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Table S1. Physicochemical Properties / Lipophilicity / Drug-likeness properties of the prepared compounds.

Num. Log Kp
Molecular | Num. | Num. | Num. _ o _
_ H- Molar TPSA | Consensus | Lipinski's | Bioavailability Gl (Skin
Compds. | weight | heavy | arom. | H-bond o _ )
bond | Refractivity | (A? Log Pomw Rule Score absorption | permeation)
(g/mol) | atoms | heavy | acceptor
donors (cm/s)
Hyd 422.48 32 23 4 2 124.13 90.01 3.36 Yes 0.55 High -6.18
HQ 577.63 44 33 6 2 171.73 109.47 5.50 Yes 0.55 Low -5.27
15A 559.62 43 33 5 1 173.52 83.61 5.83 No 0.17 Low -4.67
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Log 5 (ESOL)
Solubility
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Log 5 (AN)
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Log 5 (SILICOS-IT)
Solubility

Class

Gl absorpticn
B88 permeant
F-go substrate
CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2CH inhibitor
CYP2D4 inhibitor
CYP3A4 inhibitor

Log K, {skin permeation)

Lipinski

Ghose

\feber

Egan

Mueppe
Bicavailability Score

PAINS
Brenk

Leadlikensss

Synthetic accessibility

Wiater Solubility
-4 84
5.87e-03 mgimi ; 1.39e-05 moll
Maoderately scluble
-5.38
1.74e-03 mgiml ; 4.122-08 mokl
Moderately soluble
-7.95
4 77e-08 mgiml ; 1.132-08 moll
Poorly solulble
Pharmacokinetics
High
Nao
Nao
Nao
fes
fes
Nao
Nao
-5.18 cmis
Cruglikeness
Yes; 0 violation
fes
fes
fes

fes

Medicinal Chemistry

0 alert

3 alerts: acyl_hydrazine, hydrazine
michael_acceptor_1

Nuo; 3 violations: M=350, Rotors>7
XLOGP3=3.5

3.53

Fig. S1. ADME of compound Hyd.
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Physicochemical Properties
C3GH2ZTNGOZ

577,63 g/mo

Formula
Molecular weight

Mum. heavy atoms 44

MNum. arom. heawvy atoms ]

Fraction Csp3 0.03

Mum. rotatable bands 10

Num. H-bond acceptors 5}

MNum. H-boend donors 2

Molar Refractivity 171.73

TFSA 109.47 A=
Lipophilicity

Log P, (ILOGF) 4.40

Log Py, (RLOGP3) .42

Log P, (WLOGF) G.40

Log P, (MLOGF) 38T

Log P, (SILICOSAT) .25

Consensus Log P, 5.50

Water Solubility
Log S (ESOL) -7.38
Solubility 2.52e-05 mgiml ; 4.38e-08 mol
Class Poorly soluble
Log 5 (AN) -2.51
Solubility 1.782-08 mgiml ; 3.08=-08 moll
Class

Poorly soluble
-11.47
1.88=-09 mg'm

Log 5 (SILICOS-T)
Solubility 7 3.39e-12 mol]
Class Insoluble

Pharmacokinetics

Gl absorption Lowe
BES permeant Ne
F-go substrate Nao
CYP1A2 inhibitor M
CYP2C 19 inhibitor Na
CYP2CH inhibitar Na
CYP2D4 inhibitor Na
CYP3A4 inhibitor No
Log K, {skin permeation) -5.27 cmis
Druglikenass

Lipinski Yes; 1 vielation: MW=500
\feber fes
Egan Ne: 1 viclation: WLOGP=5.88
Mueppe Na; 1 wiclation: XLOGP3=5
Bicavailability Score .55

Medicinal Chemistry
FAINS 0 glert
Brenk 2 alets: imine_1, michae|_acceptor_1
Leadlikeness No; 3 violations: MW=150, Rotors>7

XLOGP3>3.5

Synthetic accessibility 437

Fig. S2. ADME of compound HQ.
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Physicochemical Properties

Formmula C3I6H25M502

Molecular weight 55862 g/mal

Mum. heawy atoms 43

Mum. arom. heavy stoms 33

Fraction Csp3 0,00

Mum. rotatable bonds i

Mum. H-bond acceptors 5

Mum. H-bond donors 1

Muolar Refractivity 173652

TPSA 2361 A°
Lipophilicity

Log Py, (ILOGF) 478

Log P, (XLOGPI) .10

Log P, (WLOGF) 8,60

Log P, (MLOGF) 456

Log Py, (SILICOS-IT) .01

Consensus Log P, 583

Log 5 {ESOL)
Solulbility
Class

Log 5 (Al
Solubility
Class

Leg 5 (SILICOS-IT)
Solubility
Class

Gl absorption

BBE permeant

F-go substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP204 inhibitor
CYP3A4 inhibitor

Log K, {skin permeation)

Lipinski

Ghose

Weber

Egan

Mueppe
Bicawailability Score

PAIMNS
Brank
Leadlikensss

Synthetic accessibility

Vilater Solubility

-7.85

5.212-08 mgiml ; 1.11e-D8 mol/
Poorly soluble

-B.87
1.182-08 mg'ml ; 2.12=-09 molf]
Poorly soluble
-11.15
3.842-09 mg'ml ; 6.85e-12 mol]
Insoluble
Pharmacokinetics
Lowe
Mo
Mo
Mo
Mo
Mo
Mo
Mo
-4 87 cmi's
Drupglikeness
Mo: 2 viclations: MWW=500, MLOGP=4.15

Mo: 3 viclations: MWW=480, WLOGP>5.6,
MR=130

es
Mao; 1 viclation: WLOGP=5.88
Mao; 1 viclation: XLOGP3=5
07

Medicinal Chemistry
1 alert: ene_five_het_C

2 glerts: imine_1, michael_acceptor_1

LOGFI=3.5

Mo 2 viclations: MW=380,
4.59

Fig. S3. ADME of compound 15A.
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Spectral data:
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'H NMR spectrum (DMSO-ds) of compound HQ
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Microanalytical Unit - FOPCU - NMR laboratory
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13C NMR spectrum (DMSO-ds) of compound HQ
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