Figure S1. Prediction of ADME profile and physicochemical and pharmacokinetic properties of compounds 157

and 164.

LEcTerY Water Solubility
Log S (ESOL) 450
Solubility 1.07e-02 mg/mi ; 3.20e-05 mol/l
REX Class Moderately soluble
o
H Log S (Al) 522
jr\u J = Solubility 2.02e-03 mg/mli ; 6.04e-06 mol/l
Class Moderately soluble
- HERATU Log S (SILICOST) -1.07
Solubility 2.82e-05 mg/mi ; 8.43e-08 mol/l
Class Poorty soluble
Pharmacokinetics
SMILES  CCeteec(cc)NC{=0)COC(=0)c1cece(nt ecec2 Gl absorption Hoh
Physicochemical Properties BBB permeant Yes
Formula C20H18N203 P-gp substrate No
Molecular weight 334.37 g/mol CYP1A2 inhibitor Yes
Num. heavy atoms 25 CYP2C19 inhibitor Yes
Num. arom. heavy atoms 16 CYP2CY inhibitor Yes
Fraction Csp3 0.15 CYP2D6 inhibitor Yes
Hum rofatable bonds 7 CYP3A4 inhibitor Yes
Num. H-bond acceptors N Log K;, (skin permeation) -5.44 cmis
Num. H-bond donors 1 s
Molar Refractivity 96.63
) Lipinski Yes; 0 violation
TPSA 6829 A2
Lipophiicity Ghose Yes
L0g Py (LOGP) 287 Vveber ves
Egan Yes
Log Pos (XLOGP3) 408 Mucge Vee
L0g Pon, (WLOGP) 340 Bioavailability Score 0.55
Log Pop (MLOGP) 259 Medicinal Chemistry
Log Py (SILICOSHT) 3.81 PAINS 0 alert
Consensus Log Poy 335 Brenk 0 alert
Leadlikeness No; 1 violation: XLOGP3>3.5
Synthetic accessibility 243
compound 164 Q)
oo Water Solubility
Log 5 (ESOL) 378
Solubility 5.45€-02 mg/mi ; 1.68e-04 mol
FLEX Class Soluble
Log S (Ali) -463
Solubility 7.65e-03 mg/mi ; 2.35e-05 moll
Class

n\(- \”/ \)k:/\O
=t INSATU

SMILES O=C(CScinnnnicicocect)NCeleceeet
Physicochemical Properties

Formula C16H15N50S

Molecular weight 325.39 g/mol

Num. heavy atoms 23

Num. arom. heavy atoms 17

Fraction Csp3 012

Num. rotatable bonds 7

Num. H-bond acceptors 4

Num. H-bond donors 1

Molar Refractivity 87.98

TPSA 98.00 A*
Lipophilicity

Log Py (ILOGP) 295

Log Popy (XLOGP3) 29

Log Popy (WLOGP) 1.92

Log Popy (MLOGP) 267

Log P (SILICOS-IT) 1.84

Consensus Log Pgpy, 246
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Moderately soluble
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