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Supplementary Materials: Synthesis of
Thiazolol[5,4-flquinazolin-9(8H)-ones as Multi-Target
Directed Ligands of Ser/Thr Kinases

Damien Hédou, Julien Godeau, Nadége Loaéc, Laurent Meijer, Corinne Fruit and Thierry Besson

'H- and *C-NMR spectra of compounds 10, 11a-n, 12a-n, 13a-g, 14a—e and 15a—c
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Figure S1. 'H-NMR Compound 10.
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Figure S2. 3C-NMR Compound 10.

{2200

2100

2000

1900

1800

1700

1600

1500

1400

1300

1200

1100

1000

900

800

700

600

500

400

300

200

100

ot

&
S
T

~-100

T T T T T T T T T T T T T T T
11,5 110 105 100 95 9.0

T T
80 75 70 65 60 55 50 45 40 35 30 25 20 15 10
f1 (ppm)

Figure S3. 'H-NMR Compound 11a.
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Figure S4. 3C-NMR Compound 11a.
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Figure S5. 'H-NMR Compound 11b.
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Figure S6. *C-NMR Compound 11b.
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Figure S7. 'H-NMR Compound 11c.
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Figure S8. 3C-NMR Compound 11c.
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Figure S9. '"H-NMR Compound 11e.
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Figure S11. '"H-NMR Compound 11f.
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Figure S12. ®*C-NMR Compound 11f.
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Figure 13 "H-NMR Compound 11g.
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Figure S14. 3C-NMR Compound 11h.
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Figure S15. '"H-NMR Compound 11h.
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Figure S16. *C-NMR Compound 11h.

853
\-8.50
~ 830
799
N 7.96
4.24
4.22
4.20

A
N\

273
2.72
2.70
— 2.30

L

N

S9 of S40

45000

40000

35000

30000

25000

{20000

15000

10000

5000

6000

5500

5000

4500

4000

3500

3000

2500

2000

1500

1000

500

2.01{

r-500

T T T T T T T
20 115 11.0 105 10.0 95 9.0 8.5

4 100
1.0

24 0]
2. 00{

65 6.0
f1 (ppm)

Figure S17. '"H-NMR Compound 11i.
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Figure S18. *C-NMR Compound 11i.
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Figure S19. '"H-NMR Compound 11j.
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Figure S20. *C-NMR Compound 11i.
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Figure S21. '"H-NMR Compound 11k.
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Figure S22. '"H-NMR Compound 111
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Figure S23. '"H-NMR Compound 11m.
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Figure S24. 'H-NMR Compound 11n.
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Figure S25. ®*C-NMR Compound 11n.
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Figure S26. 'H-NMR Compound 12a.
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Figure S27. ®*C-NMR Compound 12a.
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Figure S28. 'H-NMR Compound 12b.
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Figure S29. *C-NMR Compound 12b.
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Figure S30. '"H-NMR Compound 12c.
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Figure S31. '"H-NMR Compound 12c.
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Figure S32. '"H-NMR Compound 12d.
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Figure S33. 3C-NMR Compound 12d.
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Figure S34. 'H-NMR Compound 12e.
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Figure S35. ®*C-NMR Compound 12e.
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Figure S36. 'H-NMR Compound 12f.
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Figure S37. ®*C-NMR Compound 12f.
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Figure S38. '"H-NMR Compound 12g.

5.5 5.0 4.5 4.0 3.5

— 5445
— 3272
_-25.98
2530

90000

80000

70000

60000

50000

40000

30000

20000

10000

RIQ BER a
3%% 88 g
/NN /AN
\ NH
0—%\
1,0
N
LY
P
N
12g
‘\
|
1
T T T T T T T T T T
150 140 130 120 110 100 90 80 70 60

f1 (ppm)

Figure S39. 3C-NMR Compound 12g.
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Figure S41. ®*C-NMR Compound 12h.
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Molecules 2016, 21, 578; d0i:10.3390/molecules21050578

9.43
8.61
8.55

e
N\ 852

792
-7.89
—3.98
—3.63

12n

\
—

T
|
B

200
-0

525 of 540

| 4200
4000
3800
3600
- 3400
3200
3000
2800
2600
2400
2200
2000
1800
1600
1400
1200
1000
800

600

400

T T T T T T T T T
7.5 7.0 6.5

ZOB—‘|'

21 Los] =
ol
3147

T T T T
20 115 11.0 105 100 95 9.0 85 6.0
f1 (ppm)

Figure S48. 'H-NMR Compound 12n.

