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40(3H, m), 3.22(2H, t, J=7.1Hz), 2.78(2H, t, J=7.2Hz)O
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H NMR(400MHz,DMSO-dg):8 (ppm)=9.42(1H, brs), 7.87(2H, dd, J=7.2 and 1.8Hz), 7.6
8(1H, d, J=0.8Hz), 7.51-7.45(3H, m), 7.28(1H, d, J=2.0Hz), 7.21(1H, d, J=2.4Hz),
3.61(3H, s), 3.17(2H, t, J=7.0Hz), 2.78(2H, t, J=7.0Hz).

MS m/z: 356 (M + H)*O
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H NMR(400MHz,CDCl3):8 (ppm)=7.70(2H, dt, J=47.3 and 29.2Hz), 7.54(1H, s), 6.95(
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2H, dt, J=9.3 and 2.5Hz), 3.86(3H, s), 3.20(2H, t, J=7.5Hz), 2.77(2H, t, J=7.5Hz
)
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TH NMR(400MHZz ,DMSO-dg):d (ppm)=12.2(1H, s), 9.94(1H, s), 9.35(1H, s), 7.68(2H, d
, J=8.6Hz), 7.55(1H, s), 7.28(1H, d, J=2.3Hz), 7.23(1H, d, J=2.3Hz), 6.84(2H, d,
J=8.6Hz), 3.61(3H, s), 3.13(2H, t, J=7.0Hz), 2.75(2H, t, J=7.0Hz).

MS m/z: 372 (M + H)*O
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1H NMR(400MHz,CDCl5):8 (ppm)=7.90-7.86(2H, m), 7.44-7.41(3H, m), 4.17(2H, q, J=7
.0Hz), 3.16(2H, t, J=7.3Hz), 2.69(2H, t, J=7.4Hz), 1.27(3H, t, J=7.4Hz)O
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TH NMR(400MHZz ,DMSO-dg):8 (ppm)=9.36(1H, s), 7.84(2H, dd, J=6.5 and 3.0Hz), 7.49(
3H, t, J=3.1Hz), 7.25(1H, d, J=2.3Hz), 7.20(1H, d, J=2.8Hz), 3.59(3H, s), 3.10(2
H, t, J=7.0Hz), 2.76(2H, t, J=7.0Hz).

MS m/z: 390 (M + H)*O
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H NMR(400MHz,CDCl3):8 (ppm)=7.81(2H, dt, J=9.5 and 2.5Hz), 6.93(2H, dt, J=9.4 a
nd 2.4Hz), 4.17(2H, q, J=7.0Hz), 3.85(3H, s), 3.13(2H, t, J=7.1Hz), 2.67(2H, t,
J=7.4Hz), 1.27(3H, t, J=7.1Hz)0O
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H NMR(400MHz,DMSO-dg):8 (ppm)=10.1(1H, brs), 9.36(1H, brs), 7.69(2H, d, J=8.6Hz
), 7.27(1H, d, J=2.4Hz), 7.23(1H, d, J=2.7Hz), 6.86(2H, dd, J=8.6 and 1.1Hz), 3.
61(3H, s), 3.08(2H, t, J=6.9Hz), 2.75(2H, t, J=7.0Hz).

MS m/z: 404 (M - H)™O

oooooao

ocooooao
oo{00[000000000O0O0O0DD0DO0D0D000O000O0o0oOoDoODDODODO0O00O0O]OoO
ooooyYooooooooooooDoDooooooo

oooooao
ooooDao

HO. O
A
J ’ )%ﬂﬁ<::§;‘OH

gboogoood
gboobooooooboobooboboboooobooboobobooboooboobobobao

T

10

20

30

40

50



(74) JP 5461398 B2 2014.4.2

0oo0o00DD0DDOD000000000o00o0DDDODO0D00D0D00O0Do0Do0DoDoODoODDOoDOoOOoDOoDOOg
ooo0oDoDDoODOoOO000O0Oo0ooooOooDDDODO0D00DO0DO0o0oooDoDoDoDoODDoOoDOoOooOg
ooooDoDoOOo0o0oU0oOoOoooooooODDODOoOOoO0oOoOooo

H NMR(400MHz ,DMSO-dg):8 (ppm)= 12.2(1H, brs), 10.4(1H, s), 9.34(1H, s), 7.61(1H
, d, J=8_.3Hz), 7.59(1H, s), 7.50(1H, d, J=8.3Hz), 7.28(1H, d, J=2_.3Hz), 7.23(1H,
d, J=2_.3Hz), 7.03(1H, t, J=8.8Hz), 3.61(3H, s), 3.14(2H, t, J=7.0Hz), 2.76(2H,

t, J=7.0Hz).

MS m/z: 388 (M - H)™O
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H NMR(400MHz,DMSO-dg):8 (ppm)=12.2(1H, brs), 10.8(1H, s), 9.34(1H, s), 7.80(1H,
d, J=1.9Hz), 7.64(1H, dd, J=8.6, 1.9Hz), 7.60(1H, s), 7.28(1H, d, J=2.3Hz), 7.2
3(1H, d, J=2.3Hz), 7.05(1H, d, J=8.6Hz), 3.61(3H, s), 3.14(2H, t, J=7.0Hz), 2.76
(2H, t, J=7.0Hz).

MS m/z: 404 (M - H)™O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=7.55(1H, d, J=2.3Hz), 7.04(1H, d, J=2.3Hz), 4.22(
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2H, q, J=7.1Hz), 3.95(2H, t, J=7.3Hz), 1.70-1.63(2H, m), 1.29(3H, t, J=7.1Hz), 1
.19(2H, g, J=7.5Hz), 0.88(3H, t, J=7.5Hz)0
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1H NMR(400MHz,CDCl3):5 (ppm)=8.42(1H, d, J=2.3Hz), 8.08(1H, d, J=9.0Hz), 7.33(1H
, t, J=4_1Hz), 6.96(1H, s), 3.93(3H, s), 3.13(2H, t, J=7.8Hz), 2.88(2H, t, J=7.6
Hz)O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=10.5(1H, brs), 9.41(1H, s), 8.21(1H, d, J=2.7Hz),
7.89(1H, d, J=8.9Hz), 7.31-7.25(3H, m), 7.03(1H, s), 3.88(2H, t, J=7.0Hz), 3.03
(2H, t, J=7.6Hz), 2.77(2H, t, J=7.4Hz), 1.65(2H, t, J=7.2Hz), 1.20(2H, q, J=7.8H
z), 0.87(3H, t, J=7.4Hz).

MS m/z: 397 (M - H)O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=9.81(2H, brs), 7.58(1H, d, J=2.3Hz), 7.05(1H, s),
4.23(2H, q, J=7.0Hz), 3.98(2H, q, J=7.0Hz), 1.32(3H, t, J=7.0Hz), 1.28(3H, t, J
=7.0Hz)O
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IH NMR(500MHz, CDCl5):& (ppm)=7.99(2H, d, J=9.0Hz), 6.98(2H, d, J=9.0Hz), 3.86(3
H, s), 3.24(2H, t, J=7.4Hz), 3.00(2H, t, J=7.4Hz)O
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000]000000¥000000000000000000000
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O

1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.3(1H, brs), 10.1(1H, s), 9.50(1H, s), 7.82(2H,
d, J=8.6Hz), 7.28(2H, s), 6.90(2H, d, J=8.6Hz), 3.89(2H, q, J=7.2Hz), 3.22(2H,

t, J=6.9Hz), 2.97(2H, t, J=6.9Hz), 1.28(3H, t, J=7.2Hz).
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MS m/z: 371 (M + H)*O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=9.36(1H, s), 7.70(2H, d, J=8.6Hz), 7.58(1H, s), 7
.34(1H, d, J=2.3Hz), 7.30(1H, d, J=2.3Hz), 6.85(2H, d, J=8.6Hz), 3.92(2H, q, J=7
.OHz), 3.13(2H, t, J=7.0Hz), 2.76(2H, t, J=7.0Hz), 1.31(3H, t, J=7.0Hz).

MS m/z: 386 (M + H)*O
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TH NMR(400MHz ,DMSO-dg):8 (ppm)=9.79(2H, brs), 7.58(1H, d, J=2.4Hz), 7.08(1H, s),
4.75(1H, t, J=4.5Hz), 4.63(1H, t, J=4.5Hz), 4.34(1H, t, J=4.5Hz), 4.27(1H, t, J
=4_.5Hz), 4.24(2H, q, J=7.1Hz), 1.29(3H, t, J=7.1Hz)O
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TH NMR(400MHZz ,DMSO-dg):8 (ppm)=12.3(1H, brs), 9.37(1H, s), 7.87(2H, dd, J=7.8, 1
.6Hz), 7.69(1H, s), 7.51-7.46(3H, m), 7.40(1H, d, J=2.3Hz), 7.32(1H, d, J=2.4Hz)
, 4.72(1H, t, J=4.5Hz), 4.61(1H, t, J=4.7Hz), 4.26(1H, t, J=4.5Hz), 4.19(1H, t,

J=4_7Hz), 3.17(2H, t, J=7.1Hz), 2.80(2H, t, J=7.1HZ).

MS m/z: 388 (M + H)*O
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1H NMR(400MHz ,DMSO-dg):5 (ppm)=9.86(2H, brs), 7.74(1H, d, J=2.4Hz), 7.27-7.21(1H
, m), 7.18(1H, d, J=2.4Hz), 7.11-7.07(2H, m), 5.20(2H, s), 4.23(2H, q, J=7.1HzZ),
1.29(3H, t, J=7.1Hz)O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.4(1H, brs), 10.6(1H, s), 9.45(1H, s), 8.27(1H,
d, J=2.8Hz), 7.90(1H, d, J=8.6Hz), 7.48(1H, d, J=2.3Hz), 7.36(1H, d, J=2.3Hz),
7.31(1H, dd, J=8.7, 2.8Hz), 7.20-7.15(1H, m), 7.01(2H, d, J=6.7Hz), 5.11(2H, s),
3.23(2H, t, J=6.9Hz), 2.99(2H, t, J=6.9Hz).
MS m/z: 470 (M + H)*O
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1H NMR(400MHz ,DMSO-dg):d (ppm)=12.4(1H, s), 10.1(1H, s), 9.45(1H, s), 7.81(2H, d
, J=8.6Hz), 7.48(1H, d, J=2.4Hz), 7.36(1H, d, J=2.4Hz), 7.21-7.16(1H, m), 7.02(2
H, d, J=6.2Hz), 6.90(2H, d, J=8.6Hz), 5.12(2H, s), 3.21(2H, t, J=7.0Hz), 2.97(2H
, t, J=7.0Hz).

