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Figure 2. *C NMR spectrum of 3a in DMSO-ds at 125 MHz.
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Figure 4.*C NMR spectrum of 3b in DMSO-ds at 125 MHz.
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Figure 5.'H NMR spectrum of 3¢ in DMSO-ds at 500 MHz.
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Figure 6.C NMR spectrum of 3¢ in DMSO-ds at 125 MHz.
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Figure 7.*H NMR spectrum of 3d in DMSO-ds at 500 MHz.
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Figure 8.*3C NMR spectrum of 3d in DMSO-ds at 125 MHz.
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Figure 10.*C NMR spectrum of 3e in DMSO-ds at 125 MHz.
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Figure 12.3C NMR spectrum of 3f in DMSO-ds at 125 MHz.
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Figure 14. 3C NMR spectrum of 3g in DMSO-ds at 125 MHz.
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Figure 15.H NMR spectrum of 3h in DMSO-ds at 500 MHz.
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Figure 16. 3C NMR spectrum of 3h in DMSO
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Figure 17. 'H NMR spectrum of 3i in DMSO-ds at 500 MHz.
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Figure 18. C NMR spectrum of 3i in DMSO-ds at 125 MHz.
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Figure 20. C NMR spectrum of 3j in DMSO-ds at 125 MHz.
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Figure 22. *C NMR spectrum of 3k in DMSO-ds at 125 MHz.
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Figure 23. 'H NMR spectrum of 31 in DMSO-ds at 500 MHz.
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Figure 24. C NMR spectrum of 31 in DMSO-ds at 125 MHz.
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Figure 25. *"H NMR spectrum of 4a in DMSO-ds at 500 MHz.

13108 $41
LT STT
ST 9TT I
12 344 ,.‘
LL8'9TT —

196 0zT

[15 0 12
BIE"LIT
e L —fe—————

e

SEETLCT

Torerr

. B S —— —
8T SST

geErsst——

LI EST

£99°T9T
MMy —

PTE PLT \ )
966" p2T — —p
§95° 92T r

o

L1 144 I
— —
2T
S9YTSIT
SISTELCT —_— ”1
08T £eT
P ST 1
996°SET H

— - ,‘

150 140 130 120 110 100 90 80 70 60 50 40

160

deat 125 MHz.

Figure 26. *C NMR spectrum of 4a in DMSO
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Figure 27. *H NMR spectrum of 4b in DMSO-ds at 500 MHz.

0TE6E
L89°6¢
PS8 6E—,
CPEEE

ﬂna.avl\\

[ 1411 \

Loy
SSE°0Y

oy

TES0T
van.uonu”
£6P°0TT —

099 01T~
feL st
£LT°9TT— |/| —

oy st
-:..:N\
T62°9TT |\| B
PITR Y
£96° 8T
ot..n..yh
85L6ET I—

"wrooet

70 60 50 40

80

160 150 140 130 120 110 100

170

Figure 28. 13C NMR spectrum of 4b in DMSO-ds at 125 MHz.
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Figure 29. 'H NMR spectrum of 4c in DMSO-ds at 500 MHz.
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Figure 30. *C NMR spectrum of 4c in DMSO-ds at 125 MHz.
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Figure 31. *H NMR spectrum of 4d in DMSO-ds at 500 MHz.
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Figure 32. *C NMR spectrum of 4d in DMSO-ds at 125 MHz.
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Figure 33. *H NMR spectrum of 4e in DMSO-ds at 500 MHz.
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Figure 34. *°C NMR spectrum of 4e in DMSO-ds at 125 MHz.
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Figure 35. *H NMR spectrum of 4f in DMSO-ds at 500 MHz.
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Figure 36. *3C NMR spectrum of 4f in DMSO-ds at 125 MHz.
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Figure 38. *°C NMR spectrum of 4g in DMSO-ds at 125 MHz.
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Figure 39. 'H NMR spectrum of 4h in DMSO-ds at 500 MHz.
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Figure 41. *H NMR spectrum of 4i in DMSO-ds at 500 MHz.
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Figure 42. *C NMR spectrum of 4i in DMSO-ds at 125 MHz.
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Figure 43. 'H NMR spectrum of 4j in DMSO-ds at 500 MHz.
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Figure 44. 3C NMR spectrum of 4j in DMSO
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Figure 45. 'H NMR spectrum of 4k in DMSO-ds at 500 MHz.
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Figure 46. *°C NMR spectrum of 4k in DMSO-ds at 125 MHz.
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Figure 47. *"H NMR spectrum of 41 in DMSO-de at 500 MHz.
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Figure 48. C NMR spectrum of 41 in DMSO-ds at 125 MHz.
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% Cell Viability of HeLa and MCF-7 Cells Exposed to Gefitinib and Compounds 3a-l and 4a-I
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Table 1. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of Gefitinib.

