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0000000000000 O000O0D00O00D0OO0D0OO0DO0O0O0O0ODODOONDOoOOoodaO
0000000000000 D0D00ODO0D0OO0ODCOO0DOO0O0O0OO0DOONDOONDOOOodO
0000000000000 000000000000000000000000000
0000000000000 O0D00O0D0D0OO0D0OO0DOO0DOONDOONDOONOoOOOaO
0000000000000 000000000000000000000000000
0000000000000 O000O000O000O000O000O0O0O0ODNO0O0O0O0OOoOoaO
Dooooo
000000
Dooo
[

[

[ LY > "~ »

i BB UERT (Y

[

E B ERSATh | FA AE LT
1 No None Nong 5

: 2 Yes Nons BARD I 5

: 3 Yes FAFATHY 0.1mg/H 5

: 4 Yes FAMATOY 0.3mg/H 5

[ 5 Yes CFAFAFHY 0.5mg/H 5

[ 6 Yes TAMATAY 0.75mg/H 5

[ 7 Yes FAFATAY 1.0mg/H 3

[ 8 Yes R-1 1.0mg/H 5

[ 0 Yes S-1 0.1mg/H 5

[ 10 Yes S-1 0.3mg/H 5

[ 11 Yes 5-1 0.5mg/H 5

[ 12 Yes S-1 0.75mg/H 5

13 Yes S-1 1.0 mg/H 5
: 14 Yes S-1 0.1mg/ B 5
: 15 Yes §-21 0.3 mg/ B 5
[ 16 Yes 8-21 0.5mg/H 5
[ 17 Yes S-21 0.75mg/H 5
[ 18 Yes S-21 1.0 mg/H 5
[ 19 Yes 822 0.1 mg/H 5
[ 20 Yes S-23 0.3 mg/H 5
[ 21 Yes S-23 0.5 mg/H 5
[ 22 Yes S-23 0.75mg/H 5
[ 23 Yes 5-23 1.0mg/H 5
[ 24 Yes 8-21 0.1 mg/H 5
[ 25 Yes S-21 0.3 mg/H 5
[ 26 Yes S-21 0.5 mg/H 5
[ 27 Yes 8-21 0.75mg/H 5
[ 28 Yes 5-21 1.0mg/H 5
: 29 Yes None BAEDH 5
[
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0000000000000 O000O000O000O000O00O0O(2R)-1-Methacryloylpyr
rolidin-2-carboxylic Acid0 00 0000000000000 O00O0O00O0O00O00OO
00000000000 00D000 0 0000000000000 00000000
0000000000000 O000O000O000O00000000000
0000000000000 D000O000O000O0O0OO0ODNDOONODOOan
0 000000000000 O0O0O0O0O0O0D0D0O0O0D0O0O0O0O0O0O0O0On

Oooooooodg
O O O
[ Ry |

O0Ooo0oooao
O 0Ooo0ooo
O 0Ooo0ooo
O 0Ooo0ooo
O 0Ooo0ooo
O0Ooo0oo0ooao
O 0Ooo0ooOoo
O 0Ooo0ooOoo
O0Ooo0oo0ooao
[ S I A B
O 0Ooo0ooOoo
O0Ooo0oo0ooao
O0Ooo0oo0ooao
O0Ooo0oo0oo0oao
O0Ooo0oo0ooao
o 0O00o0o0odgo
= O0Oo0oo0o0oao
W OO o0oodgo
O 0Ooo0ooOoo
O0Ooo0oo0oo0oao
O0Ooo0oo0oo0oao
O 0Ooo0oo0oooao
Ooooooood
[
O O0Ooo0ooooao
O0Oo0oo0oo0oao
[
O0Ooo0oooao
O0Oo0ooo0oao
O 0Ooo0ooooao

