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Compound 10




Compound 11

Fig. 5. Optimized structures (left), HOMO (middle), and LUMO (right) for compounds 4-11. Atom color index: White ', Grey C,
Blue N, Red O, and Green CI.




(8 8
Ex -
.-/ = e

I.'r.z .

/ \

| |

W, e R
NSATL POLAR
SMILES :ﬂrﬁ'ﬁ-j==§%1_;-:'l.22§£223:-3-2-:-:2JE3=C‘.{C{:~.2-:[=3';:n-|]1.-:1:::,-:-:[-:1';
Physicochemical Properties
Formula C24H23NG04
Molecular weight 45452 g/mnol
Mum. heawy atoms 24
Murm. arom. heavy atoms 12
Fraction Csp3 0.45
Murn. rotatable bonds 5
Murm. H-bond acceptors G
Mum. H-bond donars ]
Molar Refractivity 122,42
TPSA, 140.03 Az
Lipogphilicity

Log P, (iILOGF) 2.52
Log Py, (XLOGP3) 2.85
Log P, (WLOGP) am
Log P, (MLOGP) 2.05
Log Py, (SILICOS-IT) oT2
Consensus Log P, 223

Log S {ESOL)
Solubility

Class

Log 5 {Ali)
Solubility

Class

Log 5 (SILICOS-IT)
Solubility

Class
Gl absomption

BBB permeant
P-go substrate
CYP1AZ inhibitor
CYP2C10 inhibitor
CYP2C8 inhibitor
CYP2DE inhibitor
CYP3A4 inhibitor

Log K, (skin permeation)

Lipimsk

Ghoss

‘ieber

Epan

Muegge
Bioawvailability Score

PAINS

Brenk

Leadlikensss

Synthetic accessibility

Wiater Solubility
-4.45
1.64e-02 mg'ml ; 3.52e-05 mol/
Moderately soluble
587
B.88e-04 mg'ml ; 2.15=-0G mol/
Moderately soluble
-5.41
1.81e-03 mg/ml ; 3.88e-08 mnaol/
Moderately soluble
Phamacokinetics
Lonar
Mo
fes
Mo
No
fes
Mo
es
-7.10 emfs
Drnuglikeness
Yes; 0 violstion
MNo; 1 violation: MR=130
MNov; 1 violation: TPSA=140
No; 1 violation: TPSA>=131.6
fes
0.55
Medicinal Chenmistry
0 alert

4 alerts: acyl_hydrazine, hydrazine, nitro_group,
oxygen-nitrogen_single_bond

Mov; 1 violation: MWA=350

45D

Fig. 7. ADME prediction of compound 8.
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" ~ . moan LD S (SILICOST)
T Solubility
Class
SMILES S=-C-_‘Jc1cp:c_:1]NNl2[=3'£,:1 [nH]c(=0)c2c{n1 N{C1CCCOCIC1=C Gl sbsorption
C2c2ooeo{c2M+{(=0)[O-])CCCC1 BEE permeant
Physicochemical Properties P-gp substrate
Formula CI1H3INTO4S CYP1A2 inhibitor
Molecular weight 588.70 g/ma CYP2C10 inhibitor
Mum. heavy atoms 43 CYP2CE inhibitor
Murmn. arom. heawvy atoms 18 CYEZDE inhibitor
Fraction Csp3 0.35 CYPAAS inhibitor
Mum. rotatable bonds ] 2
Mum. H-bond acceptors 5 LSS G EseTE e
Mum. H-bond donars 4
Molar Refractivity 17384 Lipinski
TPSA 180.06 A2
Lipaphilicity s
Log F,, (ILOGF) 280 eber
Log P, (XLOGP3) 5.10 £
Lag Py, (WLOGF) 425 Muegge
Log Py, (MLOGF) e Bicawvailability Score
Log P, (SILICOS-IT) 253 PAINS
Consensus Log P, 3.85 Brenk

Leadlikensss

Synthetic accessibility

Wiater Solubility

-G48

1.85e-04 mgiml ; 3.26=-07 moli
Poorly soluble

-5.52

1.42e-08 mg'ml ; 2.

[45)
=

-0 rmoli?
Poorly soluble

-£.28

2.51e-08 mg'ml ; 4.18=-08 mol
Pooriy soluble
Phamnacokinetics

Lo

Yios
-6.24 cm's
Druglikeness

Mor; 3 violations: MW=500, MLOGP=4.15,
MorCe=10

Mo 3 violations: MW=480, MR>=130,
Hatoms=T0

Moy 1 violation: TPSA>=140
Mo 1 violation: TPSA>=131.5
Mo; 2 violations: XLOGP2=5, TPSA=150
07
Medicinal Chemistry
0 slert

2 alerts: nitro_group, oxygen-
nitrogen_single_bond, thiocarbonyl _group
Mo; 3 violations: MW>=350, Rotors=7,
HLOGPZ-3.5

