Fluorinated azole anticancer drugs: Synthesis, elaborated structure
elucidation and docking studies
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All IR spectra were recorded in
KBr discs Shimadzu FT
IR 8101 PC IR spectrophotometer.

Melting points were determined by
using Stuart in 0.5 mm (0.d.) glass
capillaries by a SMP3 melting
point apparatus.

NMR-spectra (Nuclear magnetic resonance spectra)

have been determined in deuterated solvent (DMSO-ds)
utilizing a Bruker Avance 300 instrument at 300 MHz for 'H
NMR or 75 MHz for '*C NMR in DMSO-d; solutions. The
measuring units for ¢ and ./ are ppm and Hz, respectively.

Mass spectra were recorded on a GCMS-QP 1000 EX
Shimadzu and GCMS 5988-A HP spectrometers

S1. The pictures and characterization of all device which have been utilized to record the spectra
for derivatives 3, 7, 11 and 13
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MDA-MB-231

120 - 3

100
80 1
60 o

40 1

Cell Viability %

20

Concentration (ug/ml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. (%)
500 0.78 99.22 0.44
250 3.09 96.91 0.75
125 6.38 93.62 0.96
62.5 10.53 89.47 0.81

31.25 21.34 78.66 1.28
15.6 34.92 65.08 2.46
7.8 49.53 50.47 3.91
3.9 68.14 31.86 2.84

2 81.36 18.64 2.92
1 90.45 9.55 1.73
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso-7.7 + 0.41 ug/ml.
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MDA-MB-231

120 -
7a

a0 +

60 +

Cell Viability %

40 +

20 1

Concentration (pg/ml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. ()
500 8.95 91.05 0.99
250 24.67 75.33 1.75
125 39.70 60.3 2.84
62.5 62.81 37.19 3.17

31.25 83.14 16.86 1.78
15.6 95.22 4.78 0.64
7.8 99.73 0.27 0.25
3.9 100 0

2 100 0
1 100 0
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso-97.1 *+ 4.9 ug/ml.
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MDA-MB-231

120 -

Te
100

a0 +

B0 ~

40 -

Cell Viability %

20 1

0 r——t—t—1

&
P &

) O
] )

Concentration (Hg/ml)

-

Sample conc. (ug/ml) Viability % Inhibitory % S.D. (&)
500 6.93 93.07 0.45
250 17.40 82.6 0.64
125 30.98 69.02 2.32
62.5 43.26 56.74 1.98

31.25 62.96 37.04 3.28
15.6 80.67 19.33 1.73
7.8 91.34 8.66 1.29
3.9 97.15 2.85 0.73

2 100 0
1 100 0
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICs0-51.8 + 3.4 ug/mi.
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MDA-MB-231

120 - 13b
100

80 1
60 +

40 A

Cell Viability %

20 1

0 . T . 1 L 1 . ¥ . L) . L) L ¥ . 1

F P P P S & S O

Concentration (ug/ml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. ()
500 1.63 98.37 0.29
250 3.27 96.73 0.15
125 8.45 91.55 0.81
62.5 16.83 83.17 0.97

31.25 29.46 70.54 1.43
15.6 46.31 53.69 2.87
7.8 59.28 40.72 1.86
3.9 78.15 21.85 1.34

2 90.42 9.58 1.06
1 96.39 3.61 0.75
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso-13.4 + 0.85 ug/mi.
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MDA-MB-231

7t

120 -

100 & O o o -

80 1

60 +

40 A

Cell Viability %

20 1

0 +—— — T

$ PP PSS

&
&
WV

N
Concentration (pg/ml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. ()
500 36.28 63.72 3.14
250 61.92 38.08 4.26
125 82.64 17.36 2.82
62.5 94.13 5.87 1.75

31.25 98.76 1.24 0.89
15.6 100 0
7.8 100 0
3.9 100 0
2 100 0
1 100 0
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso =366 * 21.4 ug/mi.
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MDA-MB-231

120 -

7b
100

AT
£
£ 60
-
3 40 A
o
20 -
ﬂ l. 1 ll.l

L) r
Q‘:ﬁﬁé&@
S B .8 O

N & & & S

Concentration (pg/ml)

n-d) a.(-P q,-d) "';-:p “ﬁp

Sample conc. (ug/ml) Viability % Inhibitory % S.D. ()
500 1.89 98.11 0.43
250 4.12 95.88 0.64
125 9.73 90.27 0.51
62.5 19.45 80.55 0.89