160.56
159.96
126.86
126.86
115.80

_-150.80
Z 14905
- 147.80
13156
12037

<

"\ 150.45

A

55 5.0 4.5 4.0 3.5

— 54.04

33.85

}- 23000

22000

21000

20000

19000

18000

17000

16000

15000

14000

13000

12000

11000

10000

9000

8000

7000

- 6000

5000

4000

3000

2000

1000

r-1000

-2000

T T T T T T T T T T T T T T T
00 190 180 170 160 150 140 130 120 110 100 90 80 70 60
f1 (ppm)

Figure S49. *C-NMR Compound 12n.



Molecules 2016, 21, 578; d0i:10.3390/molecules21050578 S26 of S40

o YR B HRTR o B R 8 TRRR8I8E
@ e SR RlIR 3 gl 27333333
NN NS N [N ==
3000
NH
o
N l o N/\
S L 2500
13a
2000
1500
1000
/// 500
[T
|
. ,
S < =< ©
2 2 4 R
: ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
20 11.5 11.0 10.5 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5
f1 (ppm)
Figure S50. 'H-NMR Compound 13a.
nRY 899 I]5LR58 o o s [T
§33 O&8% FEEEER R 4 2 N
gge RBEY  RBBERRAR F 8 2 S |
NN I'N SN |
40000
@—\ NH 35000
e}
—s 0 r
N FAN
N 30000
P
N L
13a I 25000
20000
15000
M I 10000
5000
-0
: : : : : : : : : : : : : : : : : : : ‘
00 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0

f1 (ppm)

Figure S51. ®*C-NMR Compound 13a.
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Figure S57. 'H-NMR Compound 13e.
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Figure S58. ®*C-NMR Compound 13e.
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Figure S62. ®*C-NMR Compound 13g.

41
39
5.46

|
T

3.08

1200

1100

1000

900

800

700

600

500

400

300

200

100

r-100

T T T T
11.5 11.0 105 10.0

e z.zs{ - \

9.5 9.0

T T T
7.5 7.0 6.5

oA 2.19{ S R\

6.0
f1 (ppm)

Figure S63. 'H-NMR Compound 13h.



Molecules 2016, 21, 578; d0i:10.3390/molecules21050578 S33 of 540

&% 8 & 8355 < =
\ IS\ [
25000
& NH
— o)
] O |
N\CﬁLN,N\ - 20000
e
e
13h
15000
10000
5000
[
| |
|
o
T T T T T T T T T T T T T T T T T T T 1
190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
f1 (ppm)
Figure S64. *C-NMR Compound 13h.
&  IE8 88 EERA ARHRY Re9RREY
3 see ~o R UpkpepUps 4333333
Y N e ~N | 4000
\ NH 3500
O‘@\
S o]
/
N JUAN
N 3000
p
N
l4a
2500
2000
1500
j 1000
I / | 500
| k
J‘& o
g 41T 3 B Ty
> > <2 ) > .
3 233 3 3 3 AR
T T T T T T T T T T T T T T T T T T T T T T T 1
115 110 105 100 95 90 85 80 75 70 65 60 55 50 45 40 35 30 25 20 15 10 05 00
f1 (ppm)

Figure S65. 'H-NMR Compound 14a.



Molecules 2016, 21, 578; d0i:10.3390/molecules21050578 S34 of S40

13000

162.54
161.40
147.27
147.05
63.22
29.73

—152.00
L

—133.21
— 129.95
— 126.76
116.47
— 14.27
— 6.69

A
"\ 161.06

12000
NH 11000
& 10000
N N
2 9000
14a 8000
7000
6000
5000
4000
3000
2000

1000

T T T T T T T T T T T T T T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0o -10
1 (ppm)

Figure S66. 'H-NMR Compound 14a.
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Figure S67. 'H-NMR Compound 14b.
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Figure S69. *C-NMR Compound 14c.
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Figure S73. 'H-NMR Compound 15a.
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Figure S74. ®*C-NMR Compound 15a.
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Figure S76. *C-NMR Compound 15b.
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Figure S77. 'H-NMR Compound 15c.
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