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-0.89 (2H, m), 0.64-0.60 (2H, m).
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(2H, d, J = 8.12 Hz), 6.83 (1H, d, J = 8.35 Hz), 4.99 (2H, s), 3.75 (3H, s), 1.9
4-1.87 (1H, m), 0.96-0.92 (2H, m), 0.68-0.64 (2H, m).
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), 6.97 (1H, d, J = 8.35 Hz), 6.90 (1H, d, J = 2.09 Hz), 6.80 (1H, dd, J = 8.35,
1.86 Hz), 4.99 (2H, s), 4.20 (2H, t, J = 8.12 Hz), 3.82 (2H, t, J = 6.84 Hz), 3
.77 (3H, s), 3.74-3.69 (1H, m), 1.94-1.88 (1H, m), 1.40 (9H, s), 0.96-0.92 (2H,

m), 0.68-0.64 (2H, m).
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96-0.92 (2H, m), 0.67-0.63 (2H, m).
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TH-NMR (400MHz, DMSO-dg) & : 8.54 (1M, d, J = 4.85 Hz), 7.95 (IH, s), 7.45-7.44
(1H, m), 7.30 (2H, d, J = 8.16 Hz), 7.08 (2H, d, J = 8.16 Hz), 6.99-6.97 (2H, m)
, 6.87 (1H, dd, J = 8.38, 1.98 Hz), 5.52 (1H, t, J = 5.84 Hz), 4.99 (2H, s), 4.9
7 (1H, t, J = 9.26 Hz), 4.60 (2H, d, J = 5.73 Hz), 4.55 (1H, dd, J = 10.26, 6.29
Hz), 4.45 (1H, t, J = 9.04 Hz), 4.08 (1H, dd, J = 9.92, 6.62 Hz), 3.93-3.85 (1H
, m), 3.77 (3H, s), 1.94-1.88 (1H, m), 0.96-0.92 (2H, m), 0.68-0.64 (2H, m).
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14-NMR (400MHz, DMSO-dg) & : 8.66 (IH, d, J = 5.10 Hz), 8.02 (1H, s), 7.57 (IH,

dd, J = 5.10, 1.16 Hz), 7.30 (2H, d, J = 7.88 Hz), 7.08 (2H, d, J = 8.12 Hz), 6.

99-6.97 (2H, m), 6.87 (1H, dd, J = 8.12, 1.86 Hz), 5.42 (2H, s), 4.99-4.95 (3H,

m), 4.56 (1H, dd, J = 9.97, 6.49 Hz), 4.47 (1H, t, J = 9.62 Hz), 4.09 (1H, dd, J
= 9.97, 6.49 Hz), 3.94-3.86 (1H, m), 3.77 (3H, s), 3.32 (3H, s), 1.94-1.88 (1H,
m), 0.96-0.92 (2H, m), 0.68-0.64 (2H, m).
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TH-NMR (400MHz, DMSO-dg) & : 8.57 (1H, d, J = 4.87 Hz), 7.94 (1H, s), 7.49 (1H,

dd, J = 4.87, 1.16 Hz), 7.30 (2H, d, J = 8.12 Hz), 7.08 (2H, d, J = 8.12 Hz), 6.

98 (2H, dd, J = 4.99, 3.13 Hz), 6.87 (1H, dd, J = 8.35, 1.86 Hz), 4.99-4.94 (3H,

m), 4.77 (1H, d, J = 5.10 Hz), 4.62 (2H, s), 4.57-4.53 (2H, m), 4.46 (1H, t, J
9.74 Hz), 4.08 (1H, dd, J = 10.09, 6.38 Hz), 3.93-3.85 (1H, m), 3.77 (3H, s),

3.69-3.62 (1H, m), 3.52 (1H, dd, J = 9.86, 4.52 Hz), 3.42-3.35 (3H, m), 1.94-1.8

8 (1H, m), 0.95-0.93 (2H, m), 0.68-0.64 (2H, m).

MASS 519(M+1).
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TH-NMR (400MHz, DMSO-dg) & : 8.42 (1H, d, J
), 7.30 (2H, d, J = 8.26 Hz), 7.10-7.07 (3H, m), 6.99-6.97 (2H, m), 6.86 (1H, dd
, J =8.46, 1.81 Hz), 5.04 (1H, d, J = 5.04 Hz), 4.99 (2H, s), 4.95 (1H, t, J =

9.27 Hz), 4.73 (1H, t, J = 5.64 Hz), 4.54 (1H, dd, J = 10.17, 6.55 Hz), 4.44 (1H
10.17, 3.73 Hz), 4.09-3.99 (2H, m), 3.92-3.
79 (2H, m), 3.77 (3H, s), 3.47-3.42 (2H, m), 1.94-1.88 (1H, m), 0.96-0.92 (2H, m
), 0.68-0.64 (2H, m).

, t, J =9.37 Hz), 4.16 (1H, dd, J

MASS 505(M+1).
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TH-NMR (400MHz, DMSO-dg) & : 8.57 (1H, d, J = 4.87 Hz), 7.92 (1H, s), 7.47 (1H,

dd, J = 4.99, 1.51 Hz), 7.30 (2H, d, J = 8.12 Hz), 7.08 (2H, d, J = 8.12 Hz), 6.
98 (2H, dd, J = 5.10, 3.25 Hz), 6.87 (1H, dd, J = 8.35, 1.86 Hz), 4.99-4.94 (3H,
m), 4.57-4.53 (3H, m), 4.45 (1H, t, J = 9.51 Hz), 4.28 (3H, t, J = 5.33 Hz), 4.
07 (1H, dd, J = 10.09, 6.61 Hz), 3.93-3.85 (1H, m), 3.77 (3H, s), 3.43-3.41 (8H,
m), 1.94-1.88 (1H, m), 0.96-0.92 (2H, m), 0.68-0.64 (2H, m).

MASS 563(M+1).
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TH-NMR (400MHz, DMSO-dg) & : 7.32 (2H, d, J = 8.16 Hz), 7.23-7.18 (4H, m), 6.84

(1H, d, J = 8.38 Hz), 5.01 (2H, s), 3.76 (3H, s), 2.60 (2H, q, J = 7.57 Hz), 1.1
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1H-NMR (400MHz, DMSO-dg) & : 7.29 (2H, d, J = 8.35 Hz), 7.08 (2H, d, J = 8.12 Hz
), 6.97 (1H, d, J = 8.12 Hz), 6.90 (1H, d, J = 2.09 Hz), 6.80 (1H, dd, J = 8.35,
1.86 Hz), 4.99 (2H, s), 4.20 (2H, t, J = 8.12 Hz), 3.82 (2H, t, J = 6.84 Hz), 3
.77 (3H, s), 3.74-3.69 (1H, m), 1.40 (9H, s), 2.59 (2H, q, J = 7.58 Hz), 1.17 (3
H, t, J = 7.54 Hz).
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7.65 Hz), 7.23 (2H, d, J = 7.65 Hz), 7.07-7.02 (2H, m), 6.89 (1H, d, J = 8.12 Hz
), 5.05 (2H, s), 4.30-4.14 (2H, m), 4.13-3.97 (3H, m), 3.81 (3H, s), 2.62 (2H, q
,J =7.58 Hz), 2.33 (2H, d, J = 3.71 Hz), 1.19 (3H, t, J = 7.54 Hz).
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TH-NMR (400MHz, DMSO-dg) & : 10.89 (1H, s), 8.30 (1H, d, J = 5.29 Hz), 7.37 (1H,
s), 7.34 (2H, d, J = 8.16 Hz), 7.22 (2H, d, J = 8.16 Hz), 6.99 (2H, d, J = 8.38
Hz), 6.86 (2H, d, J = 7.72 Hz), 5.01 (2H, s), 4.94 (IH, t, J = 9.59 Hz), 4.53 (

1H, dd, J = 10.14, 6.40 Hz), 4.42 (1H, t, J = 9.48 Hz), 4.04 (1H, dd, J = 9.92,

6.62 Hz), 3.91-3.83 (1H, m), 3.78 (3H, s), 2.60 (2H, q, J = 7.72 Hz), 1.17 (3H,

t, J = 7.61 Hz).

