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1. ADMET Predication.

In Silico assessment of all synthesized triazole derivatives 6a-g, 7a-g and 8a-g was performed
for the prediction of ADMET properties and to analyze Pharmacokinetics and physicochemical
properties of synthesized derivatives. In this study, we assessed absorption, distribution,
metabolism, excretion and toxicity properties using ADMET predictor FAFDrugs2 offline
program which runs on Linux platform. ADMET predictor FAFDrugs2 does ADMET
assessment or filtering of compounds who have lead and druglike properties.! In this study, we
have calculated the druglike properties of all the synthesized compounds 6a-g, 7a-g and 8a-g.
following to the Lipinski’s rule of five evaluate druglikenes.? Lipinski’s rule of five also known
as Pfizer's rule of five (ROS5) approach has been widely used as a filter for substances that
would likely be further utilized as a lead for drug design programs. We have also analyzed
parameters like a number of rotatable bonds (<10) and the number of rigid bonds, which implies
that the compound may have a good oral drug bio-availability and very good intestinal
absorption rate while passing through the GI track.? The values of polar surface area (PSA) for
synthesized triazole derivatives 6a-g, 7a-g and 8a-g indicated these agents have very high
solubility and also have good oral bioavailability. The parameters, molecular weight, No. of
Hydrogen bond donor and No. of Hydrogen bond Acceptors, LogP, Max size ring and the ratio
of H/C are associated with the oral absorption rate, showed that all synthesized compounds 6a-
g, 7a-g and 8a-g had good absorption. The percentage of absorption (% ABS) was calculated
using TPSA by using formula %ABS=109-(0.345xTPSA).3

All the analyzed physical, chemical descriptors and pharmaceutically relevant properties
for ADMET prediction by using FAF Drugs 2 and data are summarized in Table 1. The
ADMET prediction data obtained from all the synthesized triazole derivatives 6a-g, 7a-g and 8a-
g were within the range of accepted values, none of the synthesized triazole derivatives has

violated the Lipinski’s rule of five (ROS).



Table 1 In silico drug-like properties of synthesized triazole derivatives 6a-g, 7a-g and 8a-g
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6a 308335 2.5688  85.1812  69.04 19 1 4 0352 N
6b 322361 28772  85.1812  69.04 9 1 4 0333 NT
6c 322361 28772  85.1812  69.04 19 1 4 0333 NT
6d 322361 28772  85.1812  69.04 9 1 4 0333 NI
Se 34278 32222 851812 69.04 9 1 4 0411 NT
6f 34278 32222 85.1812  69.04 9 1 4 0411 NT
6g 34278 32222 851812  69.04 9 1 4 0411 NT
7a 338361 25774  81.9969  78.27 9 1 5 o038 NT
7b 352387 2.8858  81.9969  78.27 9 1 5 0368 NT
7 352387 2.8858  81.9969  78.27 9 1 5 0368 NT
7d 352387 2.8858  81.9969  78.27 9 1 5 0368 NT
7e 372.806 32308  81.9969 7827 19 1 5 0444 NT
7f  372.806 3.2308  81.9969  78.27 19 1 5 0444 NT
7g  372.806 32308  81.9969  78.27 19 1 5 0444 NT
8a 353332 3.0002 713881  109.02 20 1 6 0529 NT
8b  367.359 3.3086  71.3881  109.02 20 1 6 05 NI
8¢ 367.359 33086  71.3881  109.02 20 1 6 05 NT
8d 367359 33086  71.3881  109.02 20 1 6 05 NT



8¢ 387.777 3.6536 71.3881  109.02 7 20 1 6 0.588 NT
8t 387.777  3.6536 71.3881  109.02 7 20 1 6 0.588 NT

8 387.777 3.6536 71.3881  109.02 7 20 1 6 0.588 NT

(Percent absorption, MW: molecular weight, LogP: logarithm of partition coefficient of
compound between n-octanol and water, %ABS: Percentage of Absorption, PSA: Polar surface
area, n-RotBond: number of rotatable bonds, n-RigBond: number of rigid bonds, HBA: hydrogen
bond acceptors, HBD: hydrogen bond donor and (NT: Nontoxic)

2. General Experimental procedure for the synthesis of substituted 1-(prop-2-ynyloxy)
benzene (2a-c):

To the stirred solution of appropriate phenols 1a-c¢ (20 mmol) in N, N-dimethylformamide (DMF)
(20 mL), K,CO5 (24 mmol) was added. The reaction mixture was stirred at room temperature for
30 minutes, which results into the corresponding oxyanion. To this mixture, propargyl bromide
(20 mmol) was added and stirred for 2 h. The progress of the reaction was monitored by TLC
using ethyl acetate:hexane as a solvent system. The reaction was quenched by crushed ice. In
case of solid product, it was filtered and the obtained crude solid product was crystallized using
ethanol. The crystallized products were taken for next step. When the products are liquid, it has
been extracted in ethyl acetate (20 mL X 3). The combined organic layers were dried over
NaSO, The solvent was removed under reduced pressure and used for the further reaction

without purification.

