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'H
NMR (400MHz, CDCls) & 1.13-1.48 (3H, m), 2.57-2.69 (2H,
mj, 2.16 (1H, m), 3.00 (1H, m), 3.74 (4H, s+m), 5.00
(1H, m), 7.11 {2H, t), 7.22-7.34 (4H, m}, 7.76 (2H, d);
e NMR  (100MHz, CRCl;) & 21.3 (CHy), 24.8 (CHz), 27.3
(CH,), 44.9 (CHp), 52.5 (CH;), 55.9 (CH), 122.8 (CH)},
125.5 (CH), 127.8 (CH), 128.0 (CH), 129.2 (C), 141.7
(C), 158.4 (C), 172.2 (C)
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'H NMR (400MHz, CDCl,) &

0.99-1.72 {5H, m), 2.23 {(1H, m), 2.97 {(lH, m), 3.58
(1H, m), 4.93 (14, m), 7.16 (2H, t), 7.28 (2H, t), 7.37
{2H, d), 7.78 {2H, d); *C NMR (1l00MHz, CDCl;) & 21.0
(CH;), 24.2 (CH;), 26.7 (CHp), 45.7 (CH), 56.0 (CH},
123.8 {(CHY, 126.0 (CH), 127.9 (CH), 128.1 {CH), 130.3
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M NMR (400MHz, CDCli) & 1.96 (1H, m), 1.18-1.60
(13H, m), 2.10-2.25 {1H, m), 2.48-2.70 {2H, m}, 2.78-

2.94 (1H, m), 3.51-4.72 (7H, m), 7.03-7.36 (7H, m),

7.71-7.76 (2H, m); °F {(376MHz, CDCl;) & -228.9 (t), -

229.3 (t), -230.1 (t), -230.2 (t)
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[ *H NMR (400MHz, CDCls) & 0.84-0.96 (1H, m), 1.20-
" 1.40 (10H, m+28), 1.51-1.56 (3H, m), 2.20-2.27 {1H, m),
E 2.70-2.98 (3H, m), 3.49-3.63 (1H, m), 4.74-5.24 (4H,

[ m), 7.14-7.18 (2H, m), 7.28-7.38 (4H, m), 7.48-7.79

[ (38, m); *’C (100MHz, CDCl;) & 20.8/21.0 (CHy), 23.7/23.9
E (CHz), 25.8/25.9 (CHy), 28.2/28.3 (CH;), 36.8/36.9 (CHa),

oooooad
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L46.0/46.1 (CHp), 52.9 (CH), 56.8 (CH), 82.6 (C),
E84.4/84.5 (24, J 184.0/183.3, CH,F), 123.7/123.8 (CH),
[ 126.1 (CH), 128.0/128.1 (CH), 128.2/128.3 (CH),
[ 130.4/130.5 (C), 141.4 (C), 160.0 (C), 170.0 {C), 171.7
E (C), 202.9 (C); Y¥F (376MHz, CDCl,;) 8-231.9 (t), -232.2
[

(t) 40
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(EEY ) 1670,

0.96-0.99% (1H,

m), 1.60 (1H,

3.11-3.22 (1H,
5.05-5.29 (4H,

m), 7.34-7.38
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iR

1716, 1782 cm™*; 'H NMR (400MHz, d¢-DMSO) &
m), 1.23-1.26 (2H, m), 1.42-1.44 (1H,

m), 1.91-1.98 (1H, m), 2.51-2.89 (2H, m),
m), 3.57-3.60¢ {(1H, m), 4.30-4.72 and
2m), 7.11-7.17 {(2H, m), 7.24-7.30 (2H,
(24, m), 7.57-7.63 (2H, m}, 8.07-8.61

