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Table S1. Energy data (in Kcal/mol) from docking calculation by Autodock Vina for the new ligand
molecules 1a-1¢, 2a-2¢ and 3, in comparison with original and reference ligands.
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PDB original ligands and reference molecules

AE AE AE
Molecule Structure 5]CBw 30X3Y SETK®
HN/w
HFS
(original n.d. n.d. -8.1
ligand)
PT-262 n.d. n.d. -7.3
Y-27632 n.d. n.d. -6.7
VP-16
(original n.d. -13.3 n.d.
ligand)
N—NH
¢ AL
NV4
(original -10.3 n.d. n.d.
ligand)
MTP -8.1 n.d. n.d.

» tubulin (PDB ID: 5]CB),

®human topoisomerase II 3 (PDB ID: 3QX3)
9human ROCK 1 (PDB ID: 2ETK)



Table S2. ADME Prediction of compounds 1a-c, 2a-c, 3 (molecules 1-7, respectively) and reference

compounds evaluated by online Server Swiss-ADME.

®

Formula

Molecular weight

Num. heavy atoms

Mum. arom. heavy atoms
Fraction Csp3

Mum. rotatable bonds
Mum. H-bond acceptors
MNum. H-bond donors
Molar Refractivity

TPSA

Log Popy (LOGR)
Log Popy (XLOGP3)
Log Popy (WLOGP)
Log Popy (MLOGP)
Log Popy (SILICOSHT)

Consensus Log Posy

SMILES ~ COC1cc(OC2=C(N3CCCCCE)C(=0)c3e(C2=0)ncee3)ee (c10C)0C

Physicochemical Properties
C23H24N206
424.45 g/mol
31
12
0.35
6
7
0
116.26
8719 A2

Lipophilicity
3.24
3.54
2.88
0.00
3.46
262

Gl absorption
BBB permeant
P-gp substrate
CYP1AZ inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kp (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Pharmacokinetics
High

No

No

Yes
-6.38 cm/s
Druglikeness

Yes; 0 violation
Yes
Yes
Yes
Yes
0.56

Medicinal Chemistry
1 alert: quinone_A
0 alert
No; 2 violations: MW=350, XLOGP3=3.5
3.85

L RoX Y Water Solubility
LIPO
Hew Log S (ESOL) 505
?“- B Solubility 3.756-03 mg/mi ; 8.87e-06 mol/l
o _n_\c" FLEX SIze Class Moderately soluble
Log S (All) 555
1 Solubility 1.19e-03 mg/ml ; 2.80e-06 mol/|
b Class Moderately soluble
INSATU roLArR  Log S (SILICOSAT) -6.52
N
Solubility 1.28e-04 mg/mi ; 3.02e-07 mol/|
¢ Class Pooriy soluble
INSOLU
Pharmacokinetics
SMILES ~ COc1cc(OC2=C(N3CCCCC3)C(=0)eae(C2=0)ccced)ec(c10C)0C Gl absorption High
Physicochemical Properiies BBB permeant Yes
Formula C24H25NOB P_gp substrate No
Molecular weight 423 46 g/mol CYP1AZ inhibitor No
Num. heavy atoms 3 CYP2C19 inhibitor Yes
Num. arom. heavy aloms 12 CYP2CQ inhibitor Yes
Fraction Csp3 033 CYP2DE inhibitor Yes
Hum. rotatzble bonds 6 CYP3A4 inhibitor Yes
Num. H-bond acceplors 6 Log Kp (skin permeation) @ _5.84 cmis
Mum. H-bond donors ]
Druglikeness
Molar Refractivity 115 46 -
Lipinski Yes: 0 violation
TPSA 7430 A=
L il W Ghose Yes
ipophilici
Veber Yes
Log Popy (ILOGP) 343
Egan Yes
Log Popy (XLOGP3
g Popw ( ) 428 Muegge Yes
Log Popy (WLOGP) 3.49 Bioavailabilty Score 0.56
Log Popy (MLOGP) 1.00 Medicinal Chemistry
Log Popy (SILICOS-T) 403 PAINS 1 alert: quinone_A
Consensus Log Pojy 325 Brenk 0 alert
Leadlikeness No: 2 violations: MW>350, XLOGP3>3 5
Synthetic accessibility 3.92
1 KoXY% Water Solubility
LPO
nee Log S (ESOL) 450
‘|”- B Solubility 1.09e-02 mg/mi ; 2.56e-05 mol/l
° r'\c" FLEX size Class Moderately soluble
Log S (All) 506
Solubility 3 73e-03 mg/mi - 8 80e-06 mol
[+] N
= Class Moderately soluble
INSATU poLar  Log S (SILICOS-T) 515
N
Solubility 3.03e-04 mg/mi ; 7.13e-07 molA
o
Class Poorly soluble
INSOLU




