrate

P-glycoprotein
substrate: SVM model

built on 1033 molecules
(training set)_

and tested on 415 Yes
molecules (test set)_

10-fold CV: ACC=0.72/
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set),

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=091

CYP2C19 inhibitor Yes

Cytochrome P450
2C19 inhibitor: SVM
model built on 9272
molecules (training set)
and tested on 3000
molecules (test set)_




10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2(C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068 No
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model
built on 7518 molecules
(training set)

and tested on 2579 No
molecules (test set)_

10-fold CV: ACC=0.77 /
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -5.90 cm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. etal. 2001

Adv. Drug Deliv. Rev.  Yes; 0 violation
MW <500

MLOGP <4.15

NorO<10

NHorOH <5

Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.
Comb. Chem. Yes
160 <MW <480
-0.4<WLOGP<5.6
40<MR <130

20 < atoms <70

Veber Yes




Veber (GSK) filter:
implemented from
Veber DF. et al. 2002 J.
Med. Chem.

Rotatable bonds < 10
TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from.

Egan W1. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Yes

Muegge

Muegge (Bayer) filter:
implemented from
Muegge [. et al. 2001 J.
Med. Chem.

200 <MW < 600

-2 <XLOGP<5

TPSA <150 Yes
Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond acc. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.

Medicinal Chemistry
PAINS

Pan Assay Interference
Structures:

implemented from_ 0 alert
Baell JB. & Holloway

GA. 2010 J. Med.

Chem.

Brenk

Structural Alert:
implemented from 0 alert
Brenk R. et al. 2008
ChemMedChem

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <35

Num. rotatable bonds <
7

No; 2 violations: MW>350,
XLOGP3>3.5

Synthetic accessibility © 4.21

Synthetic accessibility
score: from [ (very

difficult)




based on 1024
fragmental contributions
(FP2)_modulated by size
and complexity penaties,
trained on 12°782°590
molecules and tested on
40 external molecules

(2=0.94)
S13 ®
i KXY - Water Solubility
Log S (ESOL)
FLEX SizE ESOL: Topological
method implemented 6.42

we

o
o
o

b
o o,

INSATU POLAR

INSOLU

SMILE C=CCOclecc2e(cc1OCclecceel)oce(c2=0)clec(OC)c2e
S (c10C)0C(02)(C)C

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

Topological Polar
Surface Area:
Calculated from.
Ertl P. et al. 2000 J.
Med. Chem.

Log P, (iILOGP)

iLOGP: in-house
physics-based method
implemented from
Daina A et al. 2014 J.
Chem. Inf. Model.

Log P, ,, (XLOGP3)

XLOGP3: Atomistic
and knowledge-based
method calculated by_
XLOGP program,
version 3.2.2, courtesy
of CCBG, Shanghai
Institute of Organic
Chemistry,

Log Py (WLOGP)

WLOGP: Atomistic
method implemented
from

Wildman SA and

C30H2808
516.54 g/mol
38

22
0.23

143.23

85.59 A2

Lipophilicity

5.34

5.63

5.98

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

1.95¢-04 mg/ml ; 3.77e-07 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly

Log S (Ali)

Ali: Topological method
implemented from
AliJ. etal 2012 J.
Chem. Inf. Model.

-7.19

Solubility
Class

3.33e-05 mg/ml ; 6.44e-08 mol/l

Solubility class: Log S

scale.

Insoluble < -10 < Poorly. poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly.

Log S (SILICOS-IT)

SILICOS-IT:
Fragmental method
calculated by_
FILTER-IT program,
version 1.0.2, courtesy.
of SILICOS-IT,
http://www.silicos-
it.com

-9.96

Solubility
Class

5.72e-08 mg/ml ; 1.11e-10 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

< Highly

Pharmacokinetics

GI absorption High




Crippen GM. 1999 J.
Chem. Inf. Model.