5.40

Fig. 8. ADME prediction of compound 10.
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Physicochemical Properties

SMILES

Formula C33HIINTOES

lolecular weight §38.72 g/mao

Mum. heavy atoms 43

Mum. arom. heawvy atoms 18

Fraction Csp3 0.36

Mum. rotatable bonds ¥

Mum. H-bond acceptors i

Mum. H-bond donors 2

Muolar Refractivity 18535

TPSA 181.58 A=
Lipophilicity

Log Py 380

Log P, (XLOGP3) 566

Log Py, (WLOGP) 481

Log P, (MLOGF) 454

Log P, (SILICOS-IT) 274

Consensus Log P, 420

Log S ({ESOL)
Solubility
Class

Log 5 {Al)
Solubility

Class

Log 5 (SILICOS-IT)
Solubility
Class

Gl absorpticn

588 permeant
P-gp substrate
CYP1A2 inhibitor
CYFP2C18 inhibitar
CYP2CH inhibitor
CYP2D4 inhibitor
CYP3A4 inhibitor

Log K, (skin permeation)

Lipinski

Ghose
\eber
Egan
Muegpe

Hicavailability Score

FAIMNS
Srenk

Leadliikeness

Synthetic accessibility

Vister Solubility
-7.20
4 04e-05 mg'mi ; §.312-08 moll
Poorly soluble
-B.24
3.85e-07 mg'ml ; 5.70e-10 mol]
Poorly soluble
-B.27
3.45e-08 mgi'mi ; 5.40e-09 molf
Poorly soluble
Pharmacokinetics
LCI\.'-l'
Mo
fes
fes
Mo
fes
Mo
fes
6.18 cmis
Druglikeness

Mo: 3 viclations: MW=500, MLOGP>4.15,

MorD=10

Mo: 3 viclations: MW=480, MR=130,
Fatoms>T0

Mo 1 viclation: TPSA> 140
Mo: 1 viclation: TPSA>131.6

Mo: 3 viclations: MWSG00, XLOGP3=E5,

TPSA=150
D7

Medicinal Chemistry
0 alen

3 alerts: imine_1, nitro_group. oxygen-
nitrogen_single_bond

Mo; 2 viclations: MW=350, XLOGP3=3.5
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Fig. 9. ADME prediction of compound 11.




Spectral data
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Current Data Parameters

NAME sayed-karam-CAl

EXPNO 1
PROCNO 1

F2 - Acquisition Parameters
Date_ 20220918

Time 11,15
INSTRUM spect
PROBHD 5 mm PABBO BB/
PULPROG zg30

D 65536
SOLVENT DMSO

NS 65

DS 2

SWH 8012.820 Hz
FIDRES 0.122266 Hz
AQ 4.0894465 sec
RG 205.37

DW 62.400 usec
DE 6.50 usec
TE 300.0 K
D1 1.00000000 sec
TDO 1
======== CHANNEL fl ========
SFO1 400.1524711 MHz
NUC1 1H

Pl 12.00 usec
PLW1 18.00000000 W

F2 - Preocessing parameters
sI 65536

3F 400.1500000 MH=Z
WDW EM

3SB 0

LB 0.30 Hz
GB 0

EC 1.00

15 14

13 12 11 10 9 8

ppm
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Current Data Parameters

NAME sayed—karam-CA3
EXPNO 1
PROCNO 1
F2 - Acquisition Parameters
NO, Date_ 20220821
Time 8.38
INSTRUM spect
PROBHD 5 mm PABBC BB/
PULPROG zg30
TD 65536
CN SOLVENT CDC13
NS 106
| | DS 2
SWH 8012.820 Hz
N Né\O/\ FIDRES 0.122266 Hz
RO 4.0894465 sec
RG 205537
DW 62.400 usec
DE 6.50 usec
5 TE 300.0 K
D1 1.00000000 sec
TDO 1
= CHANNEL f1 ==
SFO1 400.1524711 MH=z
NUCl 11
Pl 12.00 usec
PLW1 18.00000000 W
F2 - Processing parameters
SI 65536
SF 400.1500000 MHz
WDW EM
SSB 0
i LB 0.30 Hz
GB 0
PC 1.00
e : j
I T I T T I T T I I T T I I I
15 14 13 12 11 10 9 8 7 6 5 4 3 2 1 ppm
o [T|w© | |r= [=210=2) M~ 0w
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7.350
7.340
7. 323
7.319
7.310
7.243
7.234
7.228
7.221
7.214
7.205
75199
3.489
3.438
3.390
3.315
3k 133
3.065
3.012
2.977
2.947
2.904
2.895
2.793
2.763
2.728
2.508
2.036

|
|

Current Data Parameters
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__w*ﬂ___.—~=:J Mo [
T I I I I I I T I I T
10 9 8 7 6 5 4 3 2 1 ppm
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NAME

sayed—karam—CAS

EXPNO
PROCNQ 1
F2 - Acquisition Parameters
Date_ 20220825
Time 10.:55
INSTRUM spect
PROBHD 5 mm PABBC BB/
PULEROG zg30
TD 65536
SOLVENT DMSQ
NS 91
DS 2
SwWH 8012.820 Hz
FIDRES 0.122266 Hz
AQ 4.0894465 sec
RG 205.37
D 62.400 usec
DE 6.50 usec
TE 300.0 K
D1 1.00000000 sec
TDO 1
== CHANNEL f1l ==
400.1524711 MH=z
1H
12.00 usec
18.00000000 w