®

fiesd Water Solubility
neo Heo Log S (ESOL) 459
(1"7 o Solubility 1.09e-02 mg/ml - 2 56e-05 malfl
o O~ FLEX SIZE  Class Moderately soluble
Log S (Ali) -5.06
1 Solubility 3.73e-03 mg/ml ; 8.60e-06 moll
- = Class Moderately soluble
. \N INSATU PoLaR  Log S (SILICOSAT) 6£.15
Solubility 3.03e-04 mg/ml ; 7.13e-07 mal
! Class Poorly soluble
INSOLU
Pharmacokinetics
SMILES COc1cc{OC2=C(N3CCCCC3)C(=0)c3c(C2=0)ccecn3)ec(c10C)OC Gl absorption High
Physicochemical Properiies BBB permeant No
Formula C23H24N206 P-gp substrate No
Molecular weight 424.45 g/mol CYP1AZ inhibitor No
Num. heavy atoms # CYP2C19 inhibitor Yes
Num. arom. heavy atoms 12 CYP2CQ inhibitor Yes
Fraction Csp3 039 CYP2DE inhibitor No
Hum. rofatable bonds g CYP3A4 inhibitor Yes
Num. H-bond acceptors 7 Log Kp (skin permeation) -5.38 cm/s
Num. H-bond donors 0 ;
Druglikeness
Molar Refractivity 116.26 . . .
Lipinski Yes; O violation
TPSA 87.19 A*
Ghose Yes
Lipophilicity
. Veber Yes
L0og Popy (LOGP) 323
Egan Yes
Log P, XLOGP3
9 Potw ( ) 3.34 Muegge Yes
Log Pow (WLOGP) 288 Bioavailability Score 0.56
Log Pypy (MLOGP) 0.00 Medicinal Chemistry
Log Popy (SILICOSAT) 3.48 PAINS 1 alert: quinone_A
Consensus Log Popy 262 Brenk 0 alert
Leadlikeness No: 2 violations: MW=350, XLOGP3=3.5
Synthetic accessibility 382
Molecule 4 @
fies Water Solubility
LIPO
Log S (ESOL) -4.27
Solubility 2.27e-02 mg/ml ; 5.32e-05 mol/l
o FLEX SIZE Class Moderately soluble
o,
e Log S (Ali) -4.82
CH, CH,
I‘ Solubility 6.46e-03 mg/ml ; 1.51e-05 moli
Class Moderately soluble
I‘ INSATU poLar  Log S (SILICOS-T) 6.76
:-1;‘ 0 Solubility 7.33e-05 mg/ml ; 1.72e-07 moll
C
Class Poorly soluble
INSOLY
Pharmacokinetics
SMILES  COc1ce(OC2=C(NCCN(C)C)C(=0)c3c(C2=0)cccc3)cc(c10C)0C Gl absorption High
Physicochemical Properties BBB permeant No
Formula C23H26N206 P-gp substrate No
Molecular weight 426.46 g/mol CYP1A2 inhibitor Yes
Num. heavy atoms 31 CYP2C19 inhibitor Yes
Num. arom. heavy atoms 12 CYP2CY inhibitor Yes
Fraction Csp3 0.30 CYP2DE inhibitor Yes
Hum. roatable bonds 9 CYP3A4 inhibitor Yes
Num. H-bond acceptors 7 Log Kp (skin permeation) -6.54 cmifs
Num. H-bond donors 1
Druglikeness
Molar Refractivity 114.66
Lipinski Yes; 0 violation
TPSA 86.33 Az
Lipophilcity Ghose Yes
ipophilici
S Veber Yes
Log Py (ILOGP) 375
Egan Yes
Log P KLOGP3
9 Ponw ( ) 333 Muegge Yes
Log Pojy (WLOGPY 2.53 Bioavailability Score 0.56
Log Pypy (MLOGP) 0.00 Medicinal Chemistry
Log Popw (SILICOSHIT) 3.19 PAINS 1 alert: quinone_A
Consensus Log Pgpy 256 Brenk 0 alert