MASS 419(M+1).
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1H-NMR (400MHz, CDClz) & : 8.38 (1H, d, J = 5.51 Hz), 7.69 (1H, d, J = 2.43 Hz),

7.34 (2H, d, J = 7.94 Hz), 7.19 (2H, d, J = 8.16 Hz), 6.91-6.81 (4H, m), 5.11 (
2H, s), 5.08 (1H, t, J = 9.70 Hz), 4.69 (1H, dd, J = 10.81, 6.40 Hz), 4.59 (1H,
t, J = 9.70 Hz), 4.26 (1H, dd, J = 10.59, 6.62 Hz), 4.20 (2H, t, J = 4.52 Hz), 4
.03-3.99 (2H, m), 3.89 (3H, s), 3.86-3.80 (1H, m), 2.64 (2H, q, J = 7.57 Hz), 2.
01 (1H, t, J = 6.18 Hz), 1.23 (3H, t, J = 7.57 Hz).
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MASS 464(M+1).
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1H-NMR (400MHz, DMSO-dg) & :8.45 (1H, d, J = 5.73 Hz), 7.52 (IH, d, J = 2.65 Hz)
, 7.34 (2H, d, J = 8.16 Hz), 7.22 (2H, d, J = 8.16 Hz), 7.15 (1H, dd, J = 5.73,

2.65 Hz), 7.05-6.95 (2H, m), 6.87 (1H, dd, J = 8.38, 1.98 Hz), 5.01 (2H, s), 4.9
6 (1H, t, J = 9.59 Hz), 4.57-4.52 (3H, m), 4.50-4.40 (3H, m), 4.09-4.04 (1H, m),
3.93-3.85 (1H, m), 3.78 (3H, s), 3.26 (3H, d, J = 8.16 Hz), 2.60 (2H, q, J = 7.
57 Hz), 1.17 (3H, t, J = 7.61 Hz).
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0oooooo
TH-NMR (400MHz, DMSO-dg) & : 8.41 (1H, d, J = 5.57 Hz), 7.47 (IH, d, J = 2.55 Hz
), 7.33 (2H, d, J = 8.12 Hz), 7.21 (2H, d, J = 8.35 Hz), 7.09 (1H, dd, J = 5.68,
2.67 Hz), 6.98 (1H, d, J = 10.44 Hz), 6.97 (1H, s), 6.86 (1H, dd, J = 8.35, 2.0
9 Hz), 5.00 (2H, s), 4.95 (I1H, t, J = 9.39 Hz), 4.84 (2H, d, J = 4.41 Hz), 4.53
(1H, dd, J = 10.09, 6.61 Hz), 4.44 (I1H, t, J = 9.62 Hz), 4.16 (2H, t, J = 5.68 H
z), 4.06 (1H, dd, J = 10.09, 6.61 Hz), 3.91-3.81 (3H, m), 3.77 (3H, s), 2.85 (2H
, dd, J = 9.51, 5.80 Hz), 2.79-2.73 (2H, m), 2.59 (2H, q, J = 7.58 Hz), 2.41 (2H
, dd, J = 9.74, 4.17 Hz), 1.17 (3H, t, J = 7.65 Hz).
MASS 548(M+1).
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TH-NMR (400MHz, CDClZ) & : 8.38 (1H, d, J = 5.57 Hz), 7.68 (1H, d, J = 2.55 Hz),
7.35 (2H, d, J = 8.12 Hz), 7.20 (2H, d, J = 8.12 Hz), 6.90-6.82 (4H, m), 5.86 (
1H, br s), 5.12 (2H, s), 5.09 (1H, t, J = 9.74 Hz), 4.70 (1H, dd, J = 10.67, 6.7

2 Hz), 4.60 (1H, t, J = 9.74 Hz), 4.26 (1H, dd, J = 10.67, 6.72 Hz), 4.24 (2H, t
, J = 5.33 Hz), 3.90 (3H, s), 3.89-3.81 (1H, m), 3.43-3.40 (2H, m), 3.31 (2H, s)
, 2.93 (2H, t, J = 5.33 Hz), 2.83 (2H, t, J = 5.45 Hz), 2.65 (2H, q, J = 7.65 Hz

), 1.23 (3H, t, J = 7.65 Hz).

MASS 545(M+1).
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TH-NMR (400MHz, DMSO-dg) 6 : 8.41 (1H, d, J = 5.57 Hz), 7.47 (1H, d, J = 2.55 Hz

), 7.33 (2H, d, J = 8.12 Hz), 7.21 (2H, d, J = 8.35 Hz), 7.09 (1H, dd, J = 5.68,
2.67 Hz), 6.98 (1H, d, J = 10.44 Hz), 6.97 (1H, s), 6.86 (1H, dd, J = 8.35, 2.0
9 Hz), 5.00 (2H, s), 4.95 (I1H, t, J = 9.39 Hz), 4.84 (2H, d, J = 4.41 Hz), 4.53
(1H, dd, J = 10.09, 6.61 Hz), 4.44 (I1H, t, J = 9.62 Hz), 4.16 (2H, t, J = 5.68 H
z), 4.06 (1H, dd, J = 10.09, 6.61 Hz), 3.91-3.81 (3H, m), 3.77 (3H, s), 2.85 (2H
, dd, J = 9.51, 5.80 Hz), 2.79-2.73 (2H, m), 2.59 (2H, q, J = 7.58 Hz), 2.41 (2H
, dd, J = 9.74, 4.17 Hz), 1.17 (3H, t, J = 7.65 Hz).
MASS 548(M+1).
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TH-NMR (400MHz, DMSO-dg) & : 8.41 (1H, d, J

), 7.29 (2H, d, J = 8.12 Hz), 7.10-7.07 (3H,

JP 5201694 B2 2013.6.5
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= 5.80 Hz), 7.49 (AH, d, J = 2.55 Hz

m), 6.99-6.97 (2H, m), 6.86 (1H, dd

, J =8.35, 1.86 Hz), 4.99 (2H, s), 4.98-4.93 (2H, m), 4.54 (1H, dd, J = 10.20,
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, J = 10.67 Hz), 4.34
H, s), 2.60 (2H, q, J
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TH-NMR (400MHz, DMSO-dg) & : 8.87 (1H, s), 8.42 (1H, d, J
d, J = 2.55 Hz), 7.10 (1H, dd, J = 5.68, 2.67 Hz), 6.92 (1H, d, J = 1.86 Hz), 6.
78-6.73 (2H, m), 4.94 (2H, t, J = 9.28 Hz), 4.52 (1H, dd, J = 10.20, 6.49 Hz), 4

.43 (1H, t, J = 9.51 Hz), 4.14 (2H, t, J = 4.87 Hz), 4.04 (1H, dd, J =
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92 (2H, m), 6.