MS m/z: 469 (M + H)*O
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TH NMR(400MHz,CDCl5):8 (ppm)=7.58(1H, s), 4.66(2H, brs), 4.27(2H, q, J=7.1Hz), 3
_90(2H, t, J=7.1Hz), 1.84-1.76(2H, m), 1.37-1.24(5H, m), 0.94(3H, t, J=7.4Hz)O
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TH NMR(400MHZz ,DMSO-dg):8 (ppm)=10.6(1H, s), 8.28(1H, d, J=2.8Hz), 8.19(1H, s), 7
_92(1H, d, J=8.6Hz), 7.32(1H, dd, J=8.4 and 3.0Hz), 4.04(2H, t, J=7.0Hz), 3.45-3
.34(2H, m), 3.22(2H, t, J=6.9Hz), 1.74-1.71(2H, m), 1.24-1.17(2H, m), 0.87(3H, t
, J=7.4Hz)O

000000

0oooooo
D0{00[00000000000000000000000000000000]00
0000} OODODOO0DO0OO0DO00OO0O00O0O000O000O000O00o0ooan

O

O

uoboood
goaoao

HO L]

Dooooo
0000000000000 O0000O000000000000000000000000
0oooooo

0000000000000 000000000000000000000000000¢0
0000000000000 0

1H NMR(500MHz ,DMSO-dg):8 (ppm)=9.95(2H, brs), 7.51(1H, s), 7.07(1H, s), 4.21(2H,
q, J=7.1Hz), 3.99(2H, t, J=7.1Hz), 3.24(2H, t, J=6.3Hz), 3.22(3H, s), 1.95-1.90
(2H, m), 1.28(3H, t, J=7.1Hz)O
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1H NMR(500MHz ,DMSO-dg):8 (ppm)=9.35(1H, s), 7.68(2H, d, J=8.7Hz), 7.55(1H, s), 7
.30(1H, d, J=2.4Hz), 7.25(1H, d, J=2.4Hz), 6.84(2H, d, J=8.7Hz), 3.92(2H, t, J=6
.8Hz), 3.23(2H, t, J=6.1Hz), 3.22(3H, s), 3.12(2H, t, J=7.1Hz), 2.75(2H, t, J=7.
1Hz), 1.93-1.88(2H, m)

MS m/z: 430 (M + H)*O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.2(1H, brs), 9.79(1H, s), 9.36(1H, s), 7.61(1H,
s), 7.50(1H, d, J=8.6Hz), 7.34(1H, d, J=2.4Hz), 7.30(1H, d, J=2.4Hz), 6.71(1H,
d, J=2.7Hz), 6.68(1H, dd, J=8.6, 2.7Hz), 3.92(2H, q, J=7.2Hz), 3.15(2H, t, J=7.2
Hz), 2.76(2H, t, J=7.3Hz), 2.44(3H, s), 1.31(3H, t, J=7.2Hz).
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TH NMR(400MHz ,DMSO-dg):8 (ppm)=12.2(1H, brs), 11.0(1H, s), 9.37(1H, s), 7.33(1H,
d, J=2.4Hz), 7.30(1H, d, J=2.4Hz), 6.64(2H, d, J=10.6Hz), 3.92(2H, q, J=7.2Hz),
3.12(2H, t, J=7.0Hz), 2.78(2H, t, J=7.0Hz), 1.30(3H, t, J=7.2HZ).

MS m/z: 456 (M + H)*O
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CDCl5):8 (ppm)=7.65(1H, d, J=7.8Hz), 6.72(1H, dd, J=7.80 2.3Hz),

Dooooo
14 NMR(400MHz,CDCl5):8 (ppm)=9.34(1H, brs), 8.25(1H, d, J=8.6Hz), 7.44(1H, d, J=
2.4Hz), 7.09(1H, d, J=2.4Hz), 6.89(1H, d, J=2.4Hz), 6.79(1H, dd, J=8.6, 2.4Hz),

5.34(2H, s), 5.21(2H, s), 4.27(2H, q, J=7.0Hz), 3.90(2H, q, J=7.5Hz), 3.50(6H, s
). 3.24(2H, t, J=7.6Hz), 2.75(2H, t, J=7.6Hz), 1.44(3H, t, J=7.4Hz), 1.34(3H, t,
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1H NMR(400MHz ,DMSO-dg):3 (ppm)=12.2(1H, brs),
H, s), 7.85(1H, d, J=8.6Hz), 7.33(1H, d, J=2.3Hz), 7.30(1H, d, J=2.3Hz), 6.43(1H
, d, J=2.4Hz), 6.37(1H, dd, J=8.6, 2.4Hz), 3.92(2H, q, J=7.0Hz), 3.06(2H, t, J=7
_2Hz), 2.73(2H, t, J=7.2Hz), 1.31(3H, t, J=7.2Hz).
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14 NMR(400MHz ,MeOH-d4):3 (ppm)=7.51(1H, d, J=2.4Hz), 7.02(1H, d, J=2.4Hz), 6.09-
6.01(1H, m), 5.41-5.36(1H, m), 5.28-5.25(1H, m), 4.78-4.76(2H, m), 4.03(2H, q, J
=7.2Hz), 1.43(3H, t, J=7.4Hz)O
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1H NMR(400MHz, CDCl3):8 (ppm)=7.87(2H, d, J=9.0Hz), 7.65(1H, s), 6.96(2H, d, 9.
OHz), 4.88(2H, s), 3.86(3H, s)O
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H NMR(400MHz, CDCl3):86 (ppm)=7.86(2H, d, J=9.0Hz), 7.73(1H, s),
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H NMR(400MHz, DMSO-dg):8 (ppm)=10.0(1H, brs), 7.81(2H, d, J=9.0Hz), 7.65(1H, S)
7.38(1H, d, J=2.4Hz), 7.34(1H, d, J=2.4Hz), 7.03(2H, d, J=9.0Hz), 5.49(1H, ddd,
J=3.9, 6.7 and 48.5Hz), 3.94(2H, g, 7.0Hz), 3.81(3H, s), 3.63-3.42(2H, m), 1.32
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TH NMR(400MHz, DMSO-dg):8 (ppm)=10.0(1H, brs), 7.70(2H, d, J=8.6Hz), 7.60(1H, s)
7.37(1H, d, J=2.7Hz), 7.33(1H, d, J=2.7Hz), 6.84(2H, d, J=8.6Hz), 5.48(1H, ddd,
J=3.1, 6.3 and 47.3Hz), 3.94(2H, q, 7.0Hz), 3.61-3.40(2H, m), 1.31(3H, t, J=7.0

Hz)
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H NMR(400MHz, CDCI3):8 (ppm)=9.35(1H, brs), 7.63(2H, dd, J=1,2 and 8.2Hz), 7.56
(1H, s), 7-39(2H, dd, J=7.4 and 8.2Hz), 7.38(1H, d, J=2.4Hz), 7.24(1H, tt, J=1.2
and 7.4Hz), 7.08(1H , d, J=2.4Hz), 4.33(2H, t, J=7.0Hz), 4.25(2H, q, J=7.4Hz),
3.90(2H, q, J=7.4Hz), 2.82(2H, t, J=7.0Hz), 2.43(3H, s), 1.44(3H, t, J=7.4Hz), 1
.32(3H, t, J=7.4Hz)0O
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1H NMR(400MHz, DMSO-dg):3 (ppm)=9.35(1H, brs), 7.61(1H, s), 7.58(2H, dd, J=1,2 a
nd 8.6Hz), 7.36(1H, dd, J=7.4 and 8.6Hz), 7.33(1H, d, J=2.4Hz), 7.29(1H, d, J=2.
4 Hz), 7.20(1H, tt, J=1.2 and 7.4Hz), 4.22(2H, t, J=6.7Hz), 3.91(2H, q, J=7.0HZz)
, 2.90(2H, t, J=6.7Hz), 2.39(3H, s), 1.30(3H, t, J=7.0HZ).

MS m/z: 367 (M + H) “O
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H NMR(500MHz ,MeOH-d4):& (ppm)=7.51(1H, d, J=2.4Hz), 7.44(2H, d, J=6.9Hz), 7.38-
_31(3H, m), 7.02(1H, d, J=2.4Hz), 5.31(2H, s), 4.02(2H, t, J=7.4Hz), 1.42(3H, t
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TH NMR(400MHz, CDCl3):& (ppm)=9.33(1H, brs), 7.65(2H, d, J=8.8Hz), 7.45-7.31(6H,
m), 7.12(1H, d, J=2.9Hz), 7.06(2H, d, J=8.8Hz), 6.60(1H, dd, J=11.7 and 18.1Hz)
, 5.58(1H, d, J=18.1Hz), 5.41(1H, d, J=11.7Hz), 5.27(2H, s), 5.12(2H, s), 3.88(2
H, q, J=7.3Hz), 3.19(2H, t, J=7.8Hz), 2.90(2H, t, J=7.8Hz), 1.42(3H, t, J=7.3Hz)
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TH NMR(400MHz, DMSO-dg):& (ppm)=12.23(1H, s), 9.98(1H, s), 9.39(1H, s), 7.50(2H,
d, J=9.0Hz), 7.30(1H, d, J=2.4Hz), 7.29(1H, d, J=2.4Hz), 6.91(2H, d, J=9.0Hz),

3.91(2H, q, J=7.4Hz), 2.93(2H, t, J=7.4Hz), 2.79(2H, t, J=7.4Hz), 2.56(2H, q, J=

7.4Hz), 1.30(3H, t, J=7.4Hz), 1.14(3H, t, J=7.4Hz).

MS m/z: 398 (M + H) *O
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14 NMR(400MHz,CDCI3):8 (ppm)=8.06(1H,s), 7.57-7.42(5H, m), 4.36(2H, q, J=7.3Hz),

2.60(3H, s), 1.41(3H, t, J=7.3Hz)O
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1H NMR(400MHz,CDCl3):5 (ppm)=7.62(1H,s), 7.50-7.34(5H, m), 4.59(2H, s), 2.33(3H,
s), 1.45(1H, brs).

MS m/z: 189 (M + H)™O
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H NMR(400MHz,CDCI3):d (ppm)=9.97 (1H, s), 8.04(1H,s), 7.55-7.40(5H, m), 2.58(3H
s)O
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MS m/z: 275(M + H)'O
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TH NMR(400MHz,CDCl3):8 (ppm)=7.51(1H,s), 7.48-7.33(5H, m), 5.04 (1H, ddd, J=49,
6.7, 4.7Hz), 4.29-4.20(2H, m), 3.10 (1H, t, J=5.9Hz), 3.04 (1H, t, J=5.9Hz),2.26
(3H, s), 1.28(3H, t, J=7.0Hz).

MS m/z: 277 (M + H)*O
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TH NMR(400MHz ,DMSO-dg):3 (ppm)=12.3(1H, brs), 9.92(1H, brs), 7.52-7.31(8H, m), 5
.36(1H, ddd, J=48, 6.7, 3.9Hz), 3.93(2H, q, J=7.4Hz), 3.19-2.93(2H, m), 2.21 (3H
, s), 1.30 (3H, t, J=7.4Hz).