O ooood oo oo O
mp 102-1030 (lit. [214] mp 102.5-103.50 )0 oooooao
godaoad godoouooooooobbbobbbobbobbboooad O 'H NMR (300 MHz, D
MSO-dg)d 5.28 (s) and 5.15 (s) for the first rotamer, 5.15 (s) and 5.03 (s) for
the second rotamer (totally 2H for both rotamers, vinyl CH,), 4.48-4.44 for the
first rotamer, 4.24-4.20 (m) for the second rotamer (totally 1H for both rotamer
s, CH at the chiral canter), 3.57-3.38 (m, 2H, CH,), 2.27-2.12 (1H, CH), 1.97-1.
72 (m, 6H, CH2, CH, Me); 3¢ NMR (75MHz, DMS0-dg)do for major rotamer 173.3, 169.
1, 140.9, 116.4, 58.3, 48.7, 28.9, 24.7, 19.5: for minor rotamer 174.0, 170.0, 1
41.6, 115.2, 60.3, 45.9, 31.0, 22.3, 19.7; IR (KBr) 3437 (OH), 1737 (C=0), 1647
(CO, COOH), 1584, 1508, 1459, 1369, 1348, 1178 cm '; [a ]1,°°+80.8° (c = 1, MeOH)
; Anal. Calcd. for CqH,3NO;: C 59.00, H 7.15, N 7.65. Found: C 59.13, H 7.19, N
7.61.
gooogogao
ooooooo0O0ooooDo0oooDO0DU0oDoDO0DOoooOOoDU0Do0oo0DDU0DUO0DDODOoDOoOoDDoODDODOoDOO
0o0oo0ooooooooooooDoDoDoDDOaoaoO(3R,8aR)-3-Bromomethyl-3-methyl-tetrah
ydro-pyrrolo [2,1c] [1,4]oxazine-1, 4-dione0 000D O O0ODOOODOOODOOOOOO
0 I I e 1 I 0 A O A O N A MV A B A
0 I e A O A A I A B A
0oo0oo0ooo0O0ooooDo0ooooDO0DO0oDoODO0Do0oooODo0DU0Do0oo0DDUoDO0oDDODOoDOoOoDoODOoDODOO
0 I I e e 0 A O A O A A B A
0 I e e e I B B 1 1 o O
52-1540 (lit. [214] mp 107-1090 for the S-isomer); "H NMR (300 MHz, DMSO-dgz)d
4.69 (chiral centerd0dd, J = 9.6 Hz, J = 6.7 Hz, 1H, CH), 4.02 (d, J = 11.4 Hz,
1H, CHH,), 3.86 (d, J = 11.4 Hz, 1H, CHH,), 3.53-3.24 (m, 4H, CH,), 2.30-2. 20 (
m, 1H, CH), 2.04-1.72 (m, 3H, CH, and CH), 1.56 (s, 2H, Me); '°C NMR (75 MHz, DM
S0-dg)6 167.3, 163.1, 83.9, 57.2, 45.4, 37.8, 29.0, 22.9, 21.6; IR (KBr) 3474, 1
745 (C=0), 1687 (C=0), 1448, 1377, 1360, 1308, 1227, 1159, 1062 cm *; [a ],2°+12
4.5° (c = 1.3, chloroform), Anal. Calcd. for CqH;,BrNO;: C 41.24, H 4.61, N 5.34
Found: C 41.46, H 4.64, N 5.32.
oooooao
00oo0o0ooDOo0o0DoDOo0o0ooDOoo0ooDOo0o0ooDOoo0ooDoooDoooDooDogan(2rR)-3-Bromo-2-h
ydroxy-2-methylpropanoic Acid0 D 00D OO0ODOOODDODOODDODOODODOOODOOOOO

oo o oooooogoQgg
oo o oooooogog
oo o oooooogog
oo o oooooogodg
OooooooooQgoao
OooooooooQgogoao
O 0Ooo0oo0oooao
O 0Ooo0Ooo0oooao
O 0Ooo0oo0oooao

OO0O0O0OOdhbromolactone0 D ODDODDODOOOOOOODODOODODOOOODOODDODDDDODODGO
uoooboooboocoboocobooobooobooboooboobooboobooboobao
ooooooxoooooobooOoOoooooooooouoopg0O0oooboDbDDbODOx0OnoO
goooobooboooboobooboobooboobooboobooboobao
uboboouobdxbooobouoboobooboobdog b0 OOobobOoO0ObOOOOO
ooooooooooooobboboooooooooooooooooobobDbODbODOao
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(44)

OCo0O0o0oOO0O0O0O0ODO0OO0O0OD0O0Omp 107-1090 (lit.

JP 2006-199704 A 2006.8.3

[214] mp 109-1130 for the S-

isomer); "H NMR (300 MHz, DMSO-dg)d 3.63 (d, J = 10.1 Hz, 1H, CHH,), 3.52 (d, J
= 10.1 Hz, 1H, CHH,), 1.35 (s, 3H, Me); IR (KBr) 3434 (OH), 3300-2500 (COOH), 17
30 (C=0), 1449, 1421, 1380, 1292, 1193, 1085 cm '; [a 1,2°+10.5° (c = 2.6, MeOH)
: Anal. Calcd. for C,H;Br0O;: C 26.25, H 3.86. Found: C 26.28, H 3.75.
DOooooao

oNODODDODOOOOOOOOOOOOOooooooooooao
Oo0oo0oo0oo0ooooooooooboDbDDbDDO0OD0ON-[4-Nitro-3-

