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Figure S1: 'H, 3C NMR, and HR-ESI-MS of the compounds 1-12
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HR-ESI-MS (positive) of compound 2

Samia,;Dr.Najeeb/MR-DH-3,/CDCLl3
FEFTESaAamE =
— [~ OO Wy U oq 0 oo oq
e el i =
e e S I e e e o
[ ]
i ||.l I 1 JL a
n_J |
Fli\l 52 =
BlEE £l
I T T T T T T T T T T
9 a8 T (i 5 4 3 2 1 P
H NMR (600 MHz) of compound 3 in CDCls
Samia/Dr Najeeb/MR-DH-3 /CDCL13
B.E.
©cq oo I ==
- T s s HEa 2 3
Lo T . e . .
LT =N L o B o o T |l ¥ = a9
— — — o o - - - [T T
Vo [ hl \
N NP ~ 4
Al JJ_l H |
T T T T T T T T T T
200 180 160 140 120 100 80 G0 40 20 PR




Molecules 2021, 26, 7074

6 of 23

13C NMR (125 MHz) of compound 3 in CDCls
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HR-ESI-MS (positive) of compound 6
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417ZW

Figure S2. Superimposed view of co-crystalized ligand in 4IZW. The docked and the X-ray conformations

of compound are shown in gray and green colors, respectively
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Table S1. The predicted ADMET properties of compounds.

Physicochemical Properties

Referen Acetazol

Comp 1 4 5 7 9 10 12 13 15 18 19 :
ce amide
Formuly C1OH CIIHILCI2HL _ . C8H6 C22H44 C31H62 C11HI11 C30H50 C26H52 C28H54 CBHSN4 C4H6N4
OrmMtia 63 BrO4 404 02 o2 02 BrO4 O 02 02 0383 03S2
134.1
176.17 287.11 22224 238.45 34058 466.82 28711 42672 396.69 42273 30437 22225
MW
g/mol g/mol g/mol g/mol g/mol g/mol g/mol g/mol g/mol g/mol g/mol g/mol g/mol
NHA 13 16 16 17 10 24 33 16 31 28 30 18 13
NAHA 6 6 6 0 6 0 0 6 0 0 0 10 5
Fré‘zggn 000 027 025 088 000 095 097 027 087 09 08 012 025
NRB 3 4 5 14 2 20 29 5 5 24 25 5 3
HBA 3 4 4 0 2 2 2 4 1 2 2 6 6
HBD 1 0 1 0 0 1 1 0 1 1 1 2 2

MR 4850 61.67 59.86 8336 3722 109.64 15290 61.51 13730 128.87 138.01 67.58 45.22

P 5060 A2 57° 000 A2 **1% 3730 A237.30 A252.60 A220.23 A 37.30 A2 37.30 A2 17?\'290 151.66 A

TPSA "%, e e

Lipophilicity

Log Pow 127 276 209 478 1.03 5.26 7.15 2.85 5.11 6.23 6.45 0.26 -0.21

Water Solubility
L(;%i)(E -1.89 -332 212 -637 -157 -716 -1043 -326 -798 -8.62 -9.04 -247 -1.14
very Solubl Poorl very Poorly Insolubl Poorly Poorly Poorly Ver
y y y
Class  solubl Soluble soluble solubl soluble e Soluble soluble soluble soluble Soluble soluble

e

Pharmacokinetics

21
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GIA High High High Low High Low Low High Low Low Low  Low Low

BBBP Yes Yes Yes No Yes No No Yes No No No No No

P-gpS  No No No No No No Yes No No No No No No

CYII;;AZ No Yes No Yes Yes  Yes No Yes No No No No No
C;{I;j}?l No Yes No No No No No Yes No No No No No
CYIiiC9 No No No No No No No No No No No No No
CYII;iD6 No No  No No No No No No No No No No No
CYII;iA4 No No No No No No No No No No No No No

-645 -6.15 -658 -1.02 -6.46 -1.01 1.68 -6.14 -234 0.18 0.39 -7.41 -7.84
Log Kp

cm/s cm/s cm/s cm/s cm/s cm/s cm/s cm/s cm/s cm/s cm/s cm/s cm/s
Druglikeness
Yes; 1 Yes; 1 Yes; 1 Yes; 1 Yes;1 Yes;1
violatio violatio violatio violatio violatio violatio
Lipinski Yes Yes  Yes n: Yes n: n: Yes n: n: n: Yes Yes
MLOGP MLOGP MLOGP MLOGP MLOGP MLOGP
>4.15 >4.15 >4.15 >4.15 >4.15 >4.15

BS 085 055 085 055 055 0.85 0.85 0.55 0.55 0.85 0.85 0.55 0.55

Medicinal Chemistry

PAINS 0 alert 0alert 0alert O alert 0 O alert Oalert Oalert Oalert Oalert Oalert Oalert 0 alert

alert
No; 3 No;2 No; 3 No;2 No;3  No;3
No; 1 No; T yiolatio No; 1 violatio g;q1atie violatio y;ii1atio violatio
Lead V.iolat violati .. Yiolat ns: ns: ns: ns: ns: 'No;.l

1ikeness on: YeS on: MW<25 on: ROtOI'S> MW>35 YeS MW>35 MW>35 MW>35 YeS VlOlatlon:
MW< MW<2 0 MW< 7, 0 0, 0 0 MW<250

250 50 Rotors> 250 XLOGP Rotors> XLOGP Rotors> Rotors>

7, 3>3.5 7, 3>3.5 7, 7,

22
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XLOGP XLOGP XLOGP XLOGP
3>3.5 3>3.5 3>3.5 3>3.5

SA 203 213 231 271 1.00 3.00 4.11 2.02 6.27 3.49 4.26 3.00 3.00

BBBP = Blood Brain Barrier permeant, BS = Bioavailability Score, CYP = cytochrome P450, GIA =
Gastrointestinal absorption HBA = Number of H-bond acceptors, HBD = Number of H-bond donors, Inh=
Inhibitor, Log Pow = Log P octanol/water, Log Kp = skin permeation, MR = Molar Refractivity, MW =
Molecular weight, NAHA = Number of aromatic heavy atoms, NHA = Num. heavy atoms, NRB = Number
of Rotatable bonds, P-gpS = P-glycoprotein substrate, Reference Ligand = (Co-crystallized Ligand), SA =
Synthetic accessibility , TPSA = Topological Polar Surface Area
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