MS m/z: 383 (M - H) O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.3(1H, brs), 9.94(1H, brs), 7.52-7.31(8H, m), 5
.35(1H, ddd, J=48, 7.0, 3.9Hz), 3.91(2H, g, J=7.0Hz), 3.19-2.93(2H, m), 2.63(2H,

dg J=7.4, 3.1Hz), 1.28(3H, t, J=7.4Hz), 0.89 (3H, t, J=7.4Hz).
MS m/z: 397 (M - H) O
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H NMR(400MHz, CDCI3):8 (ppm)=9.28(1H, br.s), 7.65(2H, dd, J=8.2 and 1.2Hz), 7.5
4(1H, s), 7-41-7.32(9H, m), 7.25(1H, m), 7.13(1H, d, J=2.4Hz), 5.25(2H, s), 4.32
(2H, t, J=7.0Hz), 3.89(2H, q, J=7.4Hz), 2.84(2H, q, J=7.4Hz), 2.81(2H, t, J=7.Hz
), 1.44(3H, t, J=7.4Hz), 1.26(3H, t, J=7.4Hz)O
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1H NMR(400MHz, DMSO-dg):& (ppm)=12.21(1H, br.s), 9.39(1H, s), 7.64(1H, s), 7.59(
2H, dd, J=1.2 and 7.8Hz), 7.37(2H, t, J=7.8Hz), 7.33(1H, d, J=2.4Hz), 7.29(1H, d
, J=2.4Hz), 7.21(1H, tt, 1.2 and 7.8Hz), 4.21(2H, t, J=7.0Hz), 3.91(2H, g, J=7.0
Hz), 2.94(2H, t, J=7.0Hz), 2.82(2H, q, J=7.4Hz), 1.30(3H, t, J=7.0Hz), 1.21(3H,
t, J=7.4Hz).

MS m/z: 381 (M + H) *O
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H NMR(400MHz,CDCl3):8 (ppm)=10.0 (1H, s), 8.04(1H,s), 7.55-7.41(5H, m), 2.03-1.
95(1H, m), 1.03-0.97 (2H, m), 0.81-0.76 (2H, m)O
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H NMR(400MHz,CDCl3):8 (ppm)=7.54-7_49(2H,m), 7.45-7.39 (3H, m), 7-35-7.30(1H, m
), 4.15 (2H, g, J=7.0 Hz), 2.86 (2H, t, J=7.4 Hz), 2.62 (2H, t, J=7.4 Hz), 1.82-
1.73(1H, m), 1.25 (3H, t, J=7.0Hz), 0.86-0.80 (2H, m), 0.45-0.39 (2H, m).

MS m/z: 285 (M + H)*O
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H NMR(400MHz,DMSO-dg):8 (ppm)=12.2(1H, brs), 9.34(1H, brs), 7.57-7.52(2H, m), 7
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.49-7.44 (3H, m), 7.38-7.33 (1H, m), 7.31 (1H, d, J=2.4 Hz), 7.27 (1H, d, J=2.4
Hz), 3.90(2H, q, J=7.4Hz), 2.79(2H, t J=7.8Hz), 2.65 (2H, t, J=7.8 Hz), 1.99-1.9
0 (1H, m), 1.29(3H, t, J=7.4Hz), 0.83-0.76 (2H, m), 0.36-0.30 (2H, m).

MS m/z: 391 (M - H)™O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.4(1H, brs), 9.99(1H, brs), 7.58-7.51(2H, m), 7
.50-7.44 (3H, m), 7.40-7.32 (3H, m), 5.40(1H, ddd, J=48, 7.4, 3.1Hz), 3.93(2H, g
, J=7.4Hz), 3.22(1H, ddd, J=27, 16, 3.1 Hz), 3.06(1H, ddd J=27, 16, 7.4Hz), 1.98
-1.89 (1H, m), 1.31(3H, t, J=7.4Hz), 0.82-0.75 (2H, m), 0.37-0.26 (2H, m).

MS m/z: 409 (M - H)~ O
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H NMR(400MHz, CDCI3):8 (ppm)=9.38(1H, br.s), 7.80(2H, d, J=9.0Hz), 7.43(1H, d,
J=2_.4Hz), 7.09(1H, d, J=2.4Hz), 6.98(2H, d, J=9.0Hz), 4.28(2H, g, J=7.0Hz), 3.89
(2H, q, J=7.0Hz), 3.87(3H, s), 3.17(2H, dd, J=7.4 and 8.2Hz), 2.93(2H, dd, J=7.4
and 8.2Hz), 1.66(1H, m), 1.43(3H, t, J=7.0Hz), 1.35(3H, t, J=7.0Hz), 0.97(2H, m
), 0.43(2H, m)d
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H NMR(400MHz, DMSO-dg):8 (ppm)=12.21(1H, br.s), 9.97(1H, s), 9.30(1H, br.s), 7.
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66 (2H, d, J=8.8Hz), 7.30(1H, d, J=2.4Hz), 7.29(1H, d, J=2.4Hz), 6.90(2H, d, J=.
8.8Hz), 3.91(2H, q, J=7.3Hz), 3.00(2H, t, J=7.3Hz), 2.83(2H, t, J=7.3Hz), 1.74(1
H, m), 1.30(3H, t, J=7.3Hz), 0.94(2H, m), 0.35(2H, m).

MS m/z: 410 (M + H) *O
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TH NMR(400MHz, CDCl3):8 (ppm)=7.72(2H, d, J=8.8Hz), 6.98(2H, d, J=8.8Hz), 6.46(1
H, s), 4.79(2H, s), 3.86(3H, s)O
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H NMR(400MHz,CDCl3):8 (ppm)=7-72(2H, d, J=9.0Hz), 6.99(2H, d, J=9.0Hz), 6.50(1H
, S), 4.46(2H, s), 3.87(3H, s)O
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1H NMR(400MHz, CDCl3):& (ppm)=7.98(2H, d, J=9.0Hz), 7.01(2H, d, J=9.0Hz), 6.07(1
H, br.s), 5.45(1H, ddd, J=5.1, 7.8 and 48.1Hz), 3.88(3H, s), 3.50-3.33(2H, m)O
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H NMR(400MHz, DMSO-dg):8 (ppm)= 12.39(1H, s), 10.06(1H, d, J=3.5Hz), 9.99(1H, s
), 7.64(2H, d, J=9.0Hz), 7.39(1H, d, J=2.7Hz), 7.36(1H, d, J=2.7Hz), 6.92(2H, d,
J=9.0Hz), 5.55(1H, ddd, J=3.5, 7.8 and 48.1Hz), 3.95(2H, q, J=7.4Hz), 3.43-3.21
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(2H, m), 2.57(2H, q, J=7.4Hz), 1.32(3H, t, J=7.4Hz), 1.12(3H, t, J=7.4Hz).
MS m/z: 430 (M + H) *O
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TH NMR(400MHz,CDCl5):& (ppm)=7.71(2H, d, J=8.6 Hz), 6.95 (2H, d, J=8.6 Hz), 6.49
(1H, s), 4.79 (2H, d, J=5.1 Hz), 3.84(3H, s), 2.23 (1H, t. J=5.1 Hz).

MS m/z: 206 (M + H)*O
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1H NMR(400MHz,CDCl3):8 (ppm)=7.71(2H, d, J=8.6 Hz), 6.96 (2H, d, J=8.6 Hz), 6.56

(1H, s), 4.48 (2H, s), 3.84(3H, s)O
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H NMR(400MHz,CDCl3):8 (ppm)=7.70(2H, d, J=9.0 Hz), 6.94 (2H, d, J=9.0 Hz), 6.27
(1H, s), 3.83(3H, s), 3.70 (3H, s), 3.11 (2H, t. J=7.4 Hz), 2.76 (2H, t, J=7.4
Hz).
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1H NMR(400MHz,CDCl5):& (ppm)=7.80(2H, d, J=8.6 Hz), 6.98 (2H, d, J=8.6 Hz), 3.85
(3H, s), 3.71 (3H, s), 3.14 (2H, t. J=7.4 Hz), 2.79 (2H, t, J=7.4 Hz)O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.2(1H, brs), 9.99(1H, brs), 9.36 (1H, brs), 7.6
2(2H, d, J=8.6 Hz), 7.29 (1H, d, J=2.4 Hz), 7.27 (1H, d, J=2.4 Hz), 6.90(2H, d,
J=8.6 Hz), 3.89(2H, q, J=7.4Hz), 3.10(2H, t, J=7.4 Hz), 2.84(2H, t, J=7.4 Hz), 1
_28(3H, t, J=7.4Hz).

MS m/z: 402 (M - H)~O
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TH NMR(400MHz, DMSO-dg):& (ppm)=12.21(1H, br.s), 10.23(1H, br.s), 9.41(1H, s),

7.79(2H, d, J=9.0Hz), 7.30(1H, d, J=2.7Hz), 7.29(1H, d, J=2.7Hz), 6.96(2H, d, J=
9.0Hz), 3.91(2H, q, J=7.4Hz), 2.97(2H, t, J=7.0Hz), 2.83(2H, t, J=7.0Hz), 1.30(
3H, t, J=7.4Hz).

MS m/z: 404 (M + H) *O
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1H NMR(400MHz,CDCI3):8 (ppm)=7.79(2H, d, J=9.0 Hz), 6.98 (2H, d, J=9.0 Hz), 3.85
(3H, s), 3.71 (3H, s), 3.15 (2H, t. J=7.4 Hz), 2.79 (2H, t, J=7.4 Hz).

MS m/z: 340 (M + H)*O
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0DoooQ 00
14 NMR(400MHz,CDCl3):8 (ppm)=9.35 (1H, brs), 7.85(2H, d, J=8.8 Hz), 7.44 (1H, d,
J=2.4 Hz), 7.11 (1H, d, J=2.4 Hz), 7.02 (2H, d, J=8.8 Hz), 4.31 (2H, g, J=7.3 H
z), 3.92(2H, q, J=7.3 Hz), 3.89 (3H, s), 3.28 (2H, t. J=7.8 Hz), 2.89 (2H, t, J=
7.8 Hz), 1.47 (3H, t, J=7.3 Hz), 1.37 (3H, t, J=7.3 Hz).