1.86 Hz), 5.57 (1H, s), 4.98-4.93 (2H, m), 4.55 (1H, t, J
s), 4.45 (1H, t, J = 9.62 Hz), 4.14 (2H, t, J = 4.75 Hz), 4.06 (1H, dd, J = 10.0
9, 6.61 Hz), 3.92-3.84 (1H, m), 3.78 (3H, s), 3.74 (2H, g, J = 5.02 Hz), 2.34 (2
H, t, J = 6.49 Hz), 1.74 (2H, t, J = 7.19 Hz), 1.62-1.56 (4H, br m), 1.52-1.43 (

4H, br m).
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: 8.42 (1H, d, J = 5.80 Hz), 7.49 (1H, d, J = 2.55 Hz
2.67 Hz), 6.96 (1H, d, J = 2.09 Hz), 6.93 (1H, d, J =
8.35, 1.86 Hz), 5.57 (1H, s), 4.98-4.93 (2H, m), 4.
s), 4.45 (I1H, t, J = 9.62 Hz), 4.14 (2H, t, J = 4.75

10.09, 6.61 Hz), 3.92-3.84 (1H, m), 3.78 (3H, s), 3.74 (2 40
H, q, J = 5.02 Hz), 2.34 (2H, t, J = 6.49 Hz), 1.74 (2H, t, J = 7.19 Hz), 1.62-1
.55 (4H, m), 1.52-1.43 (4H, m).
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TH-NMR (400MHz, CDCl;) & : 8.65 (1H, d, J = 4.85 Hz), 8.03-8.01 (1H, m), 7.38-7.
37 (1H, br m), 4.48 (2H, q, J = 7.06 Hz), 4.07-4.00 (1H, br m), 3.75-3.72 (1H, m
), 3.56-3.53 (1H, m), 2.91-2.82 (2H, m), 2.42 (1H, d, J = 4.41 Hz), 2.03 (IH, t,
J =5.51 Hz), 1.45 (3H, t, J = 7.06 Hz).
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H, dd, J = 4.85, 1.54 Hz), 7.34 (2H, d, J = 7.94 Hz), 7.22 (2H, d, J = 7.94 Hz),

6.99 (2H, d, J = 8.16 Hz), 6.87 (1H, dd, J = 8.38, 1.98 Hz), 5.01 (2H, s), 4.96
(1H, t, J = 9.37 Hz), 4.71 (IH, d, J = 5.29 Hz), 4.66 (1H, t, J = 5.62 Hz), 4.5
5 (1H, dd, J = 10.26, 6.73 Hz), 4.45 (1H, t, J = 9.48 Hz), 4.07 (1H, dd, J = 10.
03, 6.51 Hz), 3.92-3.85 (1H, m), 3.78 (3H, s), 3.67 (1H, td, J = 9.04, 5.37 Hz),
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3.38-3.32 (1H, m), 3.29-3.23 (1H, m), 2.89 (1H, dd, J
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.59 (3H, m), 1.17 (3H, t, J = 7.61 Hz).
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HO

HO HO
0000000000000 000000000000000000000000000¢0
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1H-NMR (400MHz, CDClg) & : 8.44 (1H, dd, J = 4.94, 0.71 Hz), 7.96 (IH, d, J = 1.
01 Hz), 7.34 (2H, d, J = 8.26 Hz), 7.20-7.16 (3H, m), 6.88-6.81 (3H, m), 5.11 (2
H, s), 5.08 (1H, t, J = 9.67 Hz), 4.69 (1H, dd, J = 10.58, 6.35 Hz), 4.60 (1H, t
, J =9.67 Hz), 4.26 (1H, dd, J = 10.38, 6.35 Hz), 3.89 (3H, s), 3.86-3.80 (3H,
m), 3.69-3.65 (2H, m), 2.71-2.61 (4H, m), 2.27 (2H, br s), 1.79-1.68 (3H, m), 1.
37-1.31 (2H, m), 1.23 (3H, t, J = 7.66 Hz).
MASS 519(M+1).
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TH-NMR (400MHz, CDClZ) & : 8.59 (1H, dd, J = 5.07, 0.66 Hz), 7.53 (dH, dd, J = 1
.54, 0.66 Hz), 7.33 (1H, dd, J = 5.07, 1.76 Hz), 5.83-5.73 (1H, m), 5.06-5.01 (2
H, m), 2.78 (2H, t, J = 7.61 Hz), 2.44-2.38 (2H, m).
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1H-NMR (400MHz, CDCl3) & : 8.60 (1H, d, J = 5.07 Hz), 7.57 (1H, d, J = 1.54 Hz),
7.38 (1H, dd, J = 5.07, 1.76 Hz), 3.73-3.68 (2H, m), 3.52-3.48 (1H, m), 2.96-2.
88 (1H, m), 2.83-2.75 (1H, m), 2.33 (1H, br s), 1.87 (1H, br s), 1.84-1.71 (2H,
m).
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TH-NMR (400MHz, DMSO-dg) & : 8.49 (1H, d, J = 4.85 Hz), 7.84 (1H, d, J = 0.88 Hz
), 7.37 (1H, dd, J = 4.96, 1.65 Hz), 7.34 (2H, d, J = 7.94 Hz), 7.22 (2H, d, J =
8.16 Hz), 7.00-6.98 (2H, m), 6.87 (1H, dd, J = 8.38, 1.98 Hz), 5.01 (2H, s), 4.
96 (1H, t, J = 9.48 Hz), 4.59-4.42 (4H, m), 4.07 (1H, dd, J = 10.03, 6.73 Hz), 3
.92-3.85 (1H, m), 3.78 (3H, s), 3.41-3.22 (3H, m), 2.85-2.66 (2H, m), 2.60 (2H,

q, J = 7.57 Hz), 1.82-1.73 (1H, m), 1.59-1.50 (1H, m), 1.17 (3H, t, J = 7.50 Hz)

MASS 491(M+1).
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Hz), 7.53 (2H, dd, J =
13.91, 6.26 Hz).
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TH-NMR (400MHz, DMSO-dg) & : 8.94 (1H, d, J = 5.10 Hz), 8.26 (1H, s), 7.91 (1H,
dd, J = 5.10, 1.62 Hz), 4.16 (2H, t, J = 13.10 Hz), 0.77 (9H, s), -0.02 (6H, t,
J = 3.13 Hz).
DooooQ
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TH-NMR (400MHz, DMSO-dg) & : 8.78 (1M, d, J = 5.10 Hz), 8.06 (1H, s), 7.68 (1H,
dd, J = 5.10, 1.62 Hz), 7.34 (2H, d, J = 8.12 Hz), 7.22 (2H, d, J = 7.88 Hz), 7.
00-6.98 (2H, m), 6.88 (1H, dd, J = 8.23, 1.97 Hz), 5.76 (1H, t, J = 6.26 Hz), 5.

goooogno
gooooboogan

01-4.97 (3H, m),

4.58 (1H, dd, J =

10.09, 6.61 Hz), 4.48 (1H, t, J = 9.62 Hz), 4
.11 (1H, dd, J = 10.09, 6.61 Hz), 3.92 (3H, td, J =

13.62, 6.34 Hz), 3.78 (3BH, s

), 2.60 (2H, q, J = 7.65 Hz), 1.17 (3H, t, J = 7.54 Hz).

MASS 483(M+1).
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oooood

=iEh R NMR

HE

17 TH-NMR (400MHz, CDCI3) &: 8.57 (1H, ddd, J =

463,232, 1.16 Hz), 8.14 (1H, d, J = 7.94 Hz),
7.83-7.79 (1H, m), 7.37-7.33 (3H, m), 7.19 (2H, d, J
= 8.16 Hz), 6.89-6.81 (3H, m), 5.11 (2H, s), 5.09
(1H, t, J = 9.70 Hz), 4.70 (1H, dd, J = 10.70, 6.51
Hz), 4.61 (1H, t, J = 9.92 Hz), 4.27 (1H, dd, J =
10.48, 6.51. Hz), 3.89 (3H, s), 3.87-3.81 {1H, m),
264 (2H, g, 4 = 7.85 Hz), 1.23 (3H, t. J = 7.61 Hz).