F2 - Processing parameters

SI 65536

SF 400.1500000 MHz
WDW EM
SSB 0

LB 0.30 Hz
GB 0

PC 1.00
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Current Data Parameters
NAME sayed-karam-CA7
EXPNO 1
PROCNO 1
F2 - Acquisition Parameters
Date_ 20220825
Time 1 5259
INSTRUM spect
PROBHD 5 mm PABBC BB/
PULPROG zg30
TD 65536
SOLVENT DMSQ
NS 128
DS 2
SWH 8012.820 Hz
FIDRES 0.122266 Hz
AQ 4.0894465 sec
RG 205,37
DW 62.400 usec
DE 6.50 usec
TE 300.0 K
D1 1.00000000 sec
TDO g
== CHANNEL fl ==
400.1524711 MH=z
1H
12.00 usec
18.00000000 w
F2 - Processing parameters
SI 65536
| SF 400.1500000 MHz
| WDW EM
‘ ssE 0
u LB 0.30 Hz
I GB 0
___/4 U PC 1.00
T I I I I I
9 8 7 6 4 3 2 1 ppm
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Current Data Parameters
NAME sayed-karam-CA21
EXPNO 1
PROCNQ 1
F2 - Acquisition Parameters
Date_ 20220924
Time 12.05
INSTRUM spect
PROBHD 5 mm PABBC BB/
PULEPROG zg30
TD 65536
SOLVENT DMSQ
NS 128
DS 2
SWH 8012.820 Hz
FIDRES 0.122266 Hz
AQ 4.0894465 sec
RG 205.37
D 62.400 usec
DE 6.50 usec
TE 300.0 K

8 Dl 1.00000000 sec
TDO L
======== CHANNEL fl ========
SFO1 400.1524711 MH=z
NUCL 1H
Pl 12.00 usec
PLWl 18.00000000 w
F2 - Processing parameters
ST 65536
SF 400.1500000 MHz
WDW EM
S8B 0
LB 0.30 Hz
GB 0

] //I PC 1.00
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9617
8.850
8.675
8.255
7 553
7.548
7.249
7.238
T #22:8

14
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Current Data Parameters

NAME sayed-karam-CA19

EXPNO 1
PROCNO 1

F2Z - Acguisition Parameters
Date_ 20220912
Time 9.51
INSTRUM spect
PROBHD 5 mm PABBO BB/
PULPROG zg30

TD 65536
SOQLVENT DMSO
NS 128

D5 2
SWH 8012.820 Hz

FIDRES 0.122266 Hz
AQ 4.0894465 sec
RG 205.37

DW 62.400 usec
DE 6.50 usec
TE 300.0 K
Dl 1.00000000 sec
TDO 1
======== CHANNEL f1 ========
SFO1 400.1524711 MH=z
Nucl 1H

Pl 12.00 usec
PLW1 18.00000000 W

FZ - Processing parameters
SI 65536

SF 400.1500000 MH=z
WDW EM

55B 0

LB 0.30 Hz
GB 0

PC 1.00




7.989
7.374
7355
7.336
7.284
7.273
7.254
3.054
2,917
2907
2.850
2.809
2.786
2,770
2.745
24170
2.126
2.082
2035
2.010
1.980
1.965
1.874
1.864
1.843
L+T73
1.760
1.738
1.694
1. 685
1.673
15652
1.501
1.474
1.446
1.414
1.397
1.378
15339
1.307
L.+2163
1.244
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Current Data Parameters

NAME sayed-karam-CA13

EXPNO

PROCNO 1

F2 - Acgquisition Parameters
Date_ 20220924

Time 10.32
INSTRUM spect
PROBHD 5 mm PABBO BB/
PULPROG zg30

TD 65536
SOLVENT cDe13

NS 106

DS 2

SWH 8012.820 Hz
FIDRES 0.122266 Hz
AQ 4,0894465 sec
RG 205:37

DW 62.400 usec
DE 6.50 usec
TE 300.0 K

D1 1.00000000 sec
TDO 1
======== CHANNEL fl ========
SFO1 400,1524711 MH=
NUC1 1H

Pl 12.00 usec
PLW1 18.00000000 W

F2 - Processing parameters
81 65536

SF 400.1500000 MHz
WDW EM

SSB 0

LB 0.30 Hz
GB 0

PC 1.00
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