Leadlikeness

Synthetic accessibility

No; 2 violations: MW=350, Rotors>7
4.02




Molecule 5 ®
HECTY Water Solubility
PO
q Log S (ESOL) 282
= | Solubility 6.46e-02 mg/ml ; 1.51e-04 mol/l
N d . FLEX Sze Class Soluble
=
N i -4.33
™, o 'u/\\/ Sen, Log S (Al
! ! " Solubility 1.99e-02 mg/ml ; 4. 65e-05 mol/l
Class Moderately soluble
I‘ INSATU PoLAR  LOQ S (SILICOSHT) -6.39
“‘;‘(/ . Solubility 1.73e-04 mg/ml ; 4. 06e-07 mol/l
Class Poorly soluble
INSOLU
Pharmacokineiics
SMILES  COc1cc(OC2=C(NCCN(C)C)C(=0)cac(C2=0)nceed)ee(c10C)0C Gl absorption High
Physicochemical Properties BBB permeant Mo
Formula C22H25N306 P-gp substrate Yes
Molecular weight 427 45 gimol CYP1A2 inhibitor Yes
Num. heavy atoms 31 CYP2C19 inhibitor Yes
Num. arom. heavy aloms 12 CYP2CO infibitor Yes
Fraction Csp3 082 CYP2D6 inhibitor No
um. rottabie bonds ° CYP3A4 inhibitor Yes
Num. H-bond acceptors 8 ) )
Log Kp (skin permeation) -7.06 cm/s
Num. H-bond donors 1
Druglikeness
Molar Refractivity 112,45
Lipinski Yes: 0 violation
TPSA 0022 A
Lipophilicity Ghose Yes
ipophilici
) E2p Veber Yes
Log Pgpy (ILOGP) 3.06
Egan Yes
Log P, XLOGP3 260
0 Popw ( ) Muegge Yes
Log Posw (WLOGP) 198 Bioavailability Score 056
Log Popy (MLOGF) -0.99 Medicinal Chemistry
Log Pgpy (SILICOSHT) 262 PAINS 1 alert: quinone_A
Consensus Log Popy 1.84 Brenk 0 alert
Leadlikeness No; 2 violations: MW=350, Rotors>7
Synthetic accessibility 3.94
Molecule 6 @
o Water Solubllity
Lpo Log 5 (ESOL) 382
Solubility 6.46e-02 mg/ml ; 1.51e-04 mol/l
FLEX size Class Soluble
o,
|
SNy Log S (Ali) -4.33
o, oM,
! Solubility 1.9%e-02 mg/ml ; 4.65e-05 mol/l
Class Moderately soluble
'I' INSATU PoLAR  Log S (SILICOS-IT) -6.39
EH:‘ 9 Solubility 1.73e-04 mg/ml ; 4.06e-07 mol/l
‘
Class Poorly soluble
INSOLU

SMILES ~ COc1cc(OC2=C(NCCN(C)C)C(=0)c3c(C2=0)ccen3)ec (¢ 10C)0C

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
MNum. H-bond acceplors
Num. H-bond donors
Molar Refractivity

TPSA

Log Pow (LOGP)
Log Pojiw (XLOGP3)

(

(

Log Paw (WLOGP)

Log Popw (MLOGP)
(

Log Pojw (SILICOS-IT)

Consensus Log Pomw

Physicochemical Properties
C22H25N306
427 .45 g/mol
H
12
0.32
9
8
1
112,45
09.22 Az

Lipophilicity
297
260
1.93
-0.99
262
1.83

Gl absorption

BBB permeant

P-gp substrate

CYP1AZ2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2DE inhibitor
CYP3A4 inhibitor

Log K, (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk
Leadlikeness

Synthetic accessibility

Pharmacokinetics
High
No
Yes
Yes
Yes.
Yes.
No
Yes
-7.06 cmfs
Druglikeness
‘Yes; 0 violation
Yes
Yes
Yes
Yes
0.56
Medicinal Chemistry
1 alert: quinone_A
0 alert
No; 2 violations: MW=350, Rotors>7
3.89