Log P, (MLOGP)

MLOGP: Topological
method implemented

from

Moriguchi I. et al. 1992 230
Chem. Pharm. Bull.
Moriguchi L. et al. 1994
Chem. Pharm. Bull.

Lipinski PA. et al. 2001

Adv. Drug. Deliv. Rev.

Log Py, (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy.
of SILICOS-IT,
http:/www.silicos-
it.com

6.89

Consensus Log Py,

Consensus L0g£0/_w; 593

Average of all five
predictions

Gatrointestinal
absorption: according
to the white of the
BOILED-Egg

BBB permeant

BBB permeation: No
according to the yolk of
the BOILED-Egg

P-gp substrate

P-glycoprotein
substrate: SVM model

built on 1033 molecules
(training set)_

and tested on 415 Yes
molecules (test set)_

10-fold CV: ACC=0.72 /
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set)

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84 /
AUC=0091

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2(C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model

built on 3664 molecules
(training set),

and tested on 1068 No
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor No




Cytochrome P450 3A4
inhibitor: SVM model
built on 7518 molecules
(training set),

and tested on 2579
molecules (test set)_
10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:
QSPR model
implemented from
Potts RO and Guy RH.
1992 Pharm. Res.

Lipinski

Lipinski (Pfizer) filter:
implemented from
Lipinski CA. et al. 2001
Adv. Drug Deliv. Rev.
MW <500

MLOGP <4.15
NorO<10

NH or OH<5

Ghose

Ghose filter:
implemented from
Ghose AK. etal. 1999 J.
Comb. Chem.

160 <MW <480

-0.4 <WLOGP<5.6

40 <MR <130

20 < atoms <70

Veber

Veber (GSK) filter:
implemented from
Veber DF. et al. 2002 J.
Med. Chem.

Rotatable bonds < 10
TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan WJ. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Muegge

Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 < MW < 600

-2 <XLOGP <5

TPSA <150

Num. rings <7

Num. carbon > 4

Num. heteroatoms > |
Num. rotatable bonds <
15

-5.45 cm/s

Druglikeness

Yes; 1 violation: MW>500

No; 3 violations: MW>480,
WLOGP>5.6, MR>130

Yes

No; 1 violation: WLOGP>5.88

No; 1 violation: XLOGP3>5




H-bond ace. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F
> 10% in rat
implemented from
Martin YC. 2005 J.
Med. Chem.

0.55

Medicinal Chemistry

PAINS

Pan Assay Interference

Structures:
implemented from
Baell JB. & Holloway,
GA. 2010 J. Med.
Chem.

Brenk

Structural Alert:
implemented from
Brenk R. et al. 2008
ChemMedChem

Leadlikeness

Leadlikeness:
implemented from

Teague SJ. 1999 Angew.

Chem. Int. Ed.

250 <MW <350
XLOGP <3.5

Num. rotatable bonds <
7

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult)

based on 1024
fragmental contributions
(EP2)_.modulated by size

0 alert

1 alert: isolated_alkene

s

csp?

isolated_alkene

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

4.51

and complexity penaties,

trained on 12°782°590
molecules and tested on
40 external molecules

(2=0.94)

LIPO

| FLEX SIZE

Ll o,
b

INSATU

-
o
a

ne

POLAR

INSOLU

SMILE C#CCOclcc2e(cc1OCceleeceel)oce(c2=0)clec(OC)c2c
S (c10C)0C(02)(C)C

Physicochemical Properties

Log S (ESOL)

ESOL: Topological
method implemented
from

Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

Solubility class: Log .S
scale

Insoluble < -10 < Poorly
< -6 < Moderately <-4

Water Solubility

-6.14

3.70e-04 mg/ml ; 7.19e-07 mol/l
Poorly soluble

®




Formula C30H2608

Molecular weight 514.52 g/mol
Num. heavy atoms 38

Num. arom. heavy 29

atoms

Fraction Csp3 0.23

Num. rotatable bonds 8
Num. H-bond acceptors 8
Num. H-bond donors 0
Molar Refractivity 141.87
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

85.59 A2

Lipophilicity
Log Py (iILOGP)

iLOGP: in-house
physics-based method 523
implemented from

Daina A etal. 2014 J.