2.1. General experimental procedure for the 2-chloro-N-phenylacetamide (4a-g)

The stirred solution of appropriate anilines 3a-g (20 mmol) in dichloromethane (DCM) (20 mL),
triethylamine (20 mmol) was added. The reaction mixture was stirred at 0 °C till the addition of
Chloroacetyl chloride (20 mmol) and then stirred at room temperature for 3-5 hrs. This resulted
into the corresponding 2-chloro-N-phenylacetamide. The progress of the reaction was monitored
by TLC using ethyl acetate:hexane as a solvent system the reaction was quenched by crushed ice.
In case of solid product, it was filtered and the obtained crude solid product and used for the

further reaction without purification.



2.2 General experimental procedure for the 2-azido-/N-phenylacetamide (5a-g)
2-chloro-N-phenylacetamide on nucleophilic substitution with sodium azide (NaN3;) in toluene
(20 mL), refluxed for 5-7 h. The progress of the reaction was monitored by TLC using ethyl
acetate:hexane as a solvent system. After the completion of reaction, toluene was removed under
reduced pressure and then the reaction was quenched by crushed ice. In case of solid product, it
was filtered and the obtained crude solid product was crystallized using ethanol. The crystallized
products were taken for next step. When the products are liquid, it has been extracted in ethyl
acetate (20 mL x 3). The combined organic layers were dried over NaSO,4 The solvent was
removed under reduced pressure and used for the further reaction without purification.

2.3 General experimental procedure for the Triethylammonium Acetate [Et;NH][OAc].
The ionic liquid was synthesized using standard literature procedure.* The reaction was carried
out in a 100 ml round-bottomed flask, which was immersed in a heated oil-bath and fitted with a
reflux condenser. Acetic acid (6.0 g, 0.1 mol) was added drop wise into the triethylamine (10.12
g, 0.1 mol) at 60 °C in 2 hours. After the addition, the reaction mixture was stirred for 2 hours at
80 °C to ensure the reaction had proceeded to completion. The reaction mixture was dried at 80
°C in high vacuum until the weight of the residue remained constant. The yield of [Et;NH][OAc]
was 94%. '"H NMR (200 MHz, CDCl;, 6 ppm) 1.25 (t, 9H), 2.05 (s, 3H), 3.07 (q, 6H), 8.39 (s,
1H); 3C NMR (100 MHz, CDCl3, 6 ppm) & 7.3, 28.5, 43.8, 175.4.
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4. 'H and '3C NMR spectra

[Et;NH][OAc] 'H NMR, 200 MHz, CDCl;
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6a. FT-IR
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6a. 'H NMR, 200 MHz, DMSO-d,
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6a. 3C NMR, 50 MHz, DMSO-dg
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6b. FT-IR

98

Transmittance [%]
94

92

90
1

3271.33
3143.40
3060.84
2939.80

T T T T
3500 3000 2500 2000
Wavenumber cm-1

6b. HRMS

LRS 2 16 89 (1.633) AM2 (Ar,20000.0,556.28,0.00,LS 3); Sm (SG, 3x1.00)
323.1510

1: TOF MS ES+
7.29e4

100
148.0766
o} N=N
et
N
H
ES
120.0817
201.1030
173.1080
324.1537
L~
[202. 1046 l245. 1321
2051464
105.0712 ' 5121807 845 ©67.2733
8.1 2800 667.
.1 13.1770 737.1882
N M1 1 0 Al D e s wiic
S0 100 150 200 250 300 350 400 450 500 550 600 850 700 750

T 1 Mz
800




6b. 'H NMR, 200 MHz, DMSO-d;
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6b. 3C NMR, 50 MHz, DMSO-dg
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6¢c. FT-IR
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6¢c. '"H NMR, 500 MHz, CDCIl3+DMSO-ds
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6d. FT-IR
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6e LC-MS
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6e. *C NMR, 125 MHz, CDCI;+DMSO-d
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6f. LC-MS
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6f. >’C NMR, 125 MHz, CDCI;+DMSO-d
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7a. LC-MS
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7a. 3C NMR, 125 MHz, CDCl;
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7b LC-MS
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7b 3C NMR, 125 MHz, CDCl,
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7¢ LC-MS
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7¢ BC NMR, 125 MHz, CDCl;+DMSO-d,
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7d. LC-MS

100

353.1

80

il

40

354 .