31.25 31.79 68.21 1.67
15.6 48.02 51.98 2.84
7.8 70.34 29.66 3.19
3.9 87.96 12.04 2.62

2 95.17 4.83 0.95
1 99.23 0.77 0.49
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso-14.9 *+ 0.97 ug/mi.
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MDA-MB-231

120 -

100

80

60 4

40 A

Cell Viability %

20 1

Concentration (pg/ml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. (%)
500 3.18 96.82 0.29
250 9.54 90.46 0.72
125 23.19 76.81 1.37
62.5 38.02 61.98 2.86

31.25 60.43 39.57 3.19
15.6 79.56 20.44 2.08
7.8 91.47 8.53 1.71
3.9 99.52 0.48 0.64

2 100 0
1 100 0
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso-45.8 + 2.8 ug/ml.

40




MDA-MB-231

120 -
7d
100

a0

60 4

Cell Viability %

40 A

20 ~

ﬂ L ¥ . 1 . I . ¥ 1 . 1 . ¥ . L) 4 1 . 1
& & q.fp o> P ,,;3": {,u-@ ﬁ@-@

]
D

o o
© el
"] 'E:q"'(l..

LS

Concentration (pgiml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. (%)
500 2.74 97.26 0.34
250 8.65 91.35 1.03
125 19.76 80.24 0.68
62.5 33.89 66.11 1.72

31.25 46.02 53.98 3.24
15.6 61.37 38.63 2.89
7.8 80.95 19.05 1.37
3.9 89.23 10.77 0.91

2 98.04 1.96 0.62
1 100 0
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICs0-27.2 + 1.7 ug/ml.
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MDA-MB-231

120 -

13a

100

80 -

60 1

40 -

Cell Viability %

20 -

{} . ) L L] . 1 L )
$ S LSS

S

oy
L. o°

)
)
N o

"I.-'cblt:.‘I
¢

Concentration (pg/ml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. (%)
500 3.86 96.14 0.28
250 9.73 90.27 0.69
125 20.65 79.35 0.53
62.5 35.83 64.17 1.75

31.25 47.16 52.84 2.62
15.6 65.29 34.71 3.13
7.8 81.44 18.56 0.82
3.9 92.87 7.13 1.09

2 99.45 0.55 0.37
1 100 0
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso-28.8 + 1.9 ug/ml.
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MDA-MB-231

120 -

100

Cell Viability %
[=5]
(=]

Concentration (pg/ml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. ()
500 0.59 99.41 0.17
250 1.87 98.13 0.61
125 3.95 96.05 0.53
62.5 7.43 92.57 0.69

31.25 11.28 88.72 1.74
15.6 19.76 80.24 1.08
7.8 32.95 67.05 1.83
3.9 43.18 56.82 291

2 56.42 43.58 3.24
1 61.34 38.66 1.62
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso - 2.97+ 0.32 ug/ml.
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MDA-ME-231
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Concentration (pg/ml)

$ &

Sample conc. (ug/ml) Viability % Inhibitory % S.D. ()
500 7.28 92.72 0.74
250 16.43 83.57 0.91
125 30.58 69.42 1.75
62.5 45.26 54.74 2.83

31.25 67.49 32.51 2.97
15.6 78.31 21.69 2.43
7.8 90.48 9.52 1.74
3.9 97.02 2.98 0.98

2 100 0
1 100 0
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICso-55.8 *+ 3.8 ug/ml.
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MDA-MB-231
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Concentration (pg/ml)

Sample conc. (ug/ml) Viability % Inhibitory % S.D. (%)
500 38.76 61.24 3.28
250 69.41 30.59 2.97
125 90.64 9.36 2.42
62.5 98.16 1.84 0.89

31.25 100 0
15.6 100 0
7.8 100 0
3.9 100 0

2 100 0
1 100 0
0 100 0

Comment:

Inhibitory activity against breast carcinoma cells was detected under these experimental

conditions with ICs0-408 * 19.8 ug/ml.
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MDA-MB-231 Cisplatin
120 -
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000 \/00 q,QQ (bqs /\?)0 \(/’;o n)\/@ bqf’g \93390 ,f?Q‘QQ %Q,O‘QQ
Concentration (ug/ml)
Sample conc. (pg/ml) Viability % S.D. (3)
500 3.48 0.24
250 4.71 0.35
125 8.25 0.47
62.5 13.49 0.78
31.25 20.62 0.54
15.6 31.53 0.91
7.8 42.24 0.78
3.9 50.96 2.36
2 57.13 0.75
1 65.86 0.42
0 100

46