Conc. (UM) %Viability HeLa SD %Viability MCEF-7 SD
100 724 0.5 9.84 0.75

10 53.75 1.47 42.26 1.92

1 78.31 2.59 58.35 0.58

0.1 89.57 1.55 62.15 0.88

0.01 92.00 1.71 69.70 1.21
0.001 99.00 0.92 72.03 1.83
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Figure 49. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of Getifinib.
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Table 2. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 3a.

Conc. (UM) %Viability HeLa SD % Viability MCF-7 SD
100 7.26 0.41 12.82 0.04

10 72.36 0.28 48.54 0.05

1 75.85 0.66 55.84 3.13

0.1 78.48 1.86 63.77 1.75
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Figure 50. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3a.
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Table 3. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 3b.

Conc. (uM) %Viability HeLa SD %Viability MCF-7 SD
100 7.46 0.25 11.08 0.25

10 61.82 1.29 53.49 0.21

1 66.08 0.82 62.36 1.99

0.1 72.16 1.04 67.63 2.54
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Figure 51. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3b.
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Table 4. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 3c.

Conc. (uM) %Viability HeLa SD %Viability MCF-7 SD
100 8.60 0.47 15.82 1.04

10 48.10 2.37 4123 0.80

1 67.81 0.32 66.57 112

0.1 76.50 2.18 80.27 2.74
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Figure 52. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3c.
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Table 5. Percentage cell viability of HeLa and MCEF-7 cells exposed to different concentrations of 3d.

Conc. (uM) %Viability HeLa SD %Viability MCF-7 SD
100 7.60 0.63 14.03 0.50

10 56.88 1.58 58.26 212

1 81.79 1.76 64.74 2.90

0.1 92.05 0.69 72.32 291
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Figure 53. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3d.
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Table 6. Percentage cell viability of HeLa and MCEF-7 cells exposed to different concentrations of 3e.

Conc. (ug/ml) % Viability HeLa SD % Viability MCE-7 SD
100 7.06 0.20 11.20 0.33

10 67.54 1.40 55.17 217

1 94.28 1.42 84.78 1.70

0.1 97.41 1.26 99.22 1.11
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Figure 54. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3e.
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Table 7. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 3f.

Conc. (uM) %Viability HeLa SD % Viability MCF-7 SD
100 791 0.60 11.35 0.04

10 65.86 0.38 43.62 0.02

1 68.61 1.24 55.96 1.63

0.1 79.91 2.35 66.57 0.21

37




1.2 - y =-0.2612x + 0.7704 0.7 - y=—(;.21_6%8;(5+52.473
R?2=0.798 e
£ £
= =
o o
& &
® ®
] ]
g g
2 8
o o
I 1 I T G T T 1
-2 -1 0 1 2 3 -2 -1 0 1 2 3
Log concentration Log concentration
100 - 100 -
£ 80 - £ 80 -
a 2
2 e
2 60 Z 60 -
3 3
() ()
& 40 - & 40 -
- -
c [=
K 20 - Q 20 A
o L m . 1
100 10 1 0.1 100 10 1 0.1
Concentration uM Concentration uM
HeLa MCE-7

Figure 55. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3f.
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Table 8. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 3g.

Conc. (UM) %Viability HeLa SD % Viability MCF-7 SD
100 10.84 1.49 13.57 0.11

10 33.76 1.94 35.28 0.71

1 49.46 1.58 38.66 3.67

0.1 58.50 1.45 50.57 1.08
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Figure 56. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3g.
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Table 9. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 3h.

Conc. (uM) %Viability HeLa SD % Viability MCF-7 SD
100 11.33 0.16 17.74 0.08

10 31.05 1.55 31.92 1.62

1 55.12 1.84 46.24 2.63

0.1 73.86 1.18 63.10 0.63
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Figure 57. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3h.
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Table 10. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 3i.

Conc. (uM) %Viability HeLa SD % Viability MCF-7 SD
100 11.51 0.95 12.55 3.00

10 39.36 1.71 33.63 3.96

1 81.30 1.56 50.31 3.30

0.1 89.61 1.03 68.52 1.63
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Figure 58. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3i.
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Table 11. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 3j.

Conc. (uM) %Viability HeLa SD % Viability MCF-7 SD
100 8.82 0.10 12.52 3.46

10 3302 0.50 33.69 3.13

1 59.67 194 50.34 2.09

0.1 92.18 2.86 69.79 2.25
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Figure 59. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3j.
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Table 12. Percentage cell viability of HeLa and MCEF-7 cells exposed to different concentrations of 3k.

Conc. (uM) %Viability HeLa SD % Viability MCF-7 SD
100 7.59 0.12 9.17 0.04

10 41.22 1.13 38.70 1.88

1 76.45 1.62 63.54 3.00

0.1 82.28 1.17 7217 3.54
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Figure 60. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3k.