475.3

0

290.2

i Lli ol

0

I WY L L LI.

S579.5
F03.3

TOo1.4

| |
200 400

|
600

m'z

7d. '"H NMR, 500 MHz, CDCI;+DMSO-ds

9.68
—7.73

1.001
2.01%
2,001
2.0y
2.01+%

-
)

_~5.02
~4.94

3.55

—2.50

—2.10

T T T T T T T T T T T T T T T T T T T
11.5 110 105 100 95 90 85 80 75 7.0 65

6.0 5.
f1 (ppm)

5

4.5

4.0

21000
L 20000
19000
18000
17000
16000
L 15000
L 14000
13000
12000
11000
10000
L 9000
8000
7000
6000
5000
;4000
3000
2000

1000

-1000

=-2000

24




7d. *C NMR, 125 MHz, CDCI;+DMSO-d

6000

5500

5000

4500

4000
3500
3000
2500
2000
1500
1000

500

r-500

6£°0C —

67°6€
9p'6€
£€9'6€
6L'6€
96'6€

5578 —
81'6S —

9079 —

89°9L
£6'9L AN

6T°LL 7

LTPIT—
st
8b'61T —

TTper —
06'82T

S'EET
98'bET M

06'TST —
£€9°€ST —

8791 —

MeO

170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

180

7e. FT-IR

60°€Y9
¥1'6€L

—— 107018

e ———
JM

16758
€2°196
¥L'6€0}

— LG9¢l)
— ¥26lel
—9/°262)
— €2'69¢)

— SVeyl
—— 00705}
— 86751
— GE'16GI

— 8/'¢891

— §2'906¢

— G1'680€

— 16°092¢

96

T T T T
v6 e 06 88
[05] @oUBYIWSURL )

1000

1500

2000

2500

3000

3500

Wavenumber cm-1

25



7e. LC-MS
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7e. 3C NMR, 125 MHz, CDCI;+DMSO-d
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7f. LC-MS
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7f. 3C NMR, 125 MHz, CDCl;+DMSO-d
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8a. FT-IR
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8a. 'H NMR, 500 MHz, CDCl;+CD;0D
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8b. FT-IR
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8b. '"H NMR, 500 MHz, CDCl;+CD;0D
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8c. FT-IR

[eo]
[&]

C><)
BRUKER

96

o N
SR
3
o
8 S
=
E o _
c ©
© N=
Qg -
N
H
o
[ce]
~ o wn (=2} [s2] ‘—r\c»oocnmgvmmr\o‘—
~ N~ O N O ITNO0O FTOMONOTAN O N
S %8 o N YNNG COYINGF =R R ©
o] < I~ o © o)u')‘—le\t")LON(DOgOCD O~ M ©
N - O [} O© VLVOLTTOONN oW STOW 0
© ®» ® N - rrrrrrrrerree 0 ONN O
T T T T T T
3500 3000 2500 2000 1500 1000
Wavenumber cm-1
8c. HRMS
LRS 2 3 95 (1.755) AM2 (Ar,20000.0,556.28,0.00,LS 3); Sm (SG, 3x1.00) 1: TOF MS ES+
100 368.1384 1.69e5
0 N=N
OZNO N (0]
NN
N
H
*.
[360.1302
M
148.0768
120.0820
370.1418 2 v
% !
e 6 Y [ #010% _wsoeagmoaers 0 gy TR
50 400 450 500 550 600 850 700 750 800

34




8c. '"H NMR, 200 MHz, DMSO-d;
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8d. FT-IR
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8d. 'H NMR, 500 MHz, CDCI;+CD;0D
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8e. FT-IR
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8e. 'H NMR, 500 MHz, CDCl;+CD;0D
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8f. FT-IR
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8f. '"H NMR, 200 MHz, DMSO-d;
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8g. 'H NMR, 200 MHz, DMSO-ds
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