LPo
HE
. o
o o FLEX
CH,
o
0
(\‘ .O INSATU
/\\/N\/ o]
HO'
INSOLU

SIZE

FOLAR

Log S (ESOL)
Solubility
Class

Log S (All)
Solubility
Class

Log S (SILICOS-T)
Solubility
Class

‘Water Solubility

-4.09

3.80e-02 mg/ml ; 8.12e-05 moli
Moderately soluble

-4.26

2. 57e-02 mg/ml ; 5.48e-05 mol/l
Moderately soluble

577

7.99e-04 mg/ml ; 1.71e-06 moll
Moderately soluble

®

Pharmacokinetics
smiLEs  OCCN1CCN(CCT)C1=C(0c2ec(OC) (¢(c2)0C)0C)C(=0)e2e(C1=0) Gl absorption High
cee2 BBB permeant No
Physicochemical Properties
¥ Pe P-gp substrate Yes
Formula C25H28N207
CYP1AZ inhibitor No
Molecular weight 468.50 g/mol _
CYP2C18 inhibitor Yes
Num._ heavy atoms 34
CYP2CQ inhibitor Yes
Mum. arom. heavy atoms 12 N
CYP2D6 inhibitor o
Fraction Csp3 0.36 _
Num rotatable bonds 8 CYP3A4 inhibitor Yes
Num_ H-bond acceptors 8 Log Kp (skin permeation) -7.34 cmis
Num. H-bond donors 1 DULTLETES
Molar Refractivity 131.24 Lipinski ‘Yes: 0 violation
TESA 07 77 At Ghose No; 1 violation: MR>130
Lipophilicity Veber Yes
Log Py (ILOGP) 3.67 Egan Yes
Log Py (XLOGP3) 2.56 Muegge Yes
ilabi 0.56
Log Posw (WLOGP) 123 Bioavailability Score
Medicinal Chemistry
Log Py (MLOGP) -0.36
PAINS 1 alert: quinone_A
Log Py (SILCOST) 282 Brenk 0 ket
Consensus Log Posy 1.98 Leadlikeness No; 2 violations: MW=350, Rolors>7
Synthetic accessibility 4.20
Reference Molecules
lecule 8 @
Water Solubility
LIPO
oH Log S(ESOL) -2 55
Solubility 8.62e-01 mg/ml ; 2.81e-03 mol/l
Ml = FLEX SIZE Class Soluble
= Log S (All) 243
Solubility 1.15e+00 mg/ml ; 3.76e-03 moll
f==5==0
| Class Soluble
H
INSATU FoLaR  Log S (SILICOST) -3.81
Solubility 4.73e-02 mg/ml ; 1.54e-04 mol/|
NH Class Soluble
INSOLU

SMILES  Ocinccc2cicccc28(=0)(=0)N1CCNCCC

Physicochemical Properties

Formula C14H17N303S

Molecular weight 307.37 g/mol

Num. heavy atoms 21

Num. arom. heavy atoms 10

Fraction Csp3 0.36

Mum. rotatable bonds 2

Mum. H-bond acceptors 6

Mum. H-bond donors 2

Molar Refractivity 87.50

TPSA 90.91 A=
Lipophilicity

Log Poay (ILOGP) 1.86

Log Popw (XLOGP3) 0.93

Log Pgpy (WLOGF) 1.24

Log Popw (MLOGP) 0.55

Log Popy (SILICOSHT) 0.59

Consensus Log Popy 1.04

Gl absorption

BBB permeant

P-gp substrate

CYP1AZ2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kp (skin permeation)

Lipinski
Ghose
Veber
Egan
Muegge

Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Pharmacokinetics
High
Mo
Yes
MNo
MNo
Mo
No
No
-7.51 cm/s
Druglikeness
Yes; 0 violation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
0 alert
0 alert
Yes
27