18

1H-NMR (400MHz, CDCI3) &: 8.40 (1H, ddd, J =
483, 1.54, 0.66 Hz), 7.57 (1H, ddd, J = 7.94, 1.76,
0.66 Hz), 7.34 (2H, d, J = 8.16 Hz), 7.23 (1H, dd, J
= 7.72, 4.85 Hz), 7.19 (2H, d, J = 8.38 Hz), 8.87-
6.85 (2H, m), 6.80 (1H, dd, J = 8.16, 1.98 Hz), 5.11
(2H, ), 4.65-4.57 (2H, m), 4.28-4.24 (2H, m), 3.90
(3H, s), 3.86-3.78 (1H, m}, 2.64 (2H, q, J = 7.72
Hz), 2.53 (3H, s), 1.23 (3H, t, J = 7.72 Hz).

19

1H-NMR (400MHz, CDCI3) &: 8.42 (1H, d, J = 4.85
Hz), 7.96-7.95 (1H, m), 7.34 (2H, d, J = 8.16 Hz),
7.20-7.16 (3H, m), 6.88-6.81 (3H, m), 5.10 (2H, s),
5.07 (1H, t, J = 9,70 Hz), 4.67 (1H, dd, J = 10.59,
6.40 Hz), 4.60 (1H, t, J = 9.70 Hz), 4.26 (1H, dd, J =
10.37, 6.40 Hz), 3.89 (3H, s}, 3.88-3.80 (1H, m),
2.64 (2H, 4, J = 7.57 Hz), 2.41 (34, s), 1.23 (3H, ¢,
Jd = 7.50 Hz).

26

1H-NMR (400MHz, CDCI3) &. 8.39 (1H, d, 4 = 2.21
Hz), 8.08 (1H, d, J = 8.16 Hz), 7.60 (1H, ddd, J =
8.16,2.21, 0.66 Hz), 7.34 (2H, d, J = 7.94 Hz), 7.19
(2M, d, J = 8.16 Hz), 6.88-6.81 (3H, m), 5.11 (2H,
s),5.07 (1H, t, J = .70 Hz), 4.88 (1M, dd, J =
10.59, 6.40 Hz), 4.59 (1H, t, J = 9.70 Hz), 4.26 (1H,
dd, J = 10.48, 6.29 Hz), 3.89 (34, s}, 3.87-3.80 (1H,
m), 2.64 (2H, g, J = 7.65 Hz), 2.38 (3H, s), 1.23
(3H,t, J =7.72 Hz).

10

20

30

40



ogboooag

(74)

JP 5201694 B2 2013.6.5

21

1H-NMR (400MHz, CDCI3) &: 7.94 (1H, d, J = 7.42
Hz), 770 (1H, £, J = 7.77 Hz), 7.36 (2H, d, J=8.12
Hz), 7.23-7.19 (3H, m), 6.91-6.83 (3H, m), 5.15-
510 (3H, m), 4.69 (1H, dd, J = 10,44, 6.49 Hz),
4.60 (1H, t,J =9.74 Hz), 428 (1H, dd, J = 10.44,
6.49 Hz), 3.91 (3H, s}, 3.90-3.81 (1H, m), 2.65 (2H,
q,J=7.65Hz), 254 (3H,s), 1.23 (3H,t, J = 7.65
Hz).

22

1H-NMR (400MHz, CDCI3) &: 7.88 (1H, dd, J =
4.30, 1.43 Hz), 7.35 (2M, d, J = 7.94 Hz), 7.19 (2H,
d, J =7.94 Hz}, 7.08 (1H, dd, J = 8.38, 4.41 Hz),
6.98 (1H, dd, J = 8.27, 1.43 Hz), 6.89-6.81 (3H, m),
5.85(2H, brs), 5.11 (2H, s}, 506 (1H, t, J = 9,70
Mz}, 4.68 (1H, dd, J = 10.70, 6.51 Hz), 4.55 (1H, £, J
= 9.70 Hz), 4.21 (1H, dd, J = 10.37, 6.40 Hz), 3.90
(3H, s), 3.84-3.76 (1H, m), 2.64 (2H, q, J = 7.65
Hz), 1.23 (3H, t, J = 7.65 Hz).

23

1H-NMR (400MHz, CDCI3) &: 12.63 (1H, s), 8.08
(1H, dd, J = 3.43, 2.32 Hz), 7.35 (2H, d, J = 8.26
Hz), 7.29-7.26 (2H, m), 7.19 (2H, d, J = 8.26 Hz),
6.89-6.82 (3H, m}, 5.20 (1H, t, J = 9.87 Hz), 5.12
(2H, s), 4.81 (2H, dd, J = 10.88, 6.85 Hz), 4.62 (1H,
t, J = 8.87 Hz), 4.27 (1H, dd, J = 10.68, 6.85 Hz),
3.90 (3H, s), 3.89-3.84 {1H, m), 2.64 (2H, q, J =
7.59 Hz), 1.23 (3H, t, J = 7.66 Hz).

24

1H-NMR (400MHz, CDCI3) &: 8.20 (1H, d, J = 2.62
Hz), 8.00 (H, d, J = 8.66 Hz), 7.34 (2H, d, J = 8.26
Hz), 7.24 (1H, dd, J = 8.56, 2.92 Hz), 7.19 (2H, d, J
= 8,06 Hz), 6.86-6.81 (3H, m), 5.10 (2H, §), 5.06
(1H,d, J =9.27 Hz), 4.70 (1H, dd, J = 10.68, 6.45
Hz), 4.61 (1H, dd, J = 18,74, 8.48 Hz), 4.26 (1H, dd,
J =10.48, 6.45 Hz), 3.88 (3H, t, J = 7.45 Hz), 3.84
(1H, dd, J = 10.68, 4.43 Hz), 2.64 (2H, q, J = 7.59
Hz), 1.22 (3H, t, J = 7.66 Hz).
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25

1H-NMR (400MHz, CDCI3) 3. 8.40-8.33 (1H, m),
8.18-8.09 (1H, m), 7.58-7.49 (1H, m), 7.36-7.32
(2H, m), 7.21-7.17 {2H, m), 6.92-6.80 (4H, m), 5.10
(2H, s), 5.05-4.93 (1H, m), 4.85-4.75 (2H, m), 4.69-
457 (2H, m), 4.33-4.20 (3H, m), 4.07-3.95 (2H, m),
3.89 (3H, s), 3.21-3.07 (2H, m), 2.68-2.55 (3H, m),
1.30-1.19 (3H, m).

26

TH-NMR (400MHz, CDCI3) &: 8.36 (1H, d, J = 5,51
Hz), 7.68 (1H, d, J = 2.65 Hz), 7.34 (2H, d, J = 8.16
Hz), 7.18 (2H, d, J = 8.16 Hz), 6.89-5.80 (4H, m),
5.11 (2H, s), 5.08 (1H, t, J = 9.92 Hz), 4.68 (1H, dd,
J'=10.59, 6.40 Hz), 4.59 (1H, t, J = 9.92 Hz), 4.25
(1H, dd, J = 10.37, 6.18 Hz), 4.22 (2H, t, J = 5,62
Hz), 3.89 (3H, s), 3.88-3.80 (1H, m), 3.73 (4H, ¢, J =
463 Hz), 2.82 (2H, t, J = 5,62 Hz), 2.64 (2H, q, J =
7.57 Hz), 2.57 (4H, t, J = 4.63 Hz), 1.23 (3H, t, J =
7.61 Hz).