MS m/z: 446 (M + H)*O

00000000 [0000000000000000000000000000000
0000000000000 0OO0C0OO00OO0OD0OONOONOONOONOOO

ugbooboogooobooboobobooboooobuobobobooboooboobobobaa
ooooboooooobooooobooooooobooooobobooooboooobooo
gboboooooogobgoboboboooobobobobobooooobuobobao
gbooboooooooboobobobooooboobooboboobooooobobobaa
ooooooooobooooobooooooobooooobooooobooooobooo
oooooOOOO0O0OoO0oooo)YOOooDbOoOoooooooooooODbDDbDDOOO0oOoooo

gboooooooobogobobobooooboobooboboobooooobobobao
ugbdoooooobouoboboboobooooboboboboobooobouobobobaa



(96)

OoOooooaog
I B

gboooooboobobooooboboboboooobooboboao
oooooOoooboboooooboboooooobooooobooooooon
oooobooooobooooobooboooobooooboooOoooon
gbooogobooboboooobobobobooooboboboo
gboobouobobobooouobuobobobobooobooboaobodo

JP 5461398 B2 2014.4.2

oboood
ooooao
ooooano
oboood
ugboood

1H NMR(400MHz,CDCl5):8 (ppm)=9.31 (1H, brs), 7.54(2H, d, J=8.6 Hz), 7.39 (1H, d,

J=2.4 Hz), 7.07 (1H, d, J=2.4 Hz), 6.96 (2H, d, J=8.6 Hz), 4.26 (2H,
z), 3.87(2H, q, J=7.4 Hz), 3.84 (3H, s), 3.15 (2H, t. J=7.4 Hz), 2.81
7.4 Hz), 2.51 (2H, q, J=7.4 Hz), 1.42 (3H, t, J=7.4 Hz), 1.33 (3H, t,

1.05 (3H, t, J=7.4 Hz).
MS m/z: 440 (M + H)*O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=9.50(1H, brs), 7.40(2H, d, J=8.6

O
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, J=2.4 Hz), 7.24 (1H, d, J=2.4 Hz), 6.86(2H, d, J=8.6 Hz), 3.88(2H, q, J=7.4Hz)
, 3.03(2H, t, J=7.0 Hz), 2.74(2H, t, J=7.0 Hz), 1.28(3H, t, J=7.4Hz), 0.97 (3H,

t, J=7.4 Hz)O
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00000000 0O0000000000
1H NMR(400MHz, DMSO-dg):3 (ppm)=12.22(1H, s), 9.96(1H, s), 9.37(1H, s), 7.49(2H,
d, J=8.8Hz), 7.24(1H, d, J=2.4Hz), 7.22(1H, d, J=2.4Hz), 6.91(2H, d, J=8.8Hz),
3.60(3H, s), 2.93(2H, t, J=7.3Hz), 2.79(2H, t, J=7.3Hz), 2.56(2H, q, J=7.3Hz), 1

_14(3H, t, J=7.3Hz).
MS m/z: 384 (M + H) *O
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H NMR(400MHz,CDCl3):5 (ppm)=5.18(1H, ddd, J=48.1, 7.0 and 4.3Hz), 3.55-3.36(2H,
m).
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CDCI3):d (ppm)=9.38 (1H, brs), 7.54(2H, d, J=8.8 Hz), 7.43 (1H, d, 40
J=2.4 Hz), 7.11 (dH, d, J=2.4 Hz), 6.92 (2H, d, J=8.8 Hz), 4.31 (2H, q, J=7.3 H
z), 3.91(2H, q, J=7.4 Hz), 3.18 (2H, t. J=7.3 Hz), 2.85 (2H, t, J=7.3 Hz), 2.09
(3H, s), 1.46 (8H, t, J=7.3 Hz), 1.37 (3H, t, J=7.3 Hz)O
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H NMR(400MHz,DMSO-dg):& (ppm)=12.2 (1H, brs), 9.79 (1H, brs), 9.34(1H, brs), 7.
44(2H, d, J=8.6 Hz), 7.29 (1H, d, J=2.4 Hz), 7.27 (1H, d, J=2.4 Hz), 6.85(2H, d,
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J=8.6 Hz), 3.89(2H, q, J=7.0Hz), 3.02(2H, t, J=7.4 Hz), 2.74(2H, t, J=7.4 Hz),
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2.02(3H, s), 1.28 (3H, t, J=7.0 Hz).
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H NMR(400MHz, DMSO-dg):8 (ppm)=10-32(1H, br.s), 7.72(2H, d, J=8.6Hz), 7.68(1lH,

s), 7.40(2H, s), 6.85(2H, d, J=8.6Hz), 3.96(2H, q, J=7.0Hz), 3.89(2H, t, J=17.2H

z), 1.32(3H, t, J=7.0Hz).
MS m/z: 422 (M + H) *O
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m), 7.10(2H, d, J=9.0Hz), 5.15(2H, s), 2.85(2H, q, J=7.4Hz), 1.25(3h, t, J=7.4Hz
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1H NMR(400MHz,CDCl5):8 (ppm)=7.65(2H, d, J=9.0Hz), 7.46-7.36(5H, m), 7.08(2H, d,
J=8.6Hz), 5.13(2H, s), 3.61(2H, t, J=14.2Hz), 2.67(2H, q, J=7.4Hz), 1.22(3H, t,
J=7.6Hz)O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.6(1H, brs), 10.4(1H, brs), 10.0(1H, s), 7.53(2
H, d, J=8.6Hz), 7.42(1H, d, J=2.3Hz), 7.40(1H, d, J=2.4Hz), 6.93(2H, d, J=8.6Hz)
, 3.97(2H, q, J=7.4Hz), 3.71(2H, t, J=17.0Hz), 2.60(2H, q, J=7.9Hz), 1.32(3H, t,
J=7.2Hz), 1.11(3H, t, J=7.2Hz).

MS m/z: 432 (M + H) "0
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CDCl5):8 (ppm)=7.75(2H, d, J=9.0Hz), 7.47-7.33(5H, m), 7.06(2H, d,
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J=9.0Hz), 6.52(1H, s), 5.13(2H, s), 4.82(2H, d, J=5.8Hz), 1.97(1H, t, J=5.8Hz)
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1H NMR(400MHz,CDCI3):5 (ppm)=10.1(1H, s), 7.59(2H, d, J=9.0Hz), 7.47-7.34(5H, m)
, 7-11(2H, d, J=9.0Hz), 5.14(2H, s), 2.88(2H, q, J=7.6Hz), 1.20(3H, t, J=7.6Hz)
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1H NMR(500MHz,CDCl3):5 (ppm)=7.58(2H, d, J=8.8Hz), 7.46-7.33(5H, m), 7.08(2H, d,
J=8.8Hz), 5.12(2H, s), 4.12(2H, q, J=7.4Hz), 3.64(2H, t, J=14.2Hz), 2.58(2H, q,
J=7.4Hz), 1.26(3H, t, J=7.4Hz), 1.09(3H, t, J=7.4Hz)O
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H NMR(400MHz,DMSO-dg):& (ppm)=12.6(1H, brs), 10.3(1H, brs), 9.86(1H, s), 7.45(2
H, d, J=8.7Hz), 7.42(1H, d, J=2.3Hz), 7.41(1H, d, J=2_.3Hz), 6.89(2H, d, J=8.7Hz)
, 3.97(2H, q, J=7.4Hz), 3.88(2H, t, J=17.4Hz), 2.55(2H, q, J=7.4Hz), 1.32(3H, t,
J=7.4Hz), 0.95(3H, t, J=7.4Hz).

MS m/z: 432 (M + H) *O
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1H NMR(400MHz,CDCI3):& (ppm)=7.85(2H, d, J=9.0Hz), 7.02(2H, d, J=9.0Hz), 4.53(2H
, s), 3.88(3H, s)O
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H NMR(400MHz,CDCl3):3 (ppm)=7.84(2H, d, J=9.0Hz), 7.02(2H, d, J=9.0Hz), 3.88(3H
s), 3.73(2H, t, J=14.6Hz)O
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1H NMR(400MHz,CDCl3):8 (ppm)=12.6(1H, brs), 10.4(1H, brs), 10.1(1H, s), 7.67(2H,
d, J=8.6Hz), 7.43(1H, d, J=2.3Hz), 7.41(1H, d, J=2.3Hz), 6.94(2H, d, J=8.6Hz),

4.00(2H, t, J=17.4Hz), 3.97(2H, q, J=7.2Hz), 1.33(3H, t, J=7.2Hz).

MS m/z: 432 (M + H) O
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1H NMR(400MHz,CDCl3):5 (ppm)=7.49(1H, t, J=8.2Hz), 6.82(1H, dd, J=8.6, 2.8Hz), 6
.77(1H, dd, J=12.0, 2.5Hz), 3.87(3H, s), 3.19(2H, t, J=7.6Hz), 2.89(2H, t, J=7.6
Hz)O
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1H NMR(400MHz ,DMSO-dg):5 (ppm)=12.2(1H, brs), 10.5(1H, s), 9.40(1H, s), 7.39(1H,
t, J=8.6Hz), 7.32(1H, d, J=2_3Hz), 7.30(1H, d, J=2_.3Hz), 6.79-6.75(2H, m), 3.91
(2H, q, J=7.3Hz), 3.14(2H, t, J=7.2Hz), 2.88(2H, t, J=7.2Hz), 1.30(3H, t, J=7.2H

z).
MS m/z: 422 (M + H)*O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.2(1H, brs), 9.87(1H, s), 9.40(1H, s), 7.64(2H,
d, J=8.6Hz), 7.32(1H, d, J=2.4Hz), 7.30(1H, d, J=2.4Hz), 6.86(2H, d, J=8.6Hz),

6.71(1H, s), 3.91(2H, q, J=7.3Hz), 3.06(2H, t, J=7.2Hz), 2.83(2H, t, J=7.2Hz), 1
.30(3H, t, J=7.2Hz).

MS m/z: 370 (M + H)™O

gbooood
ooooooaod
gooooOopmooooooobooOooooo0oooobDooooobDooOooboobooo
ocoooooljoooooooooooooDooOooooooooooooao
oooooao
ogoooao
Ho 8]

P
_dﬁ f
oooooao
gooooOopmooooooobooOooooo0oooobDooooobDooOooboobooo
ocoooo]joooooo
ugbdoodooouobouobuoboboobooouobuoboboboboboobouobuobobada
gooobooooooboooooboooooooboooooboocooobobooooboOooo
gbobooobooooobobobonb

H NMR(400MHz,CDCl3):8 (ppm)=7.40(1H, t, J=8.4Hz), 6.80(1H, dd, J=8.6, 2.3Hz), 6
.73(1H, dd, J=11.8, 2.3Hz), 6.40-6.33(1H, m), 5.28(1H, d, J=5.5Hz), 5.27(1H, d,

J=12_5Hz), 3.86(3H, s), 3.21(2H, t, J=7.6Hz), 2.86(2H, t, J=7.6Hz)O
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1y NMR(400MHz ,DMSO-dg) & (ppm)=12.2(1H, brs), 10.3(1H, s), 9.37(1H, s), 7.32(1H,
d, J=2_.3Hz), 7.30(1H, d, J=2.3Hz), 7.27(1H, t, J=8.8Hz), 6.75-6.71(2H, m), 3.92
(2H, q, J=7.3Hz), 3.07(2H, t, J=7.4Hz), 2.78(2H, t, J=7.4Hz), 2.35(2H, q, J=7.6H

z), 1.30(3H, t, J=7.2Hz), 0.91(3H, t, J=7.6Hz).