(1H, m); *C NMR (100MHz, DMS8C) & (DMSO+TFA) 18.8/18.9
(CH,), 22.2/22.3 (CH,), 25.8/26.1 (CH,), 31.5/33.2 (CHj),
43.2 {CH;}), 50.6/51.1 {(CH), 54.4/54.5 (CH}, 82.8/82.9
{(2d, J 178.6/178.1, CH,F), 119.9/120.0 {(CH}, 120.4/120.5
(CH), 124.0/124.1 m(CH), 125.9/126.0 (C), 126.4/126.5
(CH), 139.6/139.7 (C}), 156.0/156.4 (CO), 170.3 (CO),
170.7/170.8 (CO), 202.2/202.3 {2d, J 14.6/15.1, CO).;

¥p (376MHz, DMSO) & 1{t®o Tk { EX 3:-4 ,

LEREE e
230.4 (t, 1),
10}
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y ~226.7 {t, 3), -226.9 (t, 3), -
-231.2 (¢, 1), -232.7 {t, 10}, -233.0 (t,
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IR (EEY ,

cm™) 1738, 1660, 1555, 1363, 1224 ; 'H NMR (400MHz, dg-
DMSO+TFA) & 0.98-1.61 (4H, m), 1.94-2.03 (1H, m), 2.53-
2.89 (24, m}, 3.12-3.24 (1H, m), 3.51-3.61 (1E, m),
4.31-4.73 and 5.10-5.24 (4H, 2m), 7.15-7.49 (6K, m},
7.77-7.81 (1H, m), 8.13-8.64 (1H, m); **C NMR (1l00MHz,
DMSO+TFA) 8 18.7/18.8 (CH), 22.3/22.6 (CHz), 25.9/26.2
(CH,), 31.5/33.2 (CHy), 43.0/43.2 (CHy), 50.6/51.1 (CH),
54.4/54.5 (CH), 82.8/82.9 (2d, J 178.7/178.3, CHyF},
119.3/119.8 (CH), 120.2/120.3 (CH), 123.6/123.7 (CH),
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O
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O
124.4/124.5 (CH), 124.6/124.8 (C), 126.6 (CH), 126.9
{(CH), 127.5 {CH), 131.0 (C), 139.2/139.2 (C},
140.7/140.7 (C), 155.5/155.% (C), 170.1/170.2 (C),
170.7/170.8 (C), 201.2/201.3 (2d, J 14.3/13.9, CO); *°F
NMR (376MHz, DMSO+TFA) & -226.7 (t), -226.9 (t), -230.3
(t), -232.7 (t}, =-233.0 (t)
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oooad
IR ( @¥Y,

em'?) 1737, 1655, 1455, 1373, 1224 ; *H NMR {400MHz, de-
DMSO+TFA) 8 0.$9-1.61 {5H, m), 1.91-2.04 (1H, m), 2.54-
2.90 {2H, m), 3.12-3.24(1H, m), 3.48-3.60 (1H, mj;,
4.26-5.28 (4H, m), 7.15-7.68 (7H, m), 8.10-8.62 (1H, 10
m); **C NMR (100MHz, DMSO+TFA) & 18.8 (CHp), 22.2/22.3
(CHz), 25.8 (CHz), 33.1/33.2 (CHy), 43.2 (CHz), 50.6/51.0
(CH), 54.3/54.4 (CH), 82.7/82.8 (24, CH;F), 120.2/120.3
(CH), 121.3/121.4 (CH), 124.2/124.3 (CH), 124.8/125.0
(¢}, 125.7 (CH), 126.3 (CH), 126.6 (CH), 126.8 (CH),
127.7/127.9 (C), 127.9/128.0 {C), 138.5 (C), 139.3 (C),
156.0 (CO}, 170.1 (CO), 170.6/170.7 (CO), 201.1/201.2

20
(2d, CO); *F NMR(376MHz, DMSO+TFA) 8§ -226.6 (t), -226.9
(Y, -232.5 (£), -232.9% (&)
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0000
IR ( BE#H , cm') 1737, 1439, 1363,

