Simple and expedient access to novel fluorinated
thiazolo- and oxazolol[3,2-a]pyrimidin-7-one
derivatives and their functionalization via palladium-
catalyzed reactions.
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5-(trifluoromethyl)-7 H-thiazolo[3,2-alpyrimidin-7-one (3a).

H NMR (300 MHz, CDCls)


mailto:mohamed.abarbri@univ-tours.fr
mailto:badr.jismy@hotmail.com

13000

12000

11000

I00gYTT @ nm
SIS & a9
~ NN

10000
10000

| s000 9000

8000

7000

7.45 7.35 7.25
3a f1 (ppm) 6000

5000
4000
3000

2000

I8 .

-1000

4.5 4.0 3.5 3.0 2.5 2.0 15 1.0 0.5 0.0
f1 (ppm)

19F NMR (282 MHz, CDCls)

-67.95

[ 2E+05

[ 2E+05

1E+05

r 1E+05

r 1E+05

r1E+05

 1E+05

90000

80000

70000

60000

50000

40000

30000

20000

10000

-10000

T T T T T T T T T
100 50 0 -50 -100 -150 -200 -250 -300
f1 (ppm)

13C NMR (75 MHz, CDCls)



\/ G S N2
AN
2000
[
1000
ro
T T T T T T T T
121.8 121.6 121.4 121.2
f1 (ppm)
eEEE 6000
PN
|
4000
) 2000
ro
111.9 111.6 111.3
f1 (ppm)
! il |
|
L. L
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
1 (ppm)
5-(perfluoroethyl)-7 H-thiazolo[3,2-alpyrimidin-7-one (3b).
H NMR (300 MHz, CDCls)
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19F NMR (282 MHz, CDCls)
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5-(difluoro(4-methoxyphenyl)methyl)-7H-thiazolo[3,2-alpyrimidin-7-one (3c).
H NMR (300 MHz, CDCls)
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9F NMR (282 MHz, CDCls)
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5-((4-bromophenyl)difluoromethyl)-7 H-thiazolo[3,2-alpyrimidin-7-one (3d).



1H NMR (300 MHz, CDCls)
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13C NMR (75 MHz, CDCls)
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2-bromo-5-(trifluoromethyl)-7H-thiazolo[3,2-alpyrimidin-7-one (3e).

H NMR (300 MHz, DMSO-ds)
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2-bromo-5-(perfluoroethyl)-7H-thiazolo[3,2-alpyrimidin-7-one (3f)
H NMR (300 MHz, CDCls)
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19F NMR (282 MHz, CDCls)
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2-bromo-5-((4-bromophenyl)difluoromethyl)-7 H-thiazolo[3,2-alpyrimidin-7-one (3g).

IH NMR (300 MHz, CDCls)
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4-(trifluoromethyl)-2H-benzo[4,5]thiazolo[3,2-alpyrimidin-2-one (3h).
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1H NMR (300 MHz, CDCls)
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13C NMR (75 MHz, CDCls)
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8-bromo-4-(trifluoromethyl)-2H-benzo[4,5thiazolo[3,2-alpyrimidin-2-one (3i).

H NMR (300 MHz, CDCls)

f~15000

14000

13000

12000

11000

10000

9000

8000

7000

6000

5000

4000

3000

2000

1000

-1000



BBRNBEBEY & 900
RERRNRRRR & 3
=5\ | I
800
700
\/ (. (YA
600
o 100
S\]/ 1l | "
N\ N i
B b0 500
F
F Fo
. b & P
3i e = S
—— ; = — 400
790 7.85 780 775 770 7.65
f1 (ppm)
300
200
‘ 100
l}
Fo
YA P
S-S S
T T T T T T T T T T T T T T T T
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)
9F NMR (282 MHz, CDCls)
&
¢ 5000
4500
4000
3500
s\’/ o
\ N~ 3000
B
F
F F
i 2500
3i
2000
1500
1000
500
Fo
T T T T T T T T T
100 50 0 -50 -150 -200 -250 -300

13C NMR (75 MHz, CDCls)

-100
1 (ppm)



v SN0 NN T 3

SV IS\
\ 1000
500
o
S\K
\ N~ ro
B
F T T T T
117 116 115 114 113
. 1 (ppm)
3i
|
I J
180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
1 (ppm)
5-(trifluoromethyl)-7 H-oxazolo[3,2-alpyrimidin-7-one (3j)
H NMR (300 MHz, CDCls)
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19F NMR (282 MHz, CDCls)
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5-(perfluoroethyl)-7 H-oxazolo[3,2-a]pyrimidin-7-one (3k)