Water Solubility

PO
K Log S (ESOL) 3.44
o Solubility ©.97e-02 mg/ml ; 3.60e-04 mol/l
FLEX SIZE Class Soluble
cl N
= Log S (Ali) 344
Solubility 1.01e-01 mg/ml ; 3.63e-04 mol/l
=
N Class Soluble
a INSATU FoLar  Log S (SILICOS-IT) -4.22
Solubility 1.66e-02 mg/ml ; 6.01e-05 mol/l
Class Moderately soluble
INSOLY
Pharmacokinetics
SMILES  CIC1=C(N2CCCCC2)C(=0)c2c(C1=0)ncee2 Gl absorption High
Physicochemical Properties BBB permeant Yes
Formula C14H13CIN20O2 P-gp substrate No
Molecular weight 276.72 gimol CYP1AZ inhibitor Yes
Num. heavy atoms 19 CYP2C19 inhibitor Yes
Num. arom. heavy atoms 6 CYP2C8 inhibitor No
Fraction Csp3 038 CYP2D6 inhibitor No
Hium. rotatable bonds 1 CYP3A4 inhibitor Yes
Num. H-bond acceptors E Log Kp (skin permeation) 605 cmis
Num. H-bond donors 0
Druglikeness
Molar Refractivity 75.57
Lipinski YYes; O violation
TPSA 5027 A
o hilicity Ghose Yes
ipophilici
= Veber Yes
Lo@ Py (ILOGP) 1.88
Egan Yes
Log P XLOGP3
9 Poiw ( ) 278 Muegge Yes
Log Fofw (WLOGP) 202 Bioavailabity Score 055
Log Posw (MLOGP) 0.55 Medicinal Chemistry
Log Py (SILICOS-IT) 288 PAINS 2 alerts: ene_one_hal, quinone A
Consensus Log Popy 201 Brenk 0 alert
Leadlikeness Yes
Synthetic accessibility 294
Molecule 10
H KX % Water Solubility
LIPO
n‘cv\l- Log S.(ESOL) -1.95
Solubility 2.75e+00 mg/ml ; 1.11e-02 mol/l
FLEX SIZE Class Very soluble
Log S (Ali) 197
Solubility 2.68e+00 mg/ml ; 1.08e-02 moll
o i Class Very soluble
XN INSATU PoLAR  Log S (SILICOS-T) =331
| P Solubility 1.20e-01 mg/ml ; 4.85e-04 moll
g Class Soluble
INSOLY

SMILES  C[C@H]([C@@H]1 CCIC@H](CC1)C(=0)Necencet)N
Physicochemical Properties

Formula C14H21N30

Molecular weight 24734 g/mol

Num. heavy atoms 18

Num. arom. heavy atoms 6

Fraction Csp3 0.57

Num. rotatable bonds 4

Num. H-bond acceptors 3

Num. H-bond donors 2

Molar Refractivity 72.79

TPSA 68.01 Az
Lipophilicity

Log Pomw (LOGP) 220

Log Pomw (XLOGP3) 0.95

Log Pgpy (WLOGP) 1.08

Log Pop (MLOGP) 113

Log Py (SILICOSHT) 1.56

Consensus Log Popy 1.57

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kp (skin permeation)

Lipinski

Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk
Leadlikeness

Synthetic accessibility

Pharmacokinetics

High

Yes

No

No

No

No

No

No

-T13cmis
Druglikeness

Yes; O violation

0.55
Medicinal Chemistry
0 alert
0 alert
No; 1 violation: MW<250
273




®

'i @ @ Water Solubility
o Heo Log S (ESOL) -3.75
e’ o Solubility 1.05e-01 mg/mi ; 1.78e-04 mol
FLEX SIZE Class Soluble
>\L . Log S (Al 355
e > Solubility 1.656-01 mg/ml ; 2.81e-04 moll
b Class Soluble
INSATU FoLAR  Log S (SILICOSHT) -3.18
Solubility 3.85e-01 mg/ml ; 6.55e-04 mol/l
o Class Soluble
Pharmacokinetics
COece(ce(c10)0C)C@H]1 [C@H)2C(=0)0CIC@E@HIZIC@@H) Gl absorption Low
SMILES EESEE;WWS)%?ENE)OCW O[C@@H12CO[C@Hl(C[C@HI2[C@@H] BBB permeant No
Physicochemical Properties P-gp substrate ves
Formula C20H32013 CYRIAZ inhibitor to
Molecular weight 588.56 g/mol CYP2C19 Inhibitor Ho
Num. heavy atoms 42 CYP2CQ inhibitor No
Num. arom. heavy atoms 12 CYP2D6 inhibitor Yes
Fraction Csp3 0.55 CYP3A4 inhibitor No
Num. rotatable bonds a Log Kp (skin permeation) -9 46 cmis
Num_ H-bond acceptors 13 Druglikeness
Num. H-bond donors 3 Lipinski No; 2 violations: MW=500, NorO=10
Molar Refractivity 139.11 Ghose No; 3 violations: MW:>480, MR>130, #atoms=70
TPSA 160.83 A Veber No; 1 violation” TPSA>140
Lipophilicity Egan No: 1 violation: TPSA>131.6
Log Pon (ILOGP) 3.24 Muegge No; 2 violations: TPSA>150, H-acc>10
Log Popy (XLOGP3) 0.60 Bioavallabiity Score 0.17
Log Posy (WLOGP) 1.01 Medicinal Chemistry
Log Pouy (MLOGF) -0.14 PAINS o alert
Log Pop (SILICOSHT) 095 Brenk oatert
Consensus Log Pyt i1a Leadlikeness No; 1 violation: MW=350
Synthetic accessibility 627
®
fiog Water Solubility
e iy Log S (ESOL) 497
o Solubility 5.37e-03 mg/ml ; 1.08e-05 mol/l
I O .I\m. FLEX SizE Class Moderately soluble
Log S (Ali) -5.90
),m” 0 Solubility 6.24e-04 mg/ml ; 1.26e-06 mol/l
o, ‘O ] > Class Moderately soluble
INSATU FoLAR  LOg S (SILICOS-IT) £.34
\/w\ﬂ/ Solubility 2.30e-04 mg/ml ; 4.61e-07 mol/
N Class Poorly soluble
INSOLU