MS m/z: 416 (M + H)™O
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1H NMR(500MHz,CDCl3):3 (ppm)=7.83(2H, d, J=8.3Hz), 7.01(2H, d, J=8.8Hz), 5.38(1H
, ddd, J=4.4, 7.3 and 47.9Hz), 3.87(3H, s), 3.59-3.46(2H, m)O
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H NMR(400MHz,DMSO-dg):8 (ppm)=12.4(1H, brs), 10.1(1H, s), 7.-65(2H, d, J=9.0Hz),
7.40(1H, d, J=2.4Hz), 7.37(1H, d, J=2.4Hz), 6.93(2H, d, J=9.0Hz), 5.64(1H, ddd,
J=4.3, 7.4 and 47.7Hz), 3.95(2H, q, J=7.4Hz), 3.66-3.47(2H, m), 1.32(3H, t, J=7

-4Hz).
MS m/z: 421 (M + H) *O
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H NMR(500MHz ,DMSO-dg) 8 (ppm)=12.2(1H, brs), 9.85(1H, s), 9.38(1H, s), 7.63(2H,
d, J=8.3Hz), 7.29(1H, d, J=2.4Hz), 7.27(1H, d, J=2.4Hz), 6.85(2H, d, J=8.3Hz),
6.70(1H, s), 3.87(2H, t, J=7.1Hz), 3.06(2H, t, J=7.4Hz), 2.83(2H, t, J=7.4Hz), 1
.68-1.62(2H, m), 1.23-1.16(2H, m), 0.87(3H, t, J=7.3Hz).

MS m/z: 398 (M + H)*O
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H NMR(400MHz,DMSO-dg):8 (ppm)=9.90(2H, brs), 7.61(1H, d, J=2.4Hz), 7.10(1H, s),
4.43-4_.36(1H, m), 4.23(2H, q, J=7.2Hz), 1.38(6H, d, J=6.7Hz), 1.29(3H, t, J=7.2
Hz)O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.3(1H, brs), 10.6(1H, s), 9.45(1H, s), 8.27(1H,
d, J=2.7Hz), 7.91(1H, d, J=8.6Hz), 7.35-7.32(2H, m), 7.30(1H, d, J=2.7Hz), 4.31
-4_25(1H, m), 3.24(2H, t, J=6.9Hz), 3.00(2H, t, J=6.9Hz), 1.34(6H, d, J=6.6Hz).
MS m/z: 384 (M - H)™O
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TH NMR(400MHz ,DMSO-dg):5 (ppm)=9.91(2H, brs), 7.67(1H, d, J=2.4Hz), 7.41-7.30(5H
, m), 7.12(1H, s), 5.19(2H, s), 4.22(2H, q, J=7.0Hz), 1.28(3H, t, J=7.0Hz)O
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TH NMR(400MHz ,DMSO-dg):d (ppm)=12.3(1H, brs), 10.1(1H, s), 9.44(1H, s), 7.81(2H,
d, J=9.0Hz), 7.42(1H, s), 7.41-7.25(6H, m), 6.90(2H, d, J=9.0Hz), 5.09(2H, s),
3.20(2H, t, J=7.0Hz), 2.96(2H, t, J=7.0Hz).
MS m/z: 433 (M + H)*O
ogooooad
goobooon
oo{00[Q000oDo000U0oo0Doo0D0oooDoo00oU0oDoDoDo0ooDoDoooUOooDooOd
J0ooo0oooWooooooDooDoooboooooDooooDoboooan

10

20

30

40

50



(108)

ogooooao
ogoooaon
CO.H o-N

N NQ‘@—OH

<7
.

good
gboobobooboboboooboboaa
ood
gboboooDobooboboboooobgooboao
LboooooobooboboobooobLeo
uyboouoouobouoboaoboooaod

JP 5461398 B2 2014.4.2

uboooobooboboooao

obooooooboboboo
uobooooobooboboooao
ugbooouobouobaoboaoaoad

goooocooooogooao
ooooooooooboooao

ooao
ooo
ooo
ooao

ooooooooao
ooooooooao
ooooooooao
gooooooooao

OooooogoQgaoQg
OoOoo0oood

Oooooogogaodg
O 0Oooo

ugbooooooboobao

goboooooobobao
gboooobooboobao
ooooooooboogd
gboboooooobobao

OoooooDOoooOooogooodg

O O0O0o0ooooaog
O Ooo0ooooao
O O0Ooo0oo0oooao

OO0 0000000000000 00000OQ o=
o s e N o R

OO0 ooDooooDooDoooo0oooogogooao

0oo
TH NMR(400MHz,CDCl3):5 (ppm)=8.49(1H,
4.31(2H, q, J=7.2Hz), 2.45(3H, s), 1.
000000000000 0DOoO0On

O

O0Ooo0oooogd
OoOooooogod
OOoo0ooood
O0Ooo0oooogd
OOooooogd
OOoo0oooogod
O0Ooo0oood
OOoo0oooogd
OoOooooogod
Oo0Ooo0ooood
O0Ooo0oooogd
OOoo0oooogd
Oo0oo0oooogod

gboboooboooognn
gbogobooooboooogan
oooooocooboooooao

Oooooooooooogdg
Oooooooooooogodg
OO0 ooDoogogooao
Oo0ooooogQgoao
OooooooogogQgoao
Ooooooooogooo

oogd

OO
OO0

Loooooooooooooaon
ooooooooooooooao

O 0Ooooo
O 0Ooo0ooo
O Ooogoo
O Ooooo

OO
OO0
OO
OO

ooooooooooooooao
oooooODoooooooooao
ooooooooooooooao
ooooooooooooooao

O 0Oooo
O 0Ooo
O Oooo
O oOooo

gbooouobobobLwtubooboobooond

Lboooocooobooooboooooobooooobooooooboon

gboooobobobobooobobobao
gboooobooboboboooboobobaa
ocooooooooooooboooboooors
gbooooboobobobooobgobobao

brs), 7.90(1H, brs), 7.01(1H, d, J=1.9Hz),
49(9H, s), 1.37(3H, t, J=7.2Hz)O
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1H NMR(500MHz ,DMSO-dg):8 (ppm)=12.4(1H, brs), 10.6(1H, s), 9.61(1H, s), 8.26(1H,
d, J=3.0Hz), 7.90(1H, d, J=8.8Hz), 7.30(1H, dd, J=8.8 and 3.0Hz), 7.18(1H, s),
3.81(2H, t, J=7.0Hz), 3.23(2H, t, J=7.0Hz), 2.96(2H, t, J=7.0Hz), 1.56(2H, m), 1
.23(2H, m), 0.86(3H, t, J=7.3Hz).

MS m/z: 414 (M + H) "0
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1H NMR(400MHz ,CDCl3):8 (ppm)=7.09(1H, s), 4.85(2H, brs), 4.28(2H, q, J=7.1Hz), 3
.87(2H, t, J=7.0Hz), 1.79(2H, m), 1.38-1.28(5H, m), 0.95(2H, t, J=7.4Hz)0O
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H NMR(400MHz,DMSO-dg):& (ppm)=12.7(1H, brs), 10.6(1H, brs), 9.97(1H, brs), 8.28
(1H, d, J=3.0Hz), 7.92(1H, d, J=8.6Hz), 7.75(1H, s), 7.31(1H, dd, J=8.6 and 3.0H
z), 4.03(2H, t, J=6.8Hz), 3.25(2H, t, J=6.9Hz), 3.00(2H, t, J=6.9Hz), 1.70(2H, m
), 1.23(2H, m), 0.88(3H, t, J=7.4Hz).
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MS m/z: 425 (M + H) *O
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MeOH-d4):6 (ppm)=9.79(2H, brs), 7.
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15(1H, s), 4.26(2H, q, J=7.0Hz),

4.02(2H, t, J=7.2Hz), 1.64(2H, m), 1.31(3H, t, J=7.0Hz), 1.25(2H, m), 0.89(3H,

t, J=7.4Hz)O
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64(1H, brs), 8.27(1H, d, J=3.0Hz

), 7.90(1H, d, J=8.6Hz), 7.38(1H, s), 7.31(1H, dd, J=8.6 and 3.0Hz), 3.93(2H, t,
J=7.2Hz), 3.24(2H, t, J=7.0Hz), 2.99(2H, t, J=7.0Hz), 1.61(2H, m), 1.23(2H, m),
0.86(3H, t, J=7.5Hz).

MS m/z: 434 (M + H) *O
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H NMR(500MHz,CDCl5):3 (ppm)=7.66(2H, d, J=8.8Hz), 7.01(2H, d, J=8.8Hz), 3.88(3H
s), 3.15(2H, t, J=7.3Hz), 2.92(2H, t, J=7.3Hz)O
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NMR(400MHz ,DMSO-dg) 13 (ppm)=12.2(1H, s), 10.4(1H, s), 9.41(1H, s), 7.55(2H, d,
J=8.6Hz), 7.31(1H, d, J=2.3Hz), 7.30(1H, d, J=2.3Hz), 6.97(2H, d, J=8.6Hz), 3.9
1(2H, q, J=7.1Hz), 3.09(2H, t, J=7.1Hz), 2.85(2H, t, J=7.1Hz), 1.30(3H, t, J=7.1

Hz).
MS m/z: 438 (M + H) *O
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14 NMR(500MHz,CD50D):& (ppm)=9.49(1H, brs), 7.68(2H, d, J=8.3Hz), 7.46(1H, s), 7
.14(1H, d, J=2.4Hz), 6.86(2H, d, J=8.8Hz), 3.92(2H, q, J=7.0Hz), 3.28(1H, dd, J=
14.6 and 7.8Hz), 3.00(1H, dd, J=14.8 and 6.5Hz), 2.76-2.75(1H, m), 1.45(3H, t, J
=7.3Hz), 1.32(3H, d, J=7.0Hz), 1.27(3H, t, J=7.1Hz)O
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H, t, J=7.4Hz).
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H, q, J=7.4Hz), 3.85(3H, s), 3.41(2H, t, J=7.0Hz), 2.89 (2H, t,
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TH NMR(400MHz,CDCI3):& (ppm)=9.36 (1H, brs), 7.84 (2H, d, J=8.6Hz), 7.39 (1H, d,
J=2.4Hz), 7.07(1H, d, J=2.4Hz), 6.94(2H, d, J=8.6Hz), 4.26(2H, q, J=7.4Hz), 3.8
7 (2H, q, J=7.0Hz), 3.81(3H, s), 3.51(2H, t, J=7.0Hz), 2.96 (2H, t, J=7.0Hz), 1.
42 (3H, t, J=7.4Hz), 1.32(3H, t, J=7.0Hz).

MS m/z: 429 (M + H)*O
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H NMR(400MHz,DMSO-dg):8 (ppm)=12.3(1H, brs), 10.2(1H, brs), 9.47(1H, brs), 7.78
(2H, d, J=8.8Hz), 7.34(1H, d, J=2.4Hz), 7.32(1H, d, J=2.4Hz), 6.92(2H, d, J=8.8H
z), 3.93(2H, q, J=7.3Hz), 3.40(2H, t, J=7.3Hz), 2.95(2H, t, J=7.3Hz), 1.33(2H, t

, J=7.3Hz).
MS m/z: 385 (M - H)™O
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14 NMR(400MHz,CDClZ):8 (ppm)=7.98(1H,s), 7.25(2H, d, J=8.6Hz), 6.97(2H, d, J=8.6
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Hz), 4.30(2H, q, J=7.4Hz), 3.85(3H, s), 3.24(1H, sept, J=7.0Hz), 1.36(3H, t, J=7
.4Hz), 1.31 (6H, d, J=7.0HZz).