1219; *H NMR (400MHz, de-DMSO+TFA) & 1.03-1.62 (5H, m}),

1.97-2.06 (1H, m), 2.54-2.86 {2H, m), 3.14-3.28 (1H,

m), 3.59-3.66 (1H, m), 4.30-5.26 {(4H, m), 7.15-7.68

(6H, m), 8.14-8.96 (1H, m); **C NMR (100MHz, DMSO+TFA) &

20.2 (CH;), 23.8 (CHy), 27.3 (CHp), 34.6/34.7 (CHy), 44.5

(CH,), 52.1/52.5 (CH), 55.7/55.% (CH), 84.2/84.3 (2d, 10

CH;F), 120.2/120.3 (CH), 120.8/120.9 (CH), 124.2/124.4

(C), 125.9 (CH), 127.7/127.8 (C), 128.2 {(CH),

128.4/128.5 {(C), 128.8 (CH}), 128.9 (CH}, 140.0 (C},

140.1 (C), 140.6 {C), 156.8/156.8 (CO}, 171.5 (CO)},

172.1/172.1 (CO), 202.6/202.7 {(2d, CO); *°F NMR(376MHz,

DMSO+TFA) & -226.6 {t), -226.8 {t}, -232.6 {(t), -232.9

{t)
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Doooo

[ IR ( EE#H , cm*) 1737, 1660, 1555,

E 1363, 1224; 'H NMR {(400MHz, d¢-DMSO+TFA) & 1.02-1.62
[ (5H, m), 1.91-2.02 {(1H, m), 2.53-2.90 (2H, m), 3.13-
[ 3.25 (1H, m), 3.51-3.62 (1H, m), 4.31-5.29 {(4H, m),

L 7.22-7.75 (6H, m), 8.18-8.65 (1H, m); *3C NMR (100MHz,
E DMSO+TFA) & 20.2 (CH,), 23.8 (CHp), 27.3 (CHy), 34.6

[ (CHp), 44.7 (CHs), 52.5 (CH), 55.8 (CH), 84.3 (d, J

[ 178.2, CH.F), 120.7/121.2 (CH), 122.7/122.8 (CH),

E 124.7/125.1 (C), 125.3/125.4 (CH), 127.4 (CH), 128.1
r (CH), 128.7/128.9% (C), 129.1 (CH), 129.8 (C), 132.7

[ (¢}, 139.5/139.6 (C)}, 141.8/141.9 (C), 157.0 (CO),

L 171.5 (coy, 172.1 (CO), 202.6 (4, J 14.3, CO); °F

E NMR (376MHz, DMSO+TFA) & -226.6 (t), -226.9 (t), -232.6
[ ()}, -232.9 (t)
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1737, 1655, 1419,

DMSC+TFA) & 1.36-1.65

2.21 (1H, m),

7,30-7.36 (2H, m),

1373,
{6H, m),
2.59-2.89 (2H, m),
7.48-7.54 (2H, m),

(26)

JP 2008-500374 A 2008.1.10

IR ( EE®, cml)

1224 ; H NMR (400MHz, d¢-

1.94-1.99 {1H, m), 2.12-
4.32-5.27 (4H, m),
7.63-7.76 (2H,

m), 8.17-8.72 (3H, m); *°C NMR (100MHz, DMSO+TFA) & 19.0
26.5/26.8 (CH,), 33.3/33.5 (CHp),

(CHz), 23.7/23.8 (CHp),

82.9/83.1 (2d, J 178,7/178.7, CH.F),

50.9/51.4 {CH), 54.5 {(br,
111.0/111.1 {CH},

111.% (CH), 119.5/11%.7 (CH), 120.6/120.7

122.5/122.7 {(C),
153.2/153.3 (),

CH} ,

(CH} ¢

125.8/125.9 (CH), 137.1/137.4 {(C),
170.3/7170.4 (C), 170.8/170.9 (C),

201.4/201.5 (2d, J 14.6/14.6, CO); '°F NMR (376MHz,

DMSO+TFA) 6 d (J, %I)

23¢.0 (t, 1},
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-226.6 (t, 3), -226.

