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Table S1. /n silico prediction of physicochemical properties and drug likeness of
compound 2a: (http://www.swissadme.ch/)
Physicochemical Properties

Formula CI17H16N202S
Molecular weight 312.39 g/mol
Num. heavy atoms 22
Num. arom. heavy atoms 6
Num. rotatable bonds 4
Num. H-bond acceptors 3
Num. H-bond donors 0
Molar Refractivity 97.03
TPSA 67.20 A2
Consensus Log Pow 3.07

Water Solubility
Log S (ESOL) -3.62
Solubility 7.43e-02 mg/ml ; 2.38e-04 mol/l
Class Soluble
Log S (Ali) -4.11
Solubility 2.44e-02 mg/ml ; 7.82e-05 mol/l
Class Moderately soluble
Log S (SILICOS-IT) -3.95
Solubility 3.53e-02 mg/ml ; 1.13e-04 mol/l
Class Soluble

Pharmacokinetics
GI absorption High
P-gp substrate No

Druglikeness

Lipinski Yes; 0 violation
Ghose Yes
Veber Yes
Egan Yes
Muegge Yes
Bioavailability Score 0.55

S3


http://www.swissadme.ch/

Table S2. In silico prediction of pharmacokinetic properties of compound 2a:
(https://preadmet.webservice.bmdrc.org/adme/)

BBB 0.0170815
Buffer_solubility mg L. 2264.34
Caco2 27.4134
HIA 98.532408

Plasma_Protein_Binding 96.228228

Table S3. Prediction of toxicological profile of compound 2a:
(https://tox.charite.de/protox3/index.php?site=home)

Classification Target Prediction  Probability
Organ toxicity Hepatotoxicity Inactive 0.69
Organ toxicity Nephrotoxicity Inactive 0.56
Organ toxicity Cardiotoxicity Inactive 0.66
Toxicity end points Carcinogenicity Inactive 0.53
Toxicity end points Immunotoxicity Inactive 0.90
Toxicity end points Mutagenicity Inactive 0.62
Toxicity end points Cytotoxicity Inactive 0.68
Metabolism Cytochrome CYP1A2 Inactive 0.80
Metabolism Cytochrome CYP2C19 Inactive 0.70
Metabolism Cytochrome CYP2C9 Inactive 0.58
Metabolism Cytochrome CYP2D6 Active 0.50
Metabolism Cytochrome CYP3A4 Inactive 0.77
Metabolism Cytochrome CYP2EI Inactive 0.99

Table S4. Ligand efficiency metrics of compound 2a:
(http://www.vulpinescience.co.uk/uploads/MedChem%20Calculators Ver3.2/Me
dChem%20Calculators.htm)

LE (COX-2) 0.43
LLE 3.6
LELP 7.1
LE (15-LOX) 0.33
LLE 2.1
LELP 9.3
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BC-NMR Spectrum of compound 2a
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"H-NMR Spectrum of compound 2b
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BC-NMR Spectrum of compound 2b
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"H-NMR Spectrum of compound 2c
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PEREHAN-1MP
PROTON_BSU DMSO {C:\data} nmr 12

- LCUVMOoOCSTe-t OM A ONTM - O
o ®© MANEAOTM 0~ ON- WO - O
® ® Ao YOOY M m 10
< MO MOMO MM m N~

§

\g parameters
65536
400.1300000 MHz

EM

0.10 Hz

1.00

St L

T T
50 48 4.6 4.4 4.2 4.0 3.8 3.6 34 32 3.0 28 2.6 ppm
| | \ R
g g lgfgy g 8
— (=] NI~ N o

PEREHAN-1MP
PROTON_BSU DMSO {C:\data} nmr 12

N o
NN O
O 0N

-

\/

145
¥ i X!

10.00 usec
16.00000000 W

Processing parameters

400.1300000 MHz
EM

0.10 Hz

1.00

7.0 ppm

S12




BC-NMR Spectrum of compound 2c
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"H-NMR Spectrum of compound 2d
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BC-NMR Spectrum of compound 2d
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"H-NMR Spectrum of compound 2e
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BC-NMR Spectrum of compound 2e
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'H-NMR Spectrum of compound 2f

6.

2

2!

2

2

1
_——4.883
———4.878

3.02 2,01 5.98
o o e
1.01 2 3.06 0975
T T T T T T T
lm_o 8 zZ 6 s 4 3

S21



BC.NMR Spectrum of compound 2f
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'H-NMR Spectrum of compound 4a
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BC-NMR Spectrum of compound 4a
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"H-NMR Spectrum of compound 4b
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BC-NMR Spectrum of compound 4b
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"H-NMR Spectrum of compound 4c
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BC-NMR Spectrum of compound 4c
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"H-NMR Spectrum of compound 4d
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BC-NMR Spectrum of compound 4d
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"H-NMR Spectrum of compound 4e
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BC-NMR Spectrum of compound 4e
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'H-NMR Spectrum of compound 4f
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BC-NMR Spectrum of compound 4f
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