48



F

F\Q
HN
Br

SN

s
N~ > CgH4Cl
31

Table 13. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 31.

Conc. (UM) % Viability HeLa SD % Viability MCE-7 SD
100 10.99 0.25 16.71 0.54

10 31.19 0.30 39.93 0.79

1 38.36 0.54 44.20 1.00

0.1 53.28 0.80 47.24 1.38
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Figure 61. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 3l.
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Table 14. Percentage cell viability of HeLa and MCEF-7 cells exposed to different concentrations of 4a.

Conc. (UM) %Viability HeLa SD % Viability MCF-7 SD
100 9.34 0.50 15.59 0.13
10 52.17 0.54 54.34 2.34
1 60.79 1.64 55.02 2.04
0.1 64.14 0.60 57.53 2.92
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Figure 62. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4a.
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Table 15. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4b.

Conc. (uM) %Viability HeLa SD % Viability MCF-7 SD
100 10.30 0.66 16.92 0.08

10 42.16 1.23 43.47 2.29

1 55.14 1.55 51.98 2.71

0.1 63.85 2.59 56.67 2.76
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Figure 63. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4b.
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Table 16. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4c.

Conc. (UM) %Viability HeLa SD % Viability MCF-7 SD
100 9.81 0.47 15.86 1.25
10 31.19 1.20 45.50 3.25
1 57.44 1.10 65.27 2.13
0.1 57.28 1.61 66.69 2.79
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Figure 64. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4c.
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Table 17. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4d.

Conc. (UM) %Viability HeLa SD % Viability MCF-7 SD
100 9.54 0.41 17.03 1.17

10 54.89 0.92 63.39 2.04

1 59.54 0.85 64.63 1.46

0.1 64.68 1.90 86.47 0.50
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Figure 65. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4d.
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Table 18. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4e.

Conc. (uM) %Viability HeLa SD %Viability MCEF-7 SD
100 9.16 0.50 14.62 0.42
10 52.26 1.26 60.83 1.09
1 68.12 0.22 66.19 1.50
0.1 70.35 2.56 76.27 1.17
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Figure 66. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4e.

60



FCgHq

af

Table 19. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4f.

Conc. (uM) %Viability HeLa SD %Viability MCF-7 SD
100 9.27 0.16 14.79 0.33

10 52.75 1.40 48.92 1.17

1 55.16 1.03 53.75 0.33

0.1 68.43 1.30 69.32 1.50
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Figure 67. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4f.
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Table 20. Percentage cell viability of HeLa and MCEF-7 cells exposed to different concentrations of 4g.

Conc. (uM) % Viability HeLa SD % Viability MCF-7 SD
100 10.14 0.13 15.97 0.08

10 29.09 1.77 45.33 1.25

1 49.49 1.28 52.61 1.29

0.1 64.03 1.98 62.60 1.34
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Figure 68. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4g.
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Table 21. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4h.

Conc. (uM) %Viability HeLa SD %Viability MCF-7 SD
100 10.08 0.16 12.79 0.67
10 49.87 0.88 54.05 1.75
1 52.99 0.31 59.00 1.08
0.1 55.74 1.00 64.66 1.92
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Figure 69. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4h.
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Table 22. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4i.

Conc. (uM) %Viability HeLa SD %Viability MCF-7 SD
100 8.18 0.63 10.43 0.25

10 50.98 1.58 55.40 1.00

1 54.33 1.43 60.33 1.58

0.1 62.51 0.69 66.01 1.00
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Figure 70. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4i.
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Table 23. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4j.

Conc. (uM) %Viability HeLa SD % Viability MCF-7 SD
100 7.24 1.00 10.02 1.17

10 54.71 1.75 46.27 1.92

1 74.66 2.46 66.49 0.80

0.1 85.21 1.80 75.95 1.29
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Figure 71, Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4j.

70



Br

8/

HN
FCeH4 SN
s
N)\C6H4CI
4k

Table 24. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 4k.

Conc. (uM) %Viability HeLa SD %Viability MCF-7 SD
100 11.79 0.50 12.85 0.75

10 38.20 2.15 51.93 1.58

1 47.63 1.26 56.11 0.08

0.1 54.44 1.54 69.32 1.68
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Figure 72. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4Kk.
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Table 25. Percentage cell viability of HeLa and MCF-7 cells exposed to different concentrations of 41.

Conc. (UM) % Viability HeLa SD % Viability MCE-7 SD
100 8.71 0.13 10.52 0.54

10 26.16 1.42 24.67 1.46

1 47.83 0.47 50.75 0.67

0.1 59.02 1.25 60.68 1.04
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Figure 73. Linear regression plots and percentage cell viability graphs of HeLa and MCF-7 cells exposed to different concentrations of 4l.
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S3.

Percentage Inhibition Curves of 3g, 3I, 41, and Gefitinib (S3)
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