27

1H-NMR (400MHz, CDCI3) &: 8.35 (1H, d, J = 5.44
Hz), 7.67 (1H, d, J = 2.42 Hz), 7.34 (2H, d, J = 8.06
Hz}, 7.19 (2H, d, J = 8.06 Hz), 6.89-6.80 (4H, m),
5.11{2H, s), 5.07 (1H, t, J = 9.77 Hz), 4.68 (1H, dd,
J = 10.68, 6.45 Hz), 4.59 (1H, t, J = 9.77 Hz), 4.25
(1H, dd, J = 10,58, 6.55 Hz), 4.21 (2H, t, J = 5.94
Hz), 3.89 (3H, s), 3.87-3.80 (1H, m), 2.80 (2H, t, J =
5.84 Hz), 2.64 (2H, q, J = 7.59 Hz), 2.51 (4H, br s),
1.62-1.58 (4H, br m), 1.48-1.42 (2M, m), 1.23 (3H, t,
J = 7.59 Hz).

28

1H-NMR (400MHz, CDCI3) &: 8.29-8.20 (1H, m),
8.16-8.06 (1H, m), 7.41-7.31 (2H, m), 7.32-7.28
(1H, m), 7.22-7.10 (2H, m), 6.91-6.81 (3H, m), 5.16-
4.99 (3H, m), 4.72-4.84 (1H, m), 4.84-4.53 (1H, m),
431-4.22 (1H, m), 417 (1H, br s), 4.01 (2H, br s),
3.90 (3H, ), 3.87-3.75 (1H, m), 2.73-2.58 (2H, m),
2.08-1.92 {(1H, ), 1.28-1.19 (3H, m).
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29 o 1H-NMR (400MHz, CDCI3)3: 8.23 (1H, d, J = 2.62
™ MN/ Hz). 8.10 {1H, 4, J = 8.66 Hz), 7.35 (2H, d, J = 8,06
NN \’\\C[O\CHE Hz), 7.29-7.24 (1H, m), 7.19 (2H, d, J = 7.86 Hz),
. “ 6.90-6.80 (3H, m), 5.11 (2H, s), 5.10-5.03 {1H, m),
Il o |470-4.54 (24, m), 4.28-4.15 (3H, m), 3.89 (3H, s),
3.87-3.78 (1H, m), 2.80 (2H, t, J = 6.85 Hz), 2.66
(2H, d, J = 7.66 Hz), 2.64 (2H, q, J = 7.45 Hz), 2.57-
2,48 {4H, m), 1.68-1.58 (6H, m), 1.23 (3H, , J =
7.45 Hz).

30 o TH-NMR (400MHz, DMSO-d6) 5. 8.64 (11, dd, J =
o Ay 4.87, 0.46 Hz), 7.96 (1H, d, J = 0.70 Hz), 7.45 (1H,
P! &go\m dd, J = 4.87, 0.46 Hz), 7.34 (2H, d, J = 7.88 Hz),
7.22 (2H, d, J = 8.12 Hz), 7.00-6.98 (2H, m), 6.87
0/\@ (1H, dd, J = 8.23, 1.97 Hz), 5.52 (14, 1, J = 5.68
L, Hz), 5.01 (2H, 8), 4.97 (1H, t, J = 9.51 Hz), 4.60
(2H, d, J = 5.57 Hz), 4.55 (1H, dd, J = 10.20, 6.49
Hz), 4.46 (1H, t, J = 9.62 Hz), 4.08 (1H, dd, J =
9.97, 6,49 Hz), 3.93-3.85 (1H, m), 3.78 (3H, s), 2.60
(2H, ¢, J = 7.58 Hz), 1.17 (3H, 1, J = 7.65 Hz).

31 TH-NMR (400MHz, DMSO-d6) &: 8.55 (1H, 4, J =
HC S 4.87 Hz), 7.93 (1M, d, J = 0.70 Hz), 7.44 (tH, dd, J
o N =499, 1.74 Hz), 7.34 (2H, d, J = 8.12 Hz), 7.22
z (2H, d, J = 8.12 Hz), 6.99 (2H, t, J = 4.17 Hz), 6.87
T (1H, dd, J = B.23, 1.97 Hz), 5.01 (ZH, s), 4.98 {1H,
oo 4§ =951 Hz), 4.56 (1H, dd, = 10.09, 6.61 Hz),
4.45(1H, 1, J = 9.51 Hz), 4.08 {1H, dd, J = 9.97,
8.49 Hz), 3.93-3.85 (1H, m), 3.78 (3H, s}, 3.48 (2H,
8), 2.60 (2H, q, J = 7.58 Hz), 2.17 (6H, 8), 1.17 (3H,
1, J = 7.65 Hz).

32 o 1H-NMR (400MHz, DMSO-d6) &, 8.54 (1H, d, J =
T 4.87 Hz), 7.92 (1M, d, J = 0.70 Hz), 7.4 (1H, dd, J
HSC/N\) Pn’ %{°‘c¢ = 4.87,1.62 Hz), 7.34 (2H, d, J = 8.12 Hz), 7.22
LA, N (2R, 4, J = 8.12 H2), 659 (2H, £, J = 4.06 Hz), 687
[ L o |(1H. dd. J=8.35 209 Hz), 5.01 (2H, 5), 4.97 (14,
t, J = 9.51 Hz), 4,55 (1M, dd, J = 10.09, 6.61 Hz),
4.45 (1H, t, J = 9.51 Hz), 4.07 (1M, dd, J = 9.97,
6.48 Hz), 3.92-3.85 (1H, m), 3.78 (3H, s}, 3.56 (2H,
s), 3.09 (1H, t, J = 4.99 Hz), 2.60 (2H, q, J = 7.58
Hz), 2.42-2.30 (7H, br m), 2,16 (3H, s), 1.17 (3H, 1,
J =7.54 Hz).
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33

1H-NMR (400MHz, DMSO-d6) 8: 8.54 (1H, d, J =
4.87 Hz), 7.94 (1H, ), 7.47 (1H, dd, J = 4.99, 1.51
Hz), 7.34 (2H, d, J = 8.12 Hz), 7.22 (2H, d, J = 8.12
Hz), 7.01-6.98 (2H, m), 8.87 {1H, dd, J = 8.35, 1.86
Hz), 5.01 (2H, s), 4.97 (1H, t, J = 9.39 Hz), 4.56
(1H, dd, J = 10.20, 6.49 Hz), 4.48-4.43 (2H, m),
4.08 (1H, dd, J = 9,57, 6.49 Hz), 3.93-3.85 (1H, m),
3.78 (3H, s}, 3.61 (2H, ), 3.53 (2H, g, J = 5.95 Hz),
2.80 (2H, q, J = 7.58 Hz), 2.46 (2H, t, J = 6.38 Hz),
2,18 (3H, s}, 1.17 (3H, 1, J = 7.85 Hz).

34

1H-NMR (400MHz, DMSO-d6) &: 8.57 (1H, d, J =
4.87 Hz), 7.95 (1H, d, J = 0.93 Hz), 7.49-7.48 (1H,
m), 7.34 (2H, d, J = 8.12 Hz), 7.22 (2H, d, J = 7.88
Hz), 7.00-6.98 {2H, m), 6.87 (1M, dd, J = 8.23, 1.97
Hz), 5.01 (2H, s), 4.97 (1H, t, J = 9.39 Hz), 4.70
(1M, t, J = 5,45 Hz), 4.63 (2H, s, 4.56 (1H, dd, J =
10.20, 6.49 Hz), 4.46 (1H, t, J = 9.74 Hz), 4.08 (1H,
dd, J = 9.97, 6.49 Hz), 3.93-3.85 (1H, m), 3.78 (3H,
s), 3.60-3.56 (2H, m), 3.54-3.51 (2H, m), 2.60 (2H,
g, J =758 Hz), 1.17 (3H, t J = 7.54 Hz).