Chem. Inf. Model.

Log Pypy (XLOGP3)

XLOGP3: Atomistic

and knowledge-based

method calculated by
XLOGP program, 5.10
version 3.2.2, courtesy

of CCBG, Shanghai

Institute of Organic
Chemistry

Log P,y (WLOGP)

WLOGP: Atomistic

method implemented

from 5.50
Wildman SA and

Crippen GM. 1999 J.

Chem. Inf. Model.

Log P, (MLOGP)

MLOGP: Topological
method implemented

from

Moriguchi I. et al. 1992 230
Chem. Pharm. Bull.
Moriguchi L. et al. 1994
Chem. Pharm. Bull.

Lipinski PA. et al. 2001

Adv. Drug. Deliv. Rev.

Log Py (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy
of SILICOS-IT,
http:/www.silicos-
it.com

6.73

Consensus Log Py, 4.97

< Soluble < -2 Very <0
< Highly

Log S (Ali)

Ali: Topological method
implemented from -6.64
Alil. etal 2012 J.

Chem. Inf. Model.

Solubility 1.18e-04 mg/ml ; 2.29e-07 mol/l
Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly poorly soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

< Highly.

Log S (SILICOS-IT)

SILICOS-IT:

Fragmental method
calculated by

FILTER-IT program, -9.60
version 1.0.2, courtesy

of SILICOS-IT,
http://www.silicos-

it.com

Solubility 1.31e-07 mg/ml ; 2.54e-10 mol/l
Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

<Soluble <-2 Very <0

<Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according High
to the white of the
BOILED-Egg

BBB permeant

BBB permeation:
according to the yolk of
the BOILED-Egg

No

P-gp substrate

P-glycoprotein

substrate: SVM model

built on 1033 molecules
(training set)_

and tested on 415 Yes
molecules (test set)_

10-fold CV: ACC=0.72 /
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor No

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set),

and tested on 3000
molecules (test set)_




Consensus Logﬁo/_w;

Average of all five
predictions

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=0.91

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80 /
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor

Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set)

and tested on 1068 No
molecules (test set)_

10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model
built on 7518 molecules
(training set),

and tested on 2579 No
molecules (test set)_

10-fold CV: ACC=0.77/
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -5.82 cm/s
implemented from
Potts RO and Guy RH.
1992 Pharm. Res.
Druglikeness
Lipinski Yes; 1 violation: MW>500

Lipinski (Pfizer) filter:
implemented from
Lipinski CA. et al. 2001
Adv. Drug Deliv. Rev.
MW <500

MLOGP <4.15
NorO<10
NHorOH<S5




Ghose

Ghose filter:

implemented from

Ghose AK. etal. 1999 J.

Comb. Chem. No; 2 violations: MW>480, MR>130
160 <MW <480

-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

Veber

Veber (GSK) filter:
implemented from
Veber DF. etal. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan WI. et al. 2000 J.
Med. Chem.

WLOGP < 5.88

TPSA <131.6

Yes

Muegge

Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600
-2<XLOGP<5

TPSA <150 No; 1 violation: XLOGP3>5
Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond acc. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.
Medicinal Chemistry
PAINS
Pan Assay Interference
Structures:
implemented from 0 alert

Baell JB. & Holloway.
GA. 2010 J. Med.