MS m/z: 289 (M + H)*O
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H NMR(400MHz,CDCl3):8 (ppm)=7.55(1H,s), 7.25(2H, d, J=8.6Hz), 6.95(2H, d, J=8.6
Hz), 4.67(2H, s), 3.84(3H, s), 3.04(1H, sept, J=7.0Hz), 1.56(1H, brs), 1.27 (6H,
d, J=7.0Hz2).

MS m/z: 247 (M + H)*O
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H NMR(400MHz,CDCl3):8 (ppm)=10.04(1H,s), 8.03(1H,s), 7-27(2H, d, J=9.0Hz), 6.99
(2H, d, J=9.0Hz), 3.86(3H, s), 3.16(1H, sept, J=7.0Hz), 1.35 (6H, d, J=7.0Hz)0O
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1H NMR(400MHz,CDCl3):8 (ppm)=7.86(1H,s), 7.85 (1H, d, J=16.1Hz), 7.30(2H, d, J=8
.8Hz), 7.01(2H, d, J=8.8Hz), 6.23 (1H, d, J=16.1Hz), 4.28(2H, q, J=7.3Hz), 3.89(
3H, s), 3.14(1H, sept, J=6.8Hz), 1.36(3H,t, J=7.3Hz), 1.34 (6H, d, J=6.8Hz).

MS m/z: 315 (M + H)*O
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H NMR(400MHz ,CDCl3):d (ppm)=7.39(1H,s), 7.24(2H, d, J=9.0Hz), 6.94(2H, d, J=9.0
Hz), 4.15(2H, q, J=7.4Hz), 3.83(3H, s), 3.01(1H, sept, J=6.7Hz), 2.89 (2H, t, J=
7.4Hz), 2.62 (2H, t, J=7.4Hz), 1.26(3H,t, J=7.4Hz), 1.34 (6H, d, J=6.7HZz).



(115) JP 5461398 B2 2014.4.2

MS m/z: 317 (M + H)*O
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1H NMR(400MHz,CDCl3):3 (ppm)=9.32 (1H, brs), 7.43(1H,d, J=2.4Hz), 7.41(dH, s), 7
.24 (1H, d< J=9.0Hz), 7.07 (1H, d, J=2.4Hz), 6.93(2H, d, J=9.0Hz), 4.27(2H, q, J
=7.0Hz), 3.88 (2H, g, J=7.4Hz), 3.83(3H, s), 3.06-2.96(3H, m), 2.68 (2H, t, J=7.
4Hz), 1.42 (3H, t, J=7.4Hz), 1.33(3H,t, J=7.0Hz), 1.24 (6H, d, J=6.7HZ).

MS m/z: 453 (M + H)™O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.2(1H, brs), 9.77(1H, brs), 9.37(1H, brs), 7.35
(1H, s), 7.31(1H, d, J=2.7Hz), 7.27(1H, d, J=2.7Hz), 7.11(2H, d, J=8.2Hz), 6.83(
2H, d, J=8.2Hz), 3.90(2H, q, J=7.4Hz), 2.93(1H, sept, J=7.4Hz), 2.82(2H, t, J=7.
4Hz), 2.63 (2H, t, J=7.4Hz), 1.29(2H, t, J=7.4Hz), 1.17 (6H, d, J=7.4Hz).

MS m/z: 409 (M - H)™O
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1H NMR(400MHz,CDCl5):8 (ppm)=7.94(2H, d, J=8.8 Hz), 7.00 (2H, d, J=8.8 Hz), 3.91
(3H, s)O
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1H NMR(400MHz,CDCl;):8 (ppm)=8.03 (1H, s), 7.89(2H, d, J=8.6 Hz), 6.96 (2H, d, J
=8.6 Hz), 4.40 (2H, q, J=7.4 Hz), 3.85(3H, s), 1.40 (3H, t, J=7.4 Hz).

MS m/z: 264 (M + H)*O
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H NMR(400MHz,CDCl3):8 (ppm)=7.90(2H, d, J=8.8 Hz),

=8.8 Hz), 5.05 (2H, s), 3.88(3H, s).

MS m/z: 222 (M + H)*O
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7.44 (1H, s), 6.99 (2H, d, J
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1H NMR(400MHz,CDCl3):8 (ppm)=7.82(2H, d, J=8.6 Hz), 6.97 (2H, d, J=8.6 Hz), 4.98

(2H, s), 3.85(3H, s)O
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TH NMR(400MHz,CDCI3):& (ppm)=9.32 (1H, brs), 7.86(2H, d, J=8.8 Hz), 7.47 (1H, d,
J=2.4 Hz), 7.15 (1H, d, J=2.4 Hz), 7.01 (2H, d, J=8.8 Hz), 6.08-5.96 (1H, m), 5
.39 (1H, dd, J=18, 1.5 Hz), 5.29 (1H, dd, J=10, 1.5 Hz), 4.75 (2H, d, J=5.9 Hz),
3.94(2H, q, J=7.3 Hz), 3.89 (3H, s), 3.38 (2H, t. J=7.3 Hz), 2.83 (2H, t, J=7.3
Hz), 1.48 (3H, t, J=7.3 Hz)O
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TH NMR(400MHz ,DMSO-dg):8 (ppm)=9.49(1H, brs), 7.64(2H, d, J=8.6 Hz), 7.30 (1H, d
, J=2.4 Hz), 7.25 (1H, d, J=2.4 Hz), 6.86(2H, d, J=8.6 Hz), 3.90(2H, g, J=7.0Hz)
, 3.20(2H, t, J=7.0 Hz), 2.81(2H, t, J=7.0 Hz), 1.29 (3H, t, J=7.0 Hz).

MS m/z: 418 (M - H) O
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1H NMR(400MHz,CDCl3):8 (ppm)=7.78(2H, d, J=8.6 Hz), 6.97 (2H, d, J=8.6 Hz), 4.96
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s), 3.85(3H, s), 2.19 (1H, brs)O
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1H NMR(400MHz,CDCl3):8 (ppm)=7.78(2H, d, J=8.8 Hz), 7.00 (2H, d, J=8.8 Hz), 4.31

(6H, q, J=7.3 Hz), 3.89(3H, s), 1.29 (9H, t, J=7.3 Hz).
MS m/z: 514 (M + H)*O
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TH NMR(400MHz ,DMSO-dg):8 (ppm)=12.2 (1H, brs), 9.67 (1H, brs), 9.36(1H, brs), 7.
36(2H, d, J=8.6 Hz), 7.32 (1H, d, J=2.4 Hz), 7.28 (1H, d, J=2.4 Hz), 6.82(2H, d,
J=8.6 Hz), 3.90(2H, q, J=7.4Hz), 3.16(2H, t, J=7.0 Hz), 2.76(2H, t, J=7.0 Hz),

2.64 (2H, q, J=7.4 Hz), 1.29 (3H, t, J=7.0 Hz), 1.01 (3H, t, J=7.4 Hz).
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CDCl5):8 (ppm)=7.47(2H, d, J=8.8Hz), 7.47-7.33(5H, m), 7.08(2H, d,
J=8.8Hz), 5.12(2H, s), 5.04(1H, d, J=14.2Hz), 4.88(1H, d, J=14.2Hz), 4.83(1H, t
J=3.4Hz), 3.89(1H, m), 3.57(1H, m), 2.17(3H, s), 1.88-1.55(6H, m)O
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.46-7.34(5H, m), 7.45(2H, d, J=8.8Hz), 7.10(2H, d

H NMR(500MHz,CDCl5):8 (ppm)=7.47-7.33(7H, m), 7.08(2H, d, J=8.8Hz), 5.12(2H, s)

3.38(2H, t, J=7.4Hz), 2.90(2H, t, J=7.4Hz), 2.11(3H, s)O
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TH NMR(400MHz ,DMSO-dg):8 (ppm)=12.2(1H, brs), 9.92(1H, s), 9.38(1H, s), 7.37(2H,
d, J=9.0Hz), 7.31(2H, s), 6.88(2H, d, J=9.0Hz), 3.91(2H, q, J=7.4Hz), 3.32(2H,
t, J=7.3Hz), 2.88(2H, t, J=7.2Hz), 2.16(3H, s), 1.30(3H, t, J=7.4Hz)
MS m/z: 412 (M + H) *O
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1H NMR(400MHz,CDCI3):8 (ppm)=7.62(2H, d, J=9.0Hz), 6.98(2H, d, J=9.0Hz), 5.10(1H
, d, J=13.7Hz), 4.97(1H, d, J=13.7Hz), 4.86(1H, t, J=3.5Hz), 3.92(1H, m), 3.87(3
H, s), 3.82(3H, s), 3.59(1H, m), 1.88-1.55(6H, m)0O
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H NMR(500MHz,CDCl3):8 (ppm)=7.92(2H, d, J=8.8Hz), 7.03(2H, d, J=8.8Hz), 4.97(1H
, d, J=14_6Hz), 4.85(1H, t, J=3.2Hz), 4.81(1H, d, J=14.6Hz), 3.89(1H, m), 3.88(3
H, s), 3.61(1H, m), 1.90(1H, m), 1.79(2H, m), 1.65(1H, m), 1.62-1.55(2H, m)O
0go0oooooooobob o000 oooooDooDooDbobooobooao
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000000000000 oooooo

1H NMR(400MHz,CDCl3):5 (ppm)=7.92(2H, d, J=9.0Hz), 7.04(2H, d, J=9.0Hz), 4.60(2H
, S), 3.89(3H, s)O
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H NMR(500MHz,CDCl3):8 (ppm)=7.89(2H, d, J=8.8Hz), 7.02(2H, d, J=8.8Hz), 3.87(3H
, S), 3.32(2H, t, J=7.4Hz), 2.95(2H, t, J=7.4Hz)O
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1H NMR(500MHz,DMSO-dg):8 (ppm)=12.2(1H, brs), 10.2(1H, s), 9.40(1H, s), 7.70(2H,
d, J=8.8Hz), 7.30(1H, d, J=2.4Hz), 7.29(1H, d, J=2.4Hz), 6.96(2H, d, J=8.8Hz),
3.90(2H, q, J=7.3Hz), 3.29(2H, t, J=7.1Hz), 2.98(2H, t, J=7.1Hz), 1.29(3H, t, J=
7.3Hz).