(¢, 10), -232.7 (&, 10)
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m), 4.31-5.26
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1.90-2.06 (1H,

IR ( E¥®, cm?) 1731, 1419, 1363,

(6H, m),

7.12-7.48 {(6H, m},

1219; 'H NMR (400MEz, d¢-DMSOQ+TFA) & 1.27-1.69 (5H, m),

m), 2.55-2.,87 {(2H, m), 3.13-3.21 {2H,

7.84-7.86
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DOooOoooo
[ (2H, m), 8.08-8.58 (1H, m) ; *C NMR (100MHz, DMSO+TFA)
Ea 20.5 (CHp}, 24.2 (CHp), 27.73 (CH,), 34.6/34.8 (CH,),
[44.9 (CH,), 48.5/48.7 (CH), 52.1/52.5 (CH), 55.4/55.7

[ (CH), 84.2 (d, CH;F), 120.2 (CH), 123.3 {(CH), 123.6

L (cH), 124.7 (CH), 126.1 (C),126.3 (CH), 128.0 (CH),
[128.3 (CH), 128.7 (CH), 131.6 (C), 134.6 (C), 140.2

[
[ {C}y, 172.1/172.2 {CO), 172.4/172.4 {C0}, 203.0 (4, CO);

[1%p NMR (376MHz, DMSO+TFA) & -226.8 (t), -226.9 (t), -
232.7 (t), -232.9 {(t)
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'H NMR 400 MHz CDCl,

[
[ 1.50 (om, s), 1.51 (34, 4, J 7.2), 3.70 (iH, m), 7.28
[
. (2H, 8), 7.78 (1H, d, J 7.6), 11.49 (1H, br s)
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[ 'H NMR 400MHz
 ¢DC1;/CD:OD 1.40 (12H, m), 3.92 (1, m), 4.20-4.55 (4H,
Em), 7.11 (2H, 4, J 15); **F NMR CDCl; -229.74 {(m), -
[229.84 (m), -230.54 {(m), -230.87 (m)
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[ 'H NMR 400MHz CDCl; 1.37+1.43 (9H, 2xs), 1.54 (3H,
[
[
c (2H, d, J 16), 7.50 (1H, m), 7.98 (1H, m), 11.37+11.45

m), 2.85 (1H, m), 3.03 (1H, wm), 4.85-5.30 (4H, m), 7.18

[ (1H, 2xs); '°F NMR 376 MHz CDCl, -231.85 (t, J 48), -
[

[232.12 (t, J 48)
O
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IR 1785.7,1730.1,1653.7,

1268.7, 1188.4, 1150.9,

1538.1,
1653.3,

(30)

1458.2,
89g2.13,

JP 2008-500374 A 2008.1.10

1384.2,
931.8, 867.89,

847.0, 768.5 cm’'; 'H NMR 400MHz DMSO-ds 1.37 (3H, d),
4.34-4.75(2.5H, m, 2XCH+0 . 5CH,F) ,

2.40-2.85(2H, m,asp CHz},
5.13-5,41 (1.5H,m,CH,F),

7.50(2H,s, 1 $4Y—L - CHs), 8.58-

8,79 (2H,m,NHs), *C NMR 1060 MHz DMSO-dg 18.13, 18.85(ala

CH;); 33.13,
85.21 (CHF) ,

34.75{asp CH:),

48.68,52.41 (CHs) ,

83.46,

123.67{CH rz4y—0L 1},

139.57,158.86,172.35{m)

(C‘"—"‘OS) t

202.70(5 ¥—4% ~tv Y

-{226.89,

1%r NMR 376 MHz DMSO-d¢ Fhe JU>4

~75,19(3F, s, CF;COOH} ,

226.96,230.80,231.59,
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1.42 (3H, &), 2.51-2.95

{2H, m),

IR {E¥®H , cm'') 3277.9, 1654.6, 1526.6, 1188.6,
1142.5%, 1050.4, 927.5, 748.2, 712.4; 'H NMR {DMSO-ds)

4.21-4.75{2H, m},

4.76-5.60 (3H, brm), 7.41 {2H, m), 7.65
$.05 {2H, m); ¥*C NMR (DMSO-dg) 18.0, 18.7, 18.8 (Ala
CHs), 37.2, 34.6, 34.7 {Asp CH;), 47.6, 48.8, 48.85,