IH NMR (300 MHz, CDCls)
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19F NMR (282 MHz, CDCls)
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5-((4-bromophenyl)difluoromethyl)-7H-oxazolo[3,2-aJpyrimidin-7-one (31)



1H NMR (300 MHz, CDCls)
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13C NMR (75 MHz, CDCls)
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4-(trifluoromethyl)-2H-benzo[4,5]oxazolo[3,2-a]pyrimidin-2-one (3m)

H NMR (300 MHz, DMSO-ds)
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7-chloro-4-(trifluoromethyl)-2 H-benzo[4,5]oxazolo[3,2-alpyrimidin-2-one (3n)

1H NMR (300 MHz, MeOH-d4)

o o o o o o o o
o o o o o o o o o o o o o o o o I
O n < ™M o~ — o o o o o o o o (=3 o —
— — — — — - ~— ()} @ ~ O wn < (3] o~ — o 1
L L L L L L L L L L L L L L L L L L
o
o o
o o
— wn o
L L L
569 — .
869 — TN oo
N
- P
L2 3
-~
g
o~
N
=
=]
. 2]
8L L@
8L
oL
e
. <
zk/ TN [
oL
v oot
vt
e
e
€€ —
€€
ve'e
16— [J
99— — =011
569~ U .
-
860~ 12T
8L
8L H/ o
ov'e _ 21
- s
e —— [TRETS = 00T

WL
L
L4ra
St'L
SH'L

F

=
\OT/
3n

Cl

4.0 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0

f1 (ppm)

8.0 7.5 7.0 6.5 6.0 55 5.0 4.5

8.5



19F NMR (282 MHz, MeOH-d4)
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2-phenyl-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (4a)

IH NMR (300 MHz, CDCls)
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2-(2-methoxyphenyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (4b)
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13C NMR (75 MHz, CDCls)
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2-(3-methoxyphenyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (4c)

H NMR (300 MHz, CDCls)
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19F NMR (282 MHz, CDCls)
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2-(4-methoxyphenyl)-5-(perfluoroethyl)-7H-thiazolo[3,2-a] pyrimidin-7-one (4e)

IH NMR (300 MHz, CDCls)
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2-(2,4-dimethoxyphenyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a] pyrimidin-7-one (4f)
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1H NMR (300 MHz, CDCls)
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13C NMR (75 MHz, CDCls)
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2-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (4g)

H NMR (300 MHz, MeOH-d4)
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2-(3-aminophenyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (4h)

TH NMR (300 MHz, DMSO-ds)
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19F NMR (282 MHz, DMSO-ds)
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5-(trifluoromethyl)-2-(3-(trifluoromethyl)phenyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (4i)

H NMR (300 MHz, MeOH-d4)
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5-(trifluoromethyl)-2-(4-(trifluoromethyl)phenyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (4j)



H NMR (300 MHz, MeOH-d4)
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13C NMR (75 MHz, DMSO-ds)
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2-(thiophen-3-yl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (41)

1H NMR (300 MHz, MeOH-ds)
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15F NMR (282 MHz, MeOH-d:)
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2-(phenylethynyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (5a)

H NMR (300 MHz, CDCls)
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1H NMR (300 MHz, CDCls)
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13C NMR (75 MHz, CDCls)
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2-((4-chlorophenyl)ethynyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (5c¢)

1H NMR (300 MHz, CDCls)
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19F NMR (282 MHz, CDCls)
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2-((2-fluorophenyl)ethynyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a] pyrimidin-7-one (5e)

IH NMR (300 MHz, CDCls)
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9F NMR (282 MHz, CDCls)
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2-(pyridin-2-ylethynyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (5f)
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13C NMR (75 MHz, CDCls)
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2-(cyclohexylethynyl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a] pyrimidin-7-one (5g)

H NMR (300 MHz, CDCls)
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2-(hex-1-yn-1-yl)-5-(trifluoromethyl)-7H-thiazolo[3,2-a]pyrimidin-7-one (5h).
H NMR (300 MHz, CDCls)
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13C NMR (75 MHz, CDCls)
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