35

N

)

1H-NMR (400MHz, DMSO-d8) 8: B.57 (1H, d, 4 =
4.87 Hz), 7.93 (1H, d, J = 0.70 Hz), 7.46-7.45 (1H,
m), 7.34 (2H, d, J = 8.12 Hz), 7.22 (2H, d, J = 8.12
Hz), 7.00-6.98 (2H, m), 6.87 (1M, dd, J = 8,35, 2.09
Hz), 5.01 (2H, ), 4.97 (1H, t, J = 9.39 Hz), 4.60
(2H, s), 4.55 (1H, dd, J = 10.20, 6.49 Hz), 4.46 (1H,
t, J = 9.62 Hz), 4,08 (1H, dd, J = 10.20, 6.49 Hz),
3,93-3.85 (1H, m), 3.78 (3H, s), 3.59 (2H, t, J = 5,80
Hz}, 3.00 (1H, t, J = 4.99 Hz), 2.60 (2H, q, J = 7.58
Hz), 2.53 (2H, t, J = 5.80 Hz), 2.46-2.26 (8H, br m),
2.15 (3H, &), 1.17 (3H, 1, J = 7.54 Hz).

36

OH

TH-NMR (400MHz, DMSO-d6) &: 8.53 (1H, d, J =
4.87 Hz), 7.98 (1H, d, J = 0.70 Hz), 7.48 {1H, dd, J
=510, 1.39 Hz), 7.34 (2H, d, J = 8.12 Hz), 7.22
(2H, d, J = 8.12 Hz), 6.99 (2H, d, J = 8.12 Hz), 6.87
{1H, dd, J = 8.23, 1.97 Hz), 5.57 (1H, d, J = 4.64
Hz), 5.01 (2M, ), 4.97 (1H, t, J = 9.39 Hz), 4.83
{(1H,t, 4 =580 Hz), 4.82 (1H, q, J = 5.41 Hz), 455
(1H, dd, J = 10.32, 6.38 Hz), 4.45 (1H, t, J = 9.51
Hz), 4.08 (1H, dd, J = 10.09, 6.61 Hz), 3.93-3.85
(1H, m), 3.78 (3H, s), 3.56-3.43 (2H, m), 2.60 (2H,
g, J =7.58 Hz), 1.17 (3H, t, J = 7.65 Hz).
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1H-NMR (400MHz, CDCI3} &: 8.42-8.35 (1H, m),

7.70-7.61 (1H, m), 7.34 {2H, d, J = 7.45 Hz), 7.00-

6.94 (1H, m), 6.89-6,76 (3H, m), 5.14-5.05 (3K, m),
4.82 (2M, 8), 4.76-4.67 (1H, m), 459 (1H, t, J = 9.97
Hz), 4.26-4.22 (1M, m), 3.93-3.80 (11, m), 3.87 (2H,
$), 2.84 (2H, a, J = 7.5 Hz), 1.22 (3H, t, J = 7.66
Hz).

1H-NMR (400MHz, CDCI3)5: 8.42 (1H, d, J = 5.64
Hz), 7.71 {1H, d, J = 2.62 Hz), 7.37 (3H, brs), 7.34
(2H, d, J = 8.06 Hz), 7.1¢ (2H, d, J = 7.86 Hz), 6.98
(1M, dd, J = 5.64, 2.62 Hz), 6.89-6.79 {3H, m), 5.10
(2H, 8), 5.08-5.03 (1H, m), 4.72-4.65 (1H, m), 4.6
(2H, s), 4.60-4.56 (1H, m), 4.30-4.21 (1H, m), 3.89
(3H, s), 3.88-3.78 (1H, m), 3.52 {2H, q, J = 5.64
Hz), 2.65 (3H, t, J = 7.86 Hz), 2.41 (BH, br s).

1H-NMR (400MHz, DMSO-d6) &: 8.53 (1H, d. J =
5.07 Hz), 7.97 (1H, s), 7.48 (1H, d, J = 4.85 Hz),
7.34 (2H, d, J = 7.94 Hz), 7.22 (2M, d, J = 7.94 Hz),
6.99 (2H, d, J = 8.38 Hz), 6.87 (1H, t, J = 4.08 Hz),
5.48 (1H, d, J = 4.41 Hz), 5.01 (2H, ), 4.96 (1H, 1,
J=959Hz), 480 (1K, 1, J = 5.73 Hz}, 4.55 (1H, dd,
J = 10.03, 6.51 Hz), 4.45 (1H, £, J = 9.37 Hz), 4.08
(1H, dd, J = 10,03, 5.29 Hz), 3.89 (1H, t, J = 6.62
Hz), 3.78 (3H, s), 2.60 (2H, q, J = 7.57 Hz), 1.34
(3H,d, J=6.40 Hz), 1.17 (3H, t, J = 7.61 Hz),

ooOoooao
37 oH )
O%\/GY\‘/U\N
VV - T O\CHg
I
= G/\; 2
! /J\/CHa
38 o
{ £
N
HG I
II\.IH Q
OJ—\_,C’\(%)LN,
E\//“ &@0“%,
g ' S
= V'Cﬂa
39 s o
HO s N
; o
Lo M -
2 =
i
RN
40 CH, <
; ! ; o.
e N TN e,
=
o

1H-NMR (4G0MHz, DMSO-d6) &: 8.55 (1H, d, J =
4.87 Hz), 7.92 (1H, s), 7.45 (1H, dd, J = 5.10, 1.62
Hz), 7.34 (2H, d, J = 8.12 Hz), 7.22 (2H, d, J = 7.88
Hz), 7.00-6.98 (2H, m), 6.87 (1H, dd, J = 8.35, 1.86
Hz), 5.01 (2H, s), 4.97 (1H, t, J =9.51 Hz), 4.56
(1H, dd, J = 9.97, 6.49 Hz), 4.45 (1H, t, J = 9.51
Hz), 4.07 (1H, dd, J = 10,20, 6.48 Hz), 3.92-3.85
(1, 1), 3.78 (3H, s), 3.56-3.50 (1H, m), 2.60 (2H,
q. J = 7.58 Hz), 2.31 {8H, s), 2.15 (3H, s), 1.27 (3H,
d,J =6.72Hz), 1.17 (3H, 1, J = 7.65 Hz).
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1H-NMR (400MHz, CDCI3) 5: 6.36-8.29 (1H, m),
7.54-7.47 (1H, m), 7.38-7.30 (2H, m), 7.22-7.13
(2H, m), 6.92-6.68 (4H, m), 5.15-4.99 (3H, m), 4.72-
450 (2H, m), 4.30-4.19 (3H, m), 3.89 (3H, s), 3.86-
3.73 (1H, m), 2.64 (2H, q, J = 7.45 Hz), 1.68 (6H,
s), 1.23 (6H, g, J = 7.52 Hz).

42

1H-NMR (400MHz, DMSO-d6) 5: 8.41 {1H, d, J =
5.73 Hz), 7.48 (1H, d, J = 2.65 Hz), 7.29 (2H, d, J =
7.94 Hz), 7.11-7.06 (3H, m}, 6.98 (2H, d, J = 8.60
Hz), 6.86 (1H, dd. J = 827, 1.87 Hz), 4.99 (2H, s),
4.95 (1H, t, J = 9.48 Hz), 4.53 (1H, dd, J = 10.14,
6.40 Hz), 4.44 (1H, t, J = 9.59 Hz), 4.24 (2H, , J =
5.51 Hz), 4.06 (1H, dd, J = 10.08, 6.51 Hz), 3.92-
3.84 (1H, m), 3.77 (3H, ), 3.57 (4H, t, J = 4.63 Hz),
3.30 (3H, s), 2.71 (2H, t, J = 5,51 Hz), 2.47 (4H, t, J
= 4,63 Hz), 1.94-1.87 (1H, m}), 0.96-0.91 (2H, m),
0.68-0.63 (2H, m).