SMILES

(c2c1cc10C0C1c2)Se 1 [nH]ncn 1

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 Popy (LOGP)

Log Pony (XLOGP3)
Log Popy (WLOGP)
Log Popy (MLOGP)
Log Popy (SILICOS-T)

Consensus Log Popy

Physicochemical Properties
C24H23N3075
497.52 g/mol
35
17
0.38
6
9
1
123.87
130.32 A*

Lipophilicity
278
3.30
3.00
1.60
34
282

COc1e(0C )t (ce10C)C@@H] [C@HI2C(=0)0C[Ca@@HI2[C@@H]

Gl absorption

BBB permeant
P-gp substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Ky (skin permeation)

Lipinski
Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Pharmacokinetics
Low
No
No
No
No
Yes
Yes
Yes
-6.99 cmis
Druglikeness
Yes; 0 violation
No; 1 violation: MW:=480
Yes
No; 1 violation: TPSA=131.6
Yes
0.55
Medicinal Chemistry
0 alert
0 alert
No; 1 violation: MW=350
513




iteos
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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 Pyjy (XLOGP3)

Log Pasw (MLOGP)

{
{

Log Pyjy (WLOGP)
(

Log Popy (SILICOSHT)

Consensus Log Pomw

FLEX

INSATU

C20H20M205

36838 g/mol

27

16

0.20

6

6

1

101.99

92.90 Az
Lipophilicity

3.22

3.07

3.09

063

3.35

267

Log S (ESOL)
Solubility
Class

Log S (Al)
Solubility
Class

Log S (SILICOSHT)
solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kp (skin permeation)

Lipinski
Ghose

Veber

Egan

Muegge
Bioavailability Score

PAINS
Brenk

Leadlikeness
Synthetic accessibility

Water Solubility

-4.10

2.92e-02 mg/ml ; 7.93e-05 mol/l
Moderately soluble

-4.69

7.56e-03 ma/ml ; 2.05e-05 mol/l
Moderately soluble

£.27

2.00e-04 mg/ml ; 5.42e-07 mol/l
Poorly soluble
Pharmacokinetics

High

-6.37 cm/s
Druglikeness

Yes; 0 violation

Yes

Yes

Yes

Yes

0.55

Medicinal Chemistry

0 alert

1 alert: aniline

No; 1 violation: MW=350

2.83

®




Figure S1. Overlapping of the energy minimized structures 1b (in red), PT-262 (in green)
and podophyllotoxin (in blue). Hydrogen atoms are omitted for clarity.
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Figure S2. 'THNMR spectrum (400MHz, CDCls) of compound 1a.
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Figure S4. 'H,3C long range correlations by HMBC experiment (400MHz, CDCls) of 1a.
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Figure S5. 'THNMR spectrum (400MHz, CDCls) of compound 1b.
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Figure S19. 'THNMR spectrum (400MHz, CDCls) of compound 3.
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Figure S21. 'H,"*C long range correlations by HMBC experiment (400MHz, CDCls) of 3.
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Figure S22. 'THNMR spectrum (400MHz, CDCls) of precursor 4.
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