{2H, m), 8.21-

49.1 (Asp CH), 52.0, 52.5 (Ala CH), 83.5, 85.2, B85.3,
103.8, 106.0 (CH.F), 116.6, 123.9 (Aryl CH), 145.3,
145.4, (Aryl C), 158.4, 158.7, 158.8, 172.1, 172.2,
172.4, 172.5, 172.6, 172.7, 173.2 (NC=0), 202.6, 202.7,
202.8, 202.9 (C=0); #HHE M 364.1177. CpeHyi7FNOs (3.
M' 364.1183 (1.8 ppm) ELEETH
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IR{ecm™) 3280.0, 1659.5, 157.9, 1192.5, 1141.6,
784.7, 721.1; 'H NMR 400MHz DMSO-dg 0.95 (3H, m), 1.78
(2H, m), 2.58-2.98 (2H, wm), 4.30-4.78 {(2.5H, m), 5.10-
5.42 (1.5H, m), 7.41 (2H, s), 8.44+8.75 (2H, 2xm); °C
NMR 100 MHz DMSO-ds 10.19, 10.29, 15.52 (CHi;), 25.42,
25.49, 26.03, 23,06, 33,13, 24.65, 34.80 (CHy}), 47.45,
47.53, 52.0, 53.96, 54.13 (CH) 65.27 (CHp), 84.326 (4, J
177, CHyF}, 103.81, 104.00 (C), 123.89 (CH), 139.74
(C=0), 156.90, 158.39, 158.74, 171.51, 171.80, 171.83,
172.02, 173.11 (C=0), 202.51, 202.66, 202.76, 202.90
(CH,FC=0) ; F NMR 376 MHz DMSO-d¢ -226.82 (t, J 45), -
226.84 {(t, J 45), -230.67 (t, J 45), -231.43 (t, J 45},
-232.79 {t, J 45), -232.82 {t, J 45)
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oooaoao
IR {( EmE®w , cm'b) 1736, 1649, 1557,

1511, 1455, 1434, 1393; 1E NMR (DMSO+TFA} 0.92-0.55
(6H, m), 2.06-2.15 (1H, m), 2.56-2.90 (2H, m), 4.33-
5.36 {(4H, m), 7.79 (2H, s), 8.58-8.90 (2H, m); **FNMR
(DMSO+TFA) -226.8 (t), -230.6 {(t), -231.0 {(t), -232.5
(t), =-232.6 (t); *C NMR (DMSC+TFA) 18.1/18.4 {(CHi),
19.2/19.3 (CH,;), 34.5/34.8 (CHy), 51.8/52.2 (CH),
58.5/58.8 (CH), 84.3/84.4 {(2d, J 178.7/178.7, CH;F),
122.0 (CH), 137.5 {(C), 153.7 (C), 170.6 (C},
171.9/172.0 (C), 202.5/202.8 (2d, J 14.6/14.86, CO)
OooQ0oo0o
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IR (E®EY , cm’) 1737, 1665, 1527,

1373, 1194, 1137; 1H NMR {DMSO-dg) 0.90-0.95 (6H, m),
2.15-2.18 {1H, m), 2.59-2.92 (2H, m}, 4.33-4.76 and
5.12-5.38 (4H, 2m), 7.31-7.35 {(2H, m), 7.66-7.68 (2H,
m), 8.36-8.82 (2H, m); *FNMR (DMSO+TFA) -226.7 (t), -
226.9 (t}, -232.4 (t), -232.6 (t); °C NMR (DMSO-ds)
18.3/18.4/18.5/18.7 (CH;), 19.4/19.5 (CHs),
31.0/31.1/31.6 (CH), 34.7/34.8 (CH2), 51.8/52.1 (CH),
57.9/58.3/58.6 (CH), 84.3/84.4 (2d, J 178.7/178.7,
CH.F), 124.0 (CH), 145.2/145.2 (C),
158.4/158.5/158.7/158.8 (C), 170.9/171.1/171.2 (C),
172.0/172.0 {C), 173.1 (C), 173.% (C), 202.06/202.6
(2d, J 13.8, CO)
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M NMR (400MHz, CDCls) & 0.90-1.03 (3H,
m), 1.20-1.90 {13H, m), 2.50-3.00 (3H, m), 3.12-3.26
{1H, m), 3.59-3.80 {2H, m), 4.00-4.68 {3H, m), 6.53-
6.89 (1H, m), 7.30-7.52 (4H, m), 7.95-8.05 (2H, m),
8.15-8.26 (2H, m); *F NMR (376 MHz, CDCl;} -229.10, -
229.34, -230.95, -231.09
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oooaoao
IR {( BE®H , cm ) 1722,