43

TH-NMR (400MHz, DMSO-d6) . 8.42 (1H, d, J =
5.51 Hz), 7.48 (1H, d, J = 2.65 Hz), 7.28 (2H, d, J =
8.16 Hz), 7.10-7.07 (3H, m), 6.99-6.97 (2H, m), 6.86
(1H, dd, J = 8.38, 1.98 Hz), 4.99 (2H, s), 4.57-4.92
(2H, m), 4.54 (1H, dd, J = 10.03, 6.51 Hz), 4.44
(1H, t, J = 9.70 Hz), 4.14 {2H, t, J = 4.85 Hz), 4.06
(1H, dd, J = 10.37, 6.62 Hz), 3.92-3.84 (1H, m),
3.77 (3H, s}, 374 (2H, 1, J = 4.74 Hz), 1.94-1.88
(1H, m}, 0.96-0.91 (2H, m), 0.68-0.64 (2H, m).

44

1H-NMR (400MHz, DMSO-d8; 3: 8.54 (1H, d, J =
4.87 Hz), 7.92 (1H, s), 7.44 (1H, d, J = 4.41 Hz),
7.34 (2M, d, J = 7.88 Hz), 7.22 (2H, d, J = 8.12 Hz),
7.00-6.98 (2H, m), 6.87 (1H, dd, J = 8.23, 1.97 Hz),
5.01 (2H, s}, 497 (1H, t, J = 9.51 Hz), 4.56 (1H, dd,
J = 9.97, 6.49 Hz), 4.48-4.40 (2H, m), 4.07 (1H, dd,
J =9.97, 6.49 Hz), 3.93-3.85 (1H, m), 3.78 (3H, s),
3.54 (2H, ), 3.25 (2M, 1, J = 5.80 Hz), 2.77 (2H, d,
4= 10,20 Mz}, 2.80 (2H, g, J = 7.58 Hz), 1.95 (2M, t,
J=11.02 Hz}, 1.63 (2H, d, J = 11.36 Hz), 1.33 (1H,
$), 1.19-1.11 (5H, m).
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HO

1H-NMR (400MHz, DMSO-d8) 8; 8,49 (1H, d, J =
4.87 Hz), 7.86 (1H, ), 7.39 (1M, dd, J = 4.87, 1.62
Hz), 7.34 (2H,d, J = 7.88Hz), 7.22(2H, d, J = 8.12
Hz), 7.00-8.98 (2H, m), 6.87 {1H, dd, J = 8.35, 1.86
Hz), 501 (2H, s}, 496 (1H, 1, J = 9.51 Hz), 4.72
(1H, ¢, J =522 Hz), 454 (1H, dd, J = 10.20, 6.48
Hz), 4.45 (1H, t, J = 9.62 Hz), 4.07 (1H, dd, J =
9.97, 6.49 Hz), 3.91-3.86 (1H, m), 3.78 (3H, s), 3.67
(2H, dd, J = 11.59, 6.26 Hz), 281 (2H,t, i = 8.38
Hz), 260 {2H, q, J = 7.58 Mz}, 1.17 (3H, t, J = 7.54
Hz).

48

TH-NMR (400MHz, GDGI3) & 8.35 (1H, d, J = 5.51
Hz), 7.67 (1H, d, J = 2.43 Hz), 7.31 (2H, d, J = 8.16
Hz), 7.06 (2H, d, J = 8.16 Hz), 6.88-6.79 (4H, m),
5.09 (2H, 5), 5.07 (1H, t, J = 9.48 Hz), 4.68 (1H, dd,
J=1070, 8,51 Hz), 4.59 (1H, t, J = 9.81 Hz), 4.25
(1H. dd, J = 10.70, 6.51 Hz), 4.21 (2H, t, J = 5,51
Hz), 3.89 (3M, s), 3.87-3.79 (1H, m), 2.84 (2H, t, J =
5.62 Hz), 2.64 (3H, br s), 2.52 (3H, br s), 2.32 (3H,
s}, 1.92-1.85 (1H, m), 0.97-0.92 (2M, m), 0.70-0.66
(2, m).

47

1H-NMR (400MHz, CDCI3) 3: 8.38 (1H, d, J = 5.51
Hz), 7.69 (1H, d, J = 2.65 Hz), 7.31 (2H, d, J = 8.38
Hz), 7.06 (2H, d, J = 8.38 Hz), 5.89-6.80 (4H, m),
5.08 (2H, s), 5.07 (1H, 1, J = 9.60 Hz), 4.68 (1H, dd,
J=10.59, 6.40 Hz), 4.59 (1H, t, J = 9.70 Hz), 4.47
(2H, t, J = 4.85 Hz), 4.31 (2H, 1, J = 4.85 Hz), 4.25
(1H, dd, J = 10.48, 6.51 Hz), 3.89 (3H, s), 3.86-3.80
(1H, m}, 3.60 (4K, br s), 2.02-1.85 (5H, br m), 0.97-
0.92 (2H, m), 0.70-0.68 (2H, m).

48

TH-NMR (400MHz, DMSO-d6) 8. 8.49 (1H, d, J =
487 Hz), 7.86 (1M, 5}, 7.41 (1H, dd, J = 5.10, 1.62
Hz), 7.34 (2H, d. J = 812 Hz), 7.22 (2H, d, J = 8.12
Hz), 7.00-6.98(2H, m), 6.87 {1H, dd, J = 8.23, 1.97
Hz), 5.01 (2H, s), 4.96 (1H, t, J = 9.51 Hz), 4.54
(1H, dd, J = 10.09, 6.61 Hz), 4.45 (1H, t, J = 9.51
Hz), 4.07 (1H, dd, J = 9.97, 6.49 Hz), 3.92-3.85 (1H,
m), 3.78 {3H, s), 3.09 (1H, t, J = 4.99 Hz), 2.82 (2H,
t,J = 7.42 Hz), 2.61 (2M, t, J = 7.65 Hz), 2.55 (2H, t,
J = 7.54 Hz), 2.43-2.30 (7H, m), 2.15 (3H, §), 1.17
(3H, 1, J = 7.85 Hz).
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1H-NMR (400MHz, DMSO-d8) 5: 8.53 (1H, dd, J =
5.10, 0.46 Hz), 8.07 (1H, d, J = 1.16 Hz), 7.57 (1H,
dd, J =510, 1.86 Hz), 7.34 (2H, d, J = 8,12 Hz),
7.22 (2H, d, J = 8.12 Hz), 6.99 (2H, d, J = 8.58 Hz),
6.87 (1H, dd, J = 8.23, 1.97 Hz), 5.37 (1M, s), 5.01
(2H, ), 4.96 (1H, t, J = 9.51 Hz), 4.55 (1H, dd, J =
10.09, 6.61 Hz), 4.45 (1H, t, J = 9.51 Hz), 4.08 (1H,
dd, J = 10.20, 6.49 Hz), 3.92-3.85 (1H, m), 3.78
(3H, s), 2.60 (2H, q, J = 7.58 Hz), 1.43 (6H, &), 1.17
(3H, t, J = 7.54 Hz).