MS m/z: 395 (M + H) O
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H NMR(400MHz ,DMSO-dg):& (ppm)=12.3(1H, brs), 9.88(1H, s), 9.40(1H, s), 7.64(2H,
d, J=8.6Hz), 7.30(1H, d, J=2.4Hz), 7.28(1H, d, J=2.4Hz), 6.86(2H, d, J=8.6Hz),

6.71(1H, s), 3.84(2H, t, J=7.0Hz), 3.06(2H, t, J=7.4Hz), 2.83(2H, t, J=7.4Hz), 1
.71-1.64(2H, m), 0.79(3H, t, J=7.2HZ).

MS m/z: 384 (M + H)*O
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1H NMR(500MHz ,DMSO-dg):8 (ppm)=7.78(2H, d, J=8.8Hz), 7.47(2H, d, J=7.4Hz), 7.40(
2H, dd, J=7.4, 7.4Hz), 7.35(1H, d, J=7.4Hz), 7.14(2H, d, J=8.8Hz), 6.84(1lH, s),
5.43-5.31(1H, m), 5.17(2H, s), 3.51-3.31(2H, m)O
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1H NMR(400MHz ,DMSO-dg):8 (ppm)=12.4(1H, brs), 10.1(1H, brs), 9.91(1H, s), 7.65(2
H, d, J=8.6Hz), 7.40(1H, d, J=2.3Hz), 7.37(1H, d, J=2.3Hz), 6.86(2H, d, J=8.6Hz)
, 6.81(1H, s), 5.68-5.54(1H, m), 3.95(2H, q, J=7.1Hz), 3.60-3.40(2H, m), 1.32(3H
, t, J=7.1Hz).

MS m/z: 388 (M + H)*O
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TH NMR(400MHz ,DMSO-dg):3 (ppm)=7.80(2H, d, J=8.6Hz), 7.48(2H, d, J=7.0Hz), 7.42-
7.39(2H, m), 7.36(1H, d, J=7.1Hz), 7.14(2H, d, J=8.6Hz), 6.80(1H, s), 5.18(2H, s

). 3.49(2H, t, J=16.4Hz)O
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TH NMR(400MHz ,DMSO-dg):8 (ppm)=12.6(1H, brs), 10.4(1H, s), 9.93(1H, s), 7.68(2H,
d, J=8.6Hz), 7.43(1H, d, J=2.4Hz), 7.41(1H, d, J=2_4Hz), 6.92(1H, s), 6.87(2H,
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d, J=8.6Hz), 3.97(2H, q, J=7.3Hz), 3.93(2H, t, J=18.0Hz), 1.32(3H, t, J=7.2Hz).
MS m/z: 406 (M + H)*O

oooooao
ooooooao
o000 [Oo0obOoooooooDOooDoDoDOoDbOooDoooDOooDOooDOoD]ooDooOooDoaad
oooooooooobobobo oo o000 oouooooooao
oooooao
ooOoooao

mz'ﬁ FF NO
N J 0
\
oooooao
o000 [0o0oboo0oooo0ooDO0ooDobO0obUoo00oDUooDOooDOooDOoD]]ooDobDOobOo
ooooooooao
gooooooboooboboooooooooooooooooooDooDooooboooooOoao
go0ooo0ooooooooooooooooooooooooooooooooonOon
go0ooooooooooooooooooooooboooooan

H NMR(400MHz,CDCl,):8 (ppm)=7.71(2H, d, J=9.0Hz), 7.46-7.34(5H, m), 7.05(2H, d,
J=9.0Hz), 5.13(1H, s), 3.59(2H, t, J=15.6Hz)O
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H NMR(400MHz ,DMSO-dg):8 (ppm)=10.2(1H, brs), 7.69(2H, d, J=8.6Hz), 7.34(1H, brs

), 7.27(1H, brs), 6.89(2H, d, J=9.0Hz), 6.77(1H, s), 3.93(2H, g, J=5.5Hz), 3.69(
2H, t, J=17.6Hz), 1.32(3H, t, J=7.2Hz).

MS m/z: 406 (M + H) "0
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TH NMR(400MHz,CDCI3):8 (ppm)=10.1(1H, s), 7.70(2H, d, J=9.0Hz), 7.04(2H, d, J=9.
OHz), 5.14(1H, d, J=14.5Hz), 4.98(1H, d, J=14.4Hz), 4.86(1H, t, J=3.1Hz), 3.93-3
.87(1H, m), 3.88(3H, s), 3.62-3.57(1H, m), 1.90-1.57(8H, m)O
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TH NMR(400MHz,CDCI3):8 (ppm)=7.68(2H, d, J=8.7Hz), 7.01(2H, d, J=8.7Hz), 6.87(1H
, t, J=54.2Hz), 4.96(1H, d, J=13.7Hz), 4.80(1H, d, J=13.7Hz), 4.80(1H, t, J=3.1H
z), 3.91-3.85(1H, m), 3.87(3H, s), 3.62-3.57(1H, m), 1.88-1.55(8H, m)O
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TH NMR(400MHz,CDCl):8 (ppm)=7.61(2H, d, J=9.0Hz), 7.01(2H, d, J=9.0Hz), 6.67(1H
, t, J=54.0Hz), 3.87(3H, s), 3.29(2H, t, J=7.4Hz), 2.90(2H, t, J=7.4Hz)O
0000000000000 00O000O000O000O000O000O000O00oOn
0000000]0000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 O0O0O0O00O0O00O0O00

TH NMR(400MHz ,DMSO-dg):8 (ppm)=9.96(1H, s), 9.38(1H, brs), 7.52(2H, d, J=8.6Hz),
7.30(2H, brs), 7.22(1H, t, J=53.2Hz), 3.91(2H, q, J=7.3Hz), 3.25(2H, t, J=7.0Hz

), 2.86(2H, t, J=7.0Hz), 1.30(3H, t, J=7.2Hz).

MS m/z: 420 (M + H) *O
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6Hz), 7.46-7.36(6H, m), 5.22(2H, s)O
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J=2.7Hz), 7.97(1H, d, J=8.
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1H NMR(400MHz ,MeOH-d 4):d (ppm)=8.23(1H, d, J=2.7Hz), 7.70(1H, d, J=8.6Hz), 7.36(
1H, d, J=2.3Hz), 7.27(1H, dd, J=8.6, 2.7Hz), 7.19(1H, d, J=2.3Hz), 3.95(2H, q, J
=7.4Hz), 3.78(2H, t, J=16.2Hz), 2.75(2H, q, J=7.6Hz), 2.76(3H, t, J=7.6Hz), 1.02
(3H, t, J=7.4Hz2).
MS m/z:

O
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1H NMR(500MHz ,DMSO-dg):8 (ppm)=11.6(1H, brs), 8.14(1H, s), 7.81(1H, d, J=8.8Hz),