1689, 1636, 1531, 1441, 1365, 1279, 1155; 'H NMR
(400MHz, CDCls) & 0.85-1.50 (3H, m), 1.35-1.54 (11H, m),
1.55-1.69 {1H, m), 1.78-1.95 (1H, m), 2.67-3.28 (4H,
m), 3.60-3.79 (1H, m), 4.80-5.59 (3H, m), 6.89-7.04
(1H, m), 7.33-7.54 (4H, m), 7.98-8.04 (2H, m), 8.15-
8.28 (2H, m); *°C (100MHz, CDCl;) & 14.12, 14,40, 14.47,
14.60, 20.78, 20.84, 21.47, 28,32, 28.42, 28.48, 29.77,
33.63, 34.58, 34.91, 40.05, 43.05, 43.26, 43.29, 52.60,
53.00, 53.64, 66.90, 66.9%, 82.62, 82.69, 85.53,
116.88, 116.94, 120.28, 120.31, 124.27, 127.76, 127.86,
128.69, 128.77, 128.99, 138.80, 171.21, 171.29, 172.21,
172.25, 175.53, 176.03, 203.04, 203.20, 203.30, 203.46;
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(BE® , cm') 1746, 1689, 1641, 1541, 1436, 1374, 1284,

1207, 1160cm-1; H NMR (400MHz, ds-DMSO} & 0.80-1.00

(3, m), 1.20-1.76 (4H, m), 2.30-2,90 (2H, m}, 2.95-

3.24 (1H, m), 3.26-3.59 (2H, m), 4.25-4.79 (1.5H, m),

5.02-5.43 (1.SH, m), 7.36-7.58 (4H, m), 8.10-8.30 {4H,

m), 8.54-8.91 (1H, m); *°C NMR (100MHz, DMSO} 3 14.31, 10
20.03, 20.13, 21.92, 22.51, 24.36, 34.77, 41.20, 41.62,

44,06, 51.77, 52.84, 83.45, 85.22, 116.70, 120.54,

123.91, 124.01, 127.85, 126.01, 138.20, 172.15, 172.36,

172.96, 173.00, 175.32, 175.48, 202.60, 203.10; °F

(376MHz, DMSO} & -226.68, ~-226.73, -231.21, -232.85, -
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IR
( @EY , cm*) 1739, 1682, 1646, 1545, 1447, 1381, 1290,
1209, 1170 em™; 'H NMR (400MHz, DMSO + TFA) & 0.79-1.08
(6H, m), 1.89-2.15 (iH, m}), 2.31-3.60 (5H, m), 4.21-
4.78 {1.25H, m), 4.98-5.45 (1.75H, m), 7.38-7.60 (4H,
m), 8.14-8.35 (4H, m), 8.56-8.90 (1H, m); *°C NMR 40
(100MHz, DMSO) & 20.46, 20.84, 21.04, 21.21, 30.77,
30.85, 33.37, 34.83, 35.24, 38.16, 38.89, 47.67, 48.23,
52.19, 53.43, 83.96, 84,01, 85.72, 85.77, 117.16,
121.02, 124.43, 126.42, 126.52, 128.42, 138.75, 172.64,
172.90, 173.85, 173.90, 174.74, 174.93, 175.16, 202.91,
203.04, 203.51, 203.65; F (376MHz, DMSO) & -226.63, -

226,68, -231.24, -233.16, -Z233.38, -233.55
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