molecules @w

Article

Development of kinase inhibitors via metal-catalyzed
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ones designed by fragment-growing studies.
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Supporting information

Compounds 1 and 7a-f were described in ref [15].
Compounds 2a-i and 3a-b were described in ref [31]

Compounds 2j, 3c, 4c, 9-j and 10 were described in ref [32];
The new products 8a-f and 4a, 4b and 4d-f are described below. The lead molecule FC162 (4c) is
described again.

'H NMR and 2C NMR spectra of new compounds 8a-f and 4a-f. pp 2-13
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8-Methylthiazolo[5,4-flquinazolin-9(8H)-one (8a)
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8-1sopropylthiazolo[5,4-flquinazolin-9(8H)-one (8b)
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8-Cyclopropylthiazolo[5,4-f]quinazolin-9(8H)-one (8c)
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8-Cyclobutylthiazolo[5,4-f]quinazolin-9(8H)-one (8d)
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8-Cyclopentylthiazolo[5,4-f]quinazolin-9(8H)-one (8e) J
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8-Cyclohexylthiazolo[5,4-flquinazolin-9(8H)-one (8f)
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8-Methyl-2-(pyridin-3-yl)thiazolo[5,4-f]quinazolin-9(8H)-one (4a)
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8-1sopropyl-2-(pyridin-3-yl)thiazolo[5,4-f]quinazolin-9(8H)-one (4b)
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8-Cyclopropyl-2-(pyridin-3-yDthiazolo[5,4-flquinazolin-9(8H)-one (4c) (FC162)

SARRRRNRILIIINSBLTRLR TEARRBY 533838833
PO BBBBBBBBBBNNNNN NN BRI B e oo |
VOSSN | e S sy N | co0o
5500
N
\_/
5000
/7 S (6]
N Zx
N 4500
A
N 4000
3500
3000
2500
2000
t 1500
| 1000
|l
| i
! t500
i |
|
- Fo
I P SR S ¢ g A,
8 g 88 8 8 g S 8
= RNt - - I NN r-500
T T

T T
.0 95 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 0.0 -05
f1 (ppm)

nm wonnn NNemens o« odl ~
g ©§ RE2E% SAJGES ¢ s g N I-40000
8§ & QEESS  RESRAS o Rife Y 3
b SNVAWY NNV
35000
30000
25000
20000
15000
10000
5000
o
T 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 -10

f1 (ppm)

10



/

Ny

VI O

8-Cyclobutyl-2-(pyridin-3-yl)thiazolo[5,4-flquinazolin-9(8H)-one (4d)
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8-Cyclopentyl-2-(pyridin-3-yl)thiazolo[5,4-f]quinazolin-9(8H)-one (4e)
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8-Cyclohexyl-2-(pyridin-3-yl)thiazolo[5,4-f]quinazolin-9(8H)-one (4f)

I 2600
I 2400
2200
2000
I 1800
1600
I 1400
I 1200
I 1000
800

I 600

I 400

200

I 17000
I 16000

15000
14000
13000
12000
11000
10000
9000
8000
7000
6000
5000
4000
3000
2000
1000
r-1000

0.0

0.5

1.0

. 5T~
ﬁ: i 657~
Froz

9ze —
Tqm

Feev |

1.5

2.0

2.5

el
197 Sbs —

~
%}
3.0

3.5

4.0

o
8
~

T
4.5
1 (ppm)

5.0

T
5.5

-1, |
L8Y €911 —

16t 4 0'bZT ~
26 J €921 ~
16T~
8621~
e
sver "

6.5

7.0

LEpT ~
€9 ~
S8PT —
9' 18T ~
0°€ST

€L
St'L V
oL
L \
WL~
seL"
sz'8
6€'8
ov'8 W

'8

w8
'8
'8 \\‘
w8

&
=]
T
7.5

S
8.0

9'65T —

0'T
6T

1891 —

@
S
9.0 8.5

LU

86—

3
S
9.5

-10

10

20

30

40

50

60

70

80

90
13

180 170 160 150 140 130 120 110 100
1 (ppm)

190

00