435 (M + H)*O
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7.24(1H, brs), 6.95(1H, d, J=2.4Hz), 6.71(1H, d, J=2.5Hz), 3.50(3H, s), 3.20(2H
, t, J=7.1Hz), 2.86(2H, t, J=7.1Hz)O
0000O0{00[000000000000000000000000000000000
000000000 O0OD0O000O00000000000000000000000
000000000 O0O0O0O00
TH NMR(400MHz ,DMSO-dg):3 (ppm)=11.9(1H, brs), 7.82(2H, d, J=8.6Hz), 6.97(1H, s),
6.91(2H, d, J=8.6Hz), 6.92(1H, s), 3.77(2H, q, J=7.2Hz), 3.20(2H, t, J=7.0Hz),
2.84(2H, t, J=7.0Hz), 1.25(3H, t, J=7.2Hz)O
0000O0{00[0O000000000000000000000000]000000%
0000000000000 0000O00D0O00DNO00DDNON0DNONO0ONONOoONOoonoon
0ooo
1H NMR(400MHz ,DMSO-dg):3 (ppm)=11.8(1H, brs), 10.9(1H, brs), 7.67(2H, d, J=8.6Hz
), 7.54(1H, s), 7.04(1H, d, J=2.7Hz), 6.86(2H, d, J=8.6Hz), 6.74(1H, d, J=2.7Hz)
, 3.80(2H, q, J=7.2Hz), 3.13(2H, t, J=7.4Hz), 2.60(2H, t, J=7.4Hz), 1.27(3H, t,
J=7.2Hz)O
D0O00O0{00[@00000000000000000000000000000000
000000000000 O0O0DO0O0DO0O00000000000000000000
0000000000000 O0C0O0O00O0O00O0O00O0O0O0OO
TH NMR(400MHz ,DMSO-dg):3 (ppm)=11.8(1H, brs), 8.22(1H, s), 7.88(1H, d, J=9.0Hz),
7.32(1H, brs), 7.13(1H, t, J=2.5Hz), 7.06(1H, s), 6.88(3H, m), 5.01(2H, s), 3.2
1(2H, t, J=6.9Hz), 2.87(2H, t, J=6.9Hz)O
D0O00DO0{00[000000000000000000000000000000000
0000000000]0000003O00000000000000000000000
0000000000000 O00O0O0O0O0O0
1H NMR(400MHz ,DMSO-dg):3 (ppm)=11.0(1H, brs), 7.14(1H, d, J=2.4Hz), 6.93(1H, d,
J=2.8Hz), 6.52(2H, d, J=12.5Hz), 3.84(2H, q, J=7.3Hz), 3.09(2H, t, J=7.4Hz), 2.6
6(2H, t, J=7.4Hz), 1.29(3H, t, J=7.2Hz)O
D000DO0{00[000000000000000000000000000000000
0000000003} O000000000000000000000000000000
000000000 O0O00O00
TH NMR(400MHz ,DMSO-dg):3 (ppm)=7.79(1H, d, J=8.6Hz), 7.10(1H, brs), 6.86(1H, brs
). 6.48(1H, brs), 6.23(1H, d, J=8.6Hz), 3.82(2H, g, J=7.2Hz), 3.04(2H, t, J=7.4H
z), 2.61(2H, t, J=7.4Hz), 1.28(3H, t, J=7.2Hz)O
0000000000000 00O00D0O00DO00ODONODO0O0—00]000000
0000000000000 0000O000000O000O00000000000000
000000000000
1H NMR(400MHz ,DMSO-dg):8 (ppm)=7.69(2H, d, J=8.0Hz), 7.60(1H, s), 7.12(1H, s), 6
.87(2H, d, J=8.0Hz), 6.78(1H, brs), 5.37-5.25(1H, m), 3.82(2H, q, J=7.3Hz), 3.59
-3.39(2H, m), 1.28(3H, t, J=7.3Hz)O
000000000000 [0000000000O000O000O00O0O000—00]00
0000000000000 000000000000000000000000000
00000000000 00000000
H NMR(400MHz,DMSO-dg): 000 0000000000000
00000000000 [O0O000000000000NO0NDONODONOD—00]0
0000000000000 O00O0O00O0OO0O0O0O0O0O0DO0OO0DONOoONONoOooooon
000000000000 O0O000O00
H NMR(400MHz,DMSO-dg):0 00 0000000000000
0000000000000 00000000000000000000000000n
0000000000000 0000000O00000000000000000000
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H NMR(400MHz, DMSO-dg):8 (ppm)=7.50(2H, d, J=8.8Hz), 7.04(1H, br.s), 6.92(2H, d
, J=8.8Hz), 6.79(1H, br.s), 3.80(2H, q, J=7.3Hz), 2.92(2H, t, J=7.3Hz), 2.68(2H,
t, J=7.3Hz), 2.56(2H, q, J=7.3Hz), 1.27(3H, t, J=7.3Hz), 1.14(3H, t, J=7.3Hz)0O
oo0o0oo0ooDoODO0oO000O0O0o0ooo0o0o0o0DoDDOoODO0D00D0D00Ooo0DoDoDoODoODDOoDOoOOooOOOg
oo0o0oo0—0O00000000Q0o0Oo0o0DDDODO0D00D0DO0O0O0Do0DoODoODoODoODDODOoOOoDOoOog
ooooDoDoODOoOoooOooooooooao
H NMR(400MHz, DMSO-dg):8 (ppm)=7.66 (2H, d, J=9.0Hz), 7.03(1H, br.s), 6.92(2H,
d, J=9.0Hz), 6.75(1H, br.s), 3.79(2H, q, J=7.4Hz), 2.99(2H, t, J=7.4Hz), 2.70(2H
, t, J=7.4Hz), 1.73(1H, m), 1.27(3H, t, J=7.4Hz), 0.93(2H, m), 0.35(2H, m)O
oooo0oo0ooOO0O000oO0O0oooOoOoo0OoDOoODO0O0U0ODO0o0ooooDooDooDoODOoooOOg
—000D0DD0OD0OD00000000D0D0D0DDODDODO0D0D00D0DO0O0DO0DoDOoDoODoODDODOOoDOoOOg
ooooDDoDOoDOo0oDoDoo0oooooooDooooog
1H NMR(400MHz, DMSO-dg):8 (ppm)= 12.31(1H, br.s), 11.25(1H, br.s), 7.50(2H, d, J
=9.0Hz), 7.13(1H, d, J=2.4Hz), 6.95(2H, d, J=9.0Hz), 6.81(1H, d, J=2.4Hz), 5.36(
1H, ddd, J=3.1, 9.0 and 48.9Hz), 3.84(2H, q, J=7.4Hz), 3.35(1H, ddd, J=3.1, 16.0
and 34.4Hz), 3.15(1H, ddd, J=9.0, 16.0 and 19.2Hz), 2.57(2H, q, J=7.4Hz), 1.29
(3H, t, J=7.4Hz), 1.10(3H, t, J=7.4Hz)0O
ooo0ooDoDoOO0o0O0@oo0oo0ooooDoODo0Do0o0Do0o0oo0DooOoDoODDDODOO0oo0DOoO0oOn
olj0ooo0oDo000o0oo0o0ooo0ooooDoODo0Do0DoDo0O0oo0ooDoDooODoODDDODOO0OoDOoO0oOno
ooooooDooOoooood
H NMR(400MHz,DMSO-dg):& (ppm)=11.8 (1H, brs), 7.61(2H, d, J=8.2 Hz), 6.99 (1H,
s), 6.91 (2H, d, J=8.2 Hz), 6.71 (1H, s), 3.77(2H, q, J=7.4Hz), 3.10(2H, t, J=7.
4 Hz), 2.69(2H, t, J=7.4 Hz), 1.25(3H, t, J=7.4Hz)O
I e o o o A
oo0o0oo0DoDDoDOoOO000O0O0o0ooo0o0OooODDoDDODO0DO00DO0DO0o0ooDoDoDoDoODoDoODoOooOog
ooooDoODOoOooooooo
TH NMR(400MHz, DMSO-dg):8 (ppm)=11.97(1H, br.s), 11.53(1H, br.s), 7.79(2H, d, J
=8.8Hz), 7.05(1H, d, J=2.7Hz), 7.00(2H, d, J=8.8Hz), 6.81(1H, d, J=2.7Hz), 3.81(
2H, g, J=7.3Hz), 2.96(2H, t, J=7.3Hz), 2.72(2H, t, J=7.3Hz), 1.28(3H, t, J=7.3H
z)d
0oo00o0D0D0o000 U000 o0o0o0o0oDO0DO0D0D0DU0O00o0OoDOooDoDDDODOoOO0oo0oOO0goo
Oj0oo0DoDo0Do0oo0o0o0o0oo0ooooDoDoODo0DoDoDOoo0oooDoDoODoODDDODOoDo0o0DOoO0oOon
ooooooDooooooog
H NMR(400MHz,DMSO-dg):& (ppm)=11.9 (1H, brs), 7.38(2H, d, J=8.2 Hz), 6.98 (1H,
s), 6.82 (2H, d, J=8.2 Hz), 6.67 (1H, s), 3.76(2H, q, J=7.4Hz), 3.02(2H, t, J=7.
4 Hz), 2.59(2H, t, J=7.4 Hz), 2.50-2.46 (2H, m), 1.24(3H, t, J=7.4Hz), 0.97 (3H,
t, J=7.4 Hz)O
0oo0o00DD0DDOD000000000o00o0DDDODO0D00D0D00O0Do0Do0DoDoODoODDOoDOoOOoDOoDOOg
oo0o0oo0oDoDDoODO0OO000O0O0ooo0o0Ooo0DDDODO0DO00DU0DO0O0OoDOoDoODoOoDoODoODDOoODOoOOoDoOg
ooooDDoDoODOoOoOooooooo
H NMR(400MHz, DMSO-dg):8 (ppm)=11.68(1H, br.s), 11.16(1H, br.s), 7.50(2H, d, J
=9.0Hz), 6.97(1H, d, J=2_.4Hz), 6.95(2H, d, J=9.0Hz), 6.68(1H, d, J=2.4Hz), 3.51(
3H, s), 2.92(2H, t, J=7.3Hz), 2.68(2H, t, J=7.3Hz), 2.55(2H, g, J=7.4Hz), 1.13(3
H, t, J=7.4Hz)0O
oo0oooDOoO o000 000o0Do0oODoODDODO0D00D000O0Do0DODoODDODDDODOO0DO0DO0DO0O0n
oooooDoOO0oO0ouoo0oo0oo0ooooOoODODO0D0DO0DUO0O0Ooo0DooOoODDoODDDODOO0O0DOoO0oOn
ooooooDooOoooood
H NMR(400MHz,DMSO-dg):& (ppm)=11.8 (1H, brs), 7.41(2H, d, J=8.6 Hz), 6.99 (1H,
d, J=2.4 Hz), 6.89 (2H, d, J=8.6 Hz), 6.69(1H, d, J=2.4 Hz), 3.77(2H, q, J=7.4Hz
), 3.01(2H, t, J=7.4 Hz), 2.58(2H, t, J=7.4 Hz), 2.01(3H, s), 1.25 (3H, t, J=7.4
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Hz)O
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oooooOoOOoOO000oU0oOoooooOOoO0ODODDODO0DO00DU0DO0O0oOooDoOooDoODDOoDOoOOoDOooOg
oo0o0oo0oDoDoDOoOoooOoooooao
H NMR(400MHz, DMSO-dg):8 (ppm)=13.33(1H, br.s), 10.46(1H, br.s), 7.72(2H, d, J=
8.6Hz), 7.66(1H ,s), 7.09(1H, d, J=2.4Hz), 6.85(2H, d, J=8.6Hz), 6.78(1H, d, J=2
-4Hz), 3.83(2H, q, J=7-0Hz), 3.79(2H, t, J=16.8Hz), 1.29(3H, t, J=7.0Hz)O
oo0o0oo0DoDDoDOoOO000O0O0o0ooo0o0OooODDoDDODO0DO00DO0DO0o0ooDoDoDoDoODoDoODoOooOog
oo0oo0oDoDoODO0OO000O0O00ooOoOoOoO0DDDODO0D00DO0DO0o0OooDoODoOoODoODDOoDOOoDOoOg
oooo0oo0ooDOoOO0O0oO0oOoOoooooooooDooOooOooOoo
1H NMR(400MHz ,DMSO-dg) :& (ppm)=10.3(1H, brs), 7.54(2H, d, J=8.6Hz), 7.11(1H, brs
), 6.93(2H, d, J=8.6Hz), 6.83(1H, brs), 3.85(2H, q, J=7.2Hz), 3.62(2H, t, J=18.2
Hz), 2.60(2H, q, J=7.2Hz), 1.29(3H, t, J=7.2Hz), 1.11 (3H, t, J=7.2Hz)0O
oo00o0D0D0o00O0 U000 o0o0o0o0DO0D0D0DU0DU0O00o0Do0Do0OoDoDDDODOoOo0o0OoO0goo
oooj0oDo0o00oo00o00oo0ooooDoODo0DoDoDo0o0oooDooODoODDDODOo0o0DOoO0oOn
oooO0oDoDoDOoOO0O0o0oU0oO0ooooooooDoOoOoOooO
H NMR(400MHz,DMSO-dg):& (ppm)=13.4(1H, brs), 10.2(1H, brs), 7.47(2H, d, J=8.6Hz
), 7.11(1H, d, J=2_3Hz), 6.90(2H, d, J=8.6Hz), 6.81(1H, d, J=2.3Hz), 3.85(2H, q,

J=7.4Hz), 3.78(2H, t, J=17.0Hz), 2.55(2H, q, J=7.4Hz), 1.29(3H, t, J=7.4Hz), O.
95(3H, t, J=7.4Hz)0O
oo0o0o0DDoDoOD00O0 o000 o0o0DOoDO0D00D0O000Do0Do0DoODoODDDODO0o0DO0DO0oOn
oooj0ooDo0000000oo0ooooDDoODo0DoDU0DUo0o0o0oo0DoDooODDODDDODODOo0OoDOoO0oOn
oooO0oDoDoDOoOO0O0o0oU0oO0ooooooooDoOoOoOooO
H NMR(500MHz,CDCI3):8 (ppm)=13.4(1H, brs), 10.5(1H, brs), 7.66(2H, d, J=8.8Hz),

7.11(1H, d, J=2.4Hz), 6.94(2H, d, J=8.8Hz), 6.83(1H, d, J=2.4Hz), 3.88(2H, t, J
=17.4Hz), 3.85(2H, q, J=7.3Hz), 1.29(3H, t, J=7.3Hz)O
0Oo00o0o0Do0O0O0O0[U0OUo0oo0o0o00oDO0ODO0DO0DU0DO0O0oo0DoOoOoDOoDDDODOO0oO0OOoOgo
0oo0o0o0oDD0ODD0OD0000]o0o0o0o0o0oo0oDOoDo0D0D0D000o0Do0Do0DoDoDoDDDODO0o0DO0O0oOon
ooooDoDoDOo0ooooooooooDoooOog
H NMR(400MHz,DMSO-dg):& (ppm)=11.6(1H, brs), 7.32(1H, t, J=8.8Hz), 7.05(1H, d,
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