oooooooooooo
(trliluoromethyl)phenyl]-

(2R)-3-bromo-2-hydroxy-2 methylpropanamided 0 0O 000 O0O00OOOOOOOOOOAO
ooooooo0O0ooooDo0oooDO0DU0oDoDO0DOoooOOoDU0Do0oo0DDU0DUO0DDODOoDOoOoDDoODDODOoDOO
0000000000000 oD0DO0oDo0DO0Do0Do0o0Do0Do0Do0oo0DDoDO0o0DoDOo0DooOooODOoODO0OoOan
0oo0o0ooo0O0oooo00oooDO0O0o0DoDo0Do0oo0ooOoDU0Do0oo0DDoDO0oDoODOoDOoOoDoODODOoDoOn
0000000000000 ooDo0O0ooo0Doooo0DU0oooDo0DO0oDoDo0DooOooDOooOoOan
0000000000000 o00D0DO0o0o0D0DO0oo0DO0DO0O0D0DO0O0OO0DOaO0ddRotavapord O
oooo0ooo0OooooDo0oooDO0DUd0oDo0D, 0000000 DO0DU0OD0DDODODOoOoDoODDODOOO
x 00DODO0oooOoDooooDooooDooo0D, 00, 00000000000 000O00O00GOC
0oo0oo0ooo0oooo0Do0DooDO0O0ooDo0Do0oooODoDo0Do0oo0DoDO0oDoODOoDOoOoDoODOoDOoDOan
0000000000000 o0DO0O0ODo0DOoODO0OO0OO0Omp 98-1000 (Re= 0.2, ODODOOO,
CH,Cy,); “H NMR (300 MHz, DMSO-dg)d 10.54 (s, 1H, NH), 8.54 (d, J = 2.1 Hz, 1H,
ArH), 8.34 (dd, J = 9.0 Hz, J = 2.1 Hz, 1H, ArH), 8.18 (d, J = 9.0 Hz, 1H ArH),
6.37 (s, 1H, OH), 3.82 (d, J = 10.4 Hz, 1H, CHH,), 3.58 (d, J = 10.4 Hz, 1H, CHH
v), 1.48 (s, 3H, Me), '°C NMR (75 MHz, DMSO-dg)3 173.6 (C=0), 143.0, 127.2, 123.
2, 122.6 (q, J = 33.0 Hz), 122.0 (q, J = 271.5 Hz), 118.3 (q, J = 6.0 Hz), 74.4,
41.4, 24.9; IR (KBr) 3344 (OH), 1680 (C=0), 1599, 1548 (C=C, Ar), 1427, 1363, 1
161 cm '; MS (ES1): m/z 370. 8 (M)"; Anal. Calcd. for C,,H,,BrN,0,: C 35.60, H 2
.72, N 7.55. Found: C 35.68, H 2.72, N 7.49.
Ooooooao

ONOODODOoDOoQoQDOoDoooODOo0DoooOOoDoDoooDooooOoo
00000000000 o0ooooDooooDooooooooao
tro-3-(trifluoromethyl)phenyld -(2S)-3-[4-(acetylamino)

OoDooooDoooooao
O00O0O0D00OdN-[4]-ni
phenoxy]-2-hydroxy-2-met

hylpropanamideD0 D 0 OO0 DO O0O0O0ODODODOOCDODODOODODODOODOOODOODOOODOO
ocoooooOoOooooooooDO0O0ooDoOoDoooOoDU0ooDOoDUOooDoDOoDOooDoDDoDOg O
0,o0o0oo0o0ooooogoooboOooooOoooboboooooDoDooDoObOoooboboooo
ocooooooOooooooobOoOoooOOoOoobobOo0ooobDOoDOoDbDODbOOooboODbOOoono
ocooooooooooOooooDOoOoooOooooOooDooooDoooDoDOoDoooooOooo
ocooooooooooogooobOooooOboOooboboooobDOoDooDoObOoooboboOooo
ocoooooOoDOooooDooooDO0O0oDoODOoDOoooOoDUoooDOoDUOoDoODOoDOooDoODDOoDOoOoo
ocoop,0O0O0O0O0O0COO0O0OOCDODOODODODDODOO0DODODO0ODOODODODDODDODOODDODDODOOO
ocoooooOO0OOmp 70-740 , ODO0O0O00ODODO0OOODOODOODOODODDODDOODODDODOOGO;
"H NMR (300 MHz, DMSO-dg)d& 10.62 (s, 1H, NH), 9.75 (s, 1H, NH), 8.56 (d, J = 1.9
Hz, 1H, ArH), 8.36 (dd, J = 9.1 Hz, J= 1.9 Hz, 1H, ArH), 8.18 (d, J= 9.1 Hz, 1H
, ArH), 7.45-7.42 (m, 2H, ArH), 6.85-6.82 (m, 2H, ArH), 6.25 (s, 1H, OH), 4.17 (
d, J= 9.5 Hz, 1H, CHH,), 3.94 (d, J = 9.5 Hz, 1H, CHH,), 1.98 (s, 3H, Me), 1.43.
(s, 3H, Me); '°C NMR (75 MHz, DMSO-ds)& 174.6 (C=0), 167.7, 154.2, 143.3, 141.6,
132.8, 127.4, 123.0, 122.7 (q, J= 33.0 Hz), 122.1 (q, J = 271.5 Hz), 120.1, 118
.3 (g, J = 6.0 Hz), 114.6, 74.9, 73.8, 23.8, 23.0; IR (KBr) 3364 (OH), 1668 (C=0
), 1599, 1512 (C=C, Ar), 1457, 1415, 1351, 1323, 1239, 1150 1046 cm ‘; MS (ESI):
m/z 464.1 (M+Na)', Anal. Calcd. for C,gH;gF3N30s: C 51.71, H 4.11, N 9 52. Foun
d: C 52.33, H 4.40, N 9.01.
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