Chem.
Brenk 1 alert: triple_bond
Structural Alert:
implemented from —
Brenk R. et al. 2008 c - c
ChemMedChem
triple_bond
Leadlikeness No; 3 violations: MW>350, Rotors>7,

XLOGP3>3.5




Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP <35

Num. rotatable bonds <
7

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult),

based on 1024

fragmental contributions 4.51
(FP2)_modulated by size

and complexity penaties,
trained on 12°782°590
molecules and tested on

40 external molecules

(2=094)
S15 ®
i KXY - Water Solubility
Log S (ESOL)
| = FLEX SizE ESOL.: Topological
= method implemented 733

B =]
°><c||.

INSATU POLAR

o 1O

SMILE COc1¢20C(Oc2c(cclclcoc2e(c1=0)ce(c(c2)OCcleccce

INSOLU

S 1)OCcleceecl)OC)(C)C
Physicochemical Properties

Formula C34H3008

Molecular weight 566.60 g/mol

Num. heavy atoms 42

Num. arom. heavy 28

atoms

Fraction Csp3 0.21

Num. rotatable bonds 9
Num. H-bond acceptors 8
Num. H-bond donors 0
Molar Refractivity
TPSA

Topological Polar
Surface Area:
Calculated from
Ertl P. et al. 2000 J.
Med. Chem.

85.59 A2

Lipophilicity
Log P, (iILOGP)

iLOGP: in-house
physics-based method 5.35
implemented from

Daina A etal. 2014 J.

Chem. Inf. Model.

Log P,y (XLOGP3) © 6.48

from
Delaney JS. 2004 J.
Chem. Inf. Model.

Solubility
Class

2.62e-05 mg/ml ; 4.63e-08 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly Poorly soluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

< Highly

Log S (Ali)

Ali: Topological method
implemented from -8.07
AliJ. etal 2012 J.
Chem. Inf. Model.

Solubility
Class

4.79e-06 mg/ml ; 8.46e-09 mol/l

Solubility class: Log S

scale

Insoluble < -10 < Poorly. poorly soluble
< -6 < Moderately < -4

< Soluble < -2 Very <0

< Highly.

Log S (SILICOS-IT)

SILICOS-IT:
Fragmental method
calculated by_
FILTER-IT program,
version 1.0.2, courtesy,
of SILICOS-IT,
http://www.silicos-
it.com

-11.96




XLOGP3: Atomistic
and knowledge-based
method calculated by
XLOGP program,
version 3.2.2, courtesy
of CCBG, Shanghai
Institute of Organic
Chemistry

Log P,y (WLOGP)

WLOGP: Atomistic
method implemented
from

Wildman SA and
Crippen GM. 1999 J.
Chem. Inf. Model.

Log Py (MLOGP)

MLOGP: Topological
method implemented
from

Moriguchi L. et al. 1992
Chem. Pharm. Bull.
Moriguchi I. et al. 1994
Chem. Pharm. Bull.
Lipinski PA. et al. 2001
Adv. Drug. Deliv. Rev.

Log Py (SILICOS-IT)

SILICOS-IT: Hybrid
fragmental/topological
method calculated by_
FILTER-IT program,
version 1.0.2, courtesy.
of SILICOS-IT,
http://www.silicos-
it.com

Consensus Log Py,

Consensus Log Pyy:

Average of all five
predictions

6.84

2.91

7.53

5.82

Solubility 6.14e-10 mg/ml ; 1.08e-12 mol/l

Class

Solubility class: Log S

scale

Insoluble < -10 < Poorly Insoluble
< -6 < Moderately < -4

< Soluble <-2 Very <0

<Highly

Pharmacokinetics
GI absorption

Gatrointestinal

absorption: according Low
to the white of the
BOILED-Egg

BBB permeant

BBB permeation: o
according to the yolk of
the BOILED-Egg

P-gp substrate

P-glycoprotein
substrate: SVM model
built on 1033 molecules
(training set)_

and tested on 415 No
molecules (test set)_

10-fold CV: ACC=0.72 /
AUC=0.77

External: ACC=0.88 /
AUC=0.94

CYP1A2 inhibitor

Cytochrome P450 1A2
inhibitor: SVM model
built on 9145 molecules
(training set),

and tested on 3000 No
molecules (test set)_

10-fold CV: ACC=0.83 /
AUC=0.90

External: ACC=0.84/
AUC=0.91

CYP2C19 inhibitor

Cytochrome P450

2C19 inhibitor: SVM
model built on 9272
molecules (training set),

and tested on 3000 Yes
molecules (test set)_

10-fold CV: ACC=0.80/
AUC=0.86

External: ACC=0.80/
AUC=0.87

CYP2C9 inhibitor

Cytochrome P450 2C9
inhibitor: SVM model

built on 5940 molecules
(training set),

and tested on 2075 Yes
molecules (test set)_

10-fold CV: ACC=0.78 /
AUC=0.85

External: ACC=0.71/
AUC=0.81

CYP2D6 inhibitor No




Cytochrome P450 2D6
inhibitor: SVM model
built on 3664 molecules
(training set),

and tested on 1068
molecules (test set)_
10-fold CV: ACC=0.79 /
AUC=0.85

External: ACC=0.81/
AUC=0.87

CYP3A4 inhibitor

Cytochrome P450 3A4
inhibitor: SVM model

built on 7518 molecules
(training set),

and tested on 2579 No
molecules (test set)_

10-fold CV: ACC=0.77 /
AUC=0.85

External: ACC=0.78 /
AUC=0.86

Log K, (skin
permeation)

Skin permeation:

QSPR model -5.16 cm/s
implemented from

Potts RO and Guy RH.

1992 Pharm. Res.

Druglikeness
Lipinski

Lipinski (Pfizer) filter:

implemented from

Lipinski CA. et al. 2001

Adv. Drug Deliv. Rev.  Yes; 1 violation: MW>500
MW <500

MLOGP <4.15

NorO<10

NHorOH<5

Ghose

Ghose filter:
implemented from
Ghose AK. etal. 1999 J.
Comb. Chem.

160 <MW <480
-0.4<WLOGP<5.6

40 <MR <130

20 < atoms <70

No; 4 violations: MW>480,
WLOGP>5.6, MR>130, #atoms>70

Veber

Veber (GSK) filter:
implemented from

Veber DF. et al. 2002 J. Yes
Med. Chem.

Rotatable bonds < 10

TPSA <140

Egan

Egan (Pharmacia)
filter: implemented
from

Egan W1J. et al. 2000 J.
Med. Chem.

WLOGP < 5.88
TPSA<131.6

No; 1 violation: WLOGP>5.88

Muegge No; 1 violation: XLOGP3>5




Muegge (Bayer) filter:
implemented from
Muegge L. et al. 2001 J.
Med. Chem.

200 <MW <600

2 <XLOGP<5

TPSA <150

Num. rings <7

Num. carbon >4

Num. heteroatoms > 1
Num. rotatable bonds <
15

H-bond ace. <10
H-bond don. <5

Bioavailability Score

Abbott Bioavailability
Score: Probability of F

> 10% in rat 0.55
implemented from

Martin YC. 2005 J.

Med. Chem.
Medicinal Chemistry
PAINS
Pan Assay Interference
Structures:
implemented from 0 alert

Baell JB. & Holloway,
GA. 2010 J. Med.
Chem.

Brenk

Structural Alert:

implemented from 0 alert
Brenk R. et al. 2008
ChemMedChem

Leadlikeness

Leadlikeness:
implemented from
Teague SJ. 1999 Angew.
Chem. Int. Ed.

250 <MW <350
XLOGP<3.5

Num. rotatable bonds <
7

No; 3 violations: MW>350, Rotors>7,
XLOGP3>3.5

Synthetic accessibility

Synthetic accessibility
score: from 1 (very

difficult),

based on 1024

fragmental contributions 4.75
(EP2) modulated by size

and complexity penaties,
trained on 12°782°590
molecules and tested on

40 external molecules

(15=0.94)
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