50

1H-NMR (400MHz, DMSO-d6) & 8.51 (1H, d, J =
5.33 Hz), 7.95 (1M, d, J = 1.39 Hz), 7.51 (1H, dd, J
=522, 1.97 Hz), 7.34 (2H, 4, J = 8.12 Hz), 7.22
(2H, d, J = 8.12 Hz), 7.00-6.98 (2H, m), 6.87 (1H,
dd, J = 8.23, 1.97 Hz), 5.01 (2H, s}, 4.95 (TH, t, J =
9.51 Hz), 4.81 (1H, t, J = 5.33 Hz), 4.54 (1H, dd, J =
10.09, 6.61 Hz), 4.45 (1H, t, J = 9.62 Hz), 4.07 (1H,
dd, J = 10.09, 6.61 Hz), 3.92-3.85 (1H, m), 3.78
(3H, s), 3.46 (2M, d, 4 = 5.33 Hz), 2.60 (2H, q, J =
7.65 Hz), 1.24 (6H, s), 1.17 (3H, t, J = 7.65 Hz).

51

TH-NMR (400MHz, DMSO-d6) &; 8.53 (1H, d, J =
4.99 Hz), 7.98 (1H, s), 7.48 (1H, dd, J = 4.99, 1.28
Hz), 7.29 (2H, d, J = 8.12 Hz), 7.08 (2H, d, J = 8.12
Hz), 6.99-6.97 (2H, m), 6.87 (1H, dd, J = 8.35, 2.09
Hz), 5.58 (1M, d, J = 4.64 Hz), 4.97 (3H, t, J = 10.44
Mz), 4.83 (1H, t, J = 5.80 Hz), 4.62 (1H, g, J = 5.33
Hz), 4.55 (1H, dd, J = 9.97, 6.49 Hz), 445 (1H, ¢, J
=9.61 Hz), 4.07 (1H, dd, J = 10,09, 6.38 Hz), 3.92-
3.85 (1H, m), 3.77 (3H, s}, 3.55-3.43 (2H, m), 1.94-
1.88 (1H, m), 0.96-0.92 (2H, m), 0.68-0.64 (2H, m).

52

1H-NMR (400MHz, CDCI3)5.8.33 (1H. d, J = 5.64
Hz), 7.61 (1H, brs), 7.34 (2M, d, J = 7.86 Hz), 7.19
(2H, d, J = 7.86 Hz), .99 (1H, dd, J = 5.64, 2.62
Hz), 6.89-6.76 (3H, m), 5.11 (2H, s), 5.06 (1H, t, J =
9.87 Hz), 4.82 (2H, s), 4.68 (1H, dd, J = 10,28, 6.85
Hz), 4.58 (1H, t, J = 9.67 Hz), 4.24 (1H, dd, J =
10.17, .75 Hz), 3.90 (3H, s), 3.87-3.78 (1H, m),
3.07 (3H, s), 3.00 (3H, s}, 2.84 (1H, q, J = 12.49
Hz), 1.23 (2H, 1, J = 8.26 Hz).
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1H-NMR (400MHz, CDCI3) 8 844 (1H, d, J = 5.64
Hz), 7.73 (1H, d, J = 2.42 Hz), 7.34 (2H, d, J = 7.86
Hz), 7.19 {2H, d, J = 8.06 Hz), 6.93-6.80 (4H, m),
651 (1H, brs), 5.11 {2H, s}, 5.09-5.04 (1H, m),
4.73-4.66 (1H, m), 4.64-4.57 {3H, m), 4.30-4.22
(1H, m), 3.8 (3H, s}, 3.88-3.7 (3H, m), 2.93 (3H,
d J=504Hz), 2.64 (2H, g, J = 7.66 Hz), 1.23 (3H,
t, J = 7.66 Hz).

TH-NMR (400MHz, CDCI3) &. 8.53 (1H, d, J = 5.07
Hz), 8.06 (1H, ), 7.36 (1H, d, J = 5.07 Hz), 7.31
(2H, d, J = 8.16 Bz), 7.06 (2H, d, J = 8.16 Hz), 6.88-
B.80 (3H, ), 5.09 (2H, s), 5.08 (1H, t, J = 9.70 Hz),
468 (1H, dd, J = 10.48, 8.51 Hz), 4.63 {2H, s), 4.60
{(1H, 1, J = 9.70 Hz), 4.26 (1M, dd, J = 10.5, 6.40
Hz), 4.02 (1H, br s), 3.89 (3H, s), 3.86-3.80 (1H, m),
3.65-3.44 (4H, m), 3.40 (3H, s), 2.46 {1H, d, J =
3.75 Hz), 1.92-1.85 (1H, m), 0.97-0.92 (2H, m),
0.70-0.85 (2H, m).

53
54
HJC\o/ﬁ/\o
L
55 O
HO i £
A

TH-NMR (400MHz, DMS0O-d6) 5: 8.49 (1H, d, J =
5.10 Hz), 7.86 (1H, d, J = 1.16 Hz), 7.40 (1H, dd, J
=499 174 Hz), 7.34 (2H, d, J = 8.12 Hz), 7.21
(2H. d, J = 8.12 Hz), 7.00-6.98 (2H, m), .87 (1H,
dd, J = 8.35, 1,86 Hz), 5.01 (2H, s), 4.96 (1H, t, J =
9.35 Hz), 4.65 (2K, t, J = 510 Hz), 4.54 (1H, dd, J =
9.97, 6,26 Hz), 4.45 (1H, t, J = 9.51 Hz), 4.07 (1H,
dd, J = 9.97, 6.49 Hz), 3.92-3.85 (1H, m), 3.78 (3H,
s}, 3.73-3.68 (2H, m), 3.66-3,60 {2H, m), 3.16-3.12
(1H, m), 2.94-2.88 (1H, m), 2.60 (2H, q, J = 7.58
Mz), 1.85-1.82 (1H, m), 1.17 (3H, £, J = 7.65 Hz).

56 oH
HO\/J\/O\‘ﬁj‘LN
N

1H-NMR (400MHz, DMSO-d6) &: 8.42 (1H, d, J =
5.64 Hz), 7.49 (1H, d, J = 2.62 Hz), 7.29 (2H, d, J =
8.06 Hz), 7.10-7.07 (3H, m), 6.99-6.97 (3H, m), 5.86
(1H, ad, J = 8.38, 1.91 Hz), 5.04 (1H, d, J = 5.04
Hz), 4.99 (2H, s), 4.95 (1H, t, J = 9.27 Hz), 4.72
(1H, 1, J = 5.64 Hz), 4,54 {1H, dd, J = 10.38, 6.35
Hz), 4.44 (1H, t, J = 9.87 Hz), 4.16 (1M, dd, J =
10.17, 3.73 Hz), 4.08-3.99 (2H, m), 3.92-3.79 (2H,
m), 3.77 (3H, s), 3.46-3.42 (2H, m), 1.94-1.88 (1H,
m), 0.96-0.92 (2H, m), 0.68-0.64 (2H, m).
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\/w

1H-NMR (400M#z, DMSO-d6) &: 8.42 (1M, d, J =
5.64 Mz), 7.49 (1H, d, J = 2.62 Hz), 7.29 {2H, d, J =
8.06 Hz), 7.10-7.07 (3H, m), 6.99-6.97 (2H, m), 6.86
(tH, dd, J = B.26, 1.81 Hz}, 4.99 (2H, s), 4.95 (1H,
t,J = 9.57 Hz), 4.64-4,51 (3H, br m), 4.44 (1H, t, J =
9.47 Hz), 412 (2H, d, J = 6.04 Hz), 4.06 (1H, dd, J
= 9,97, 6.55 Hz), 3.92-3.84 (1H, m), 3.77 (3H, s),
3.56-3.47 (4H, m), 2.03-1.97 (1H, m), 1.94-1.88
(1H, m), 0.96-0.91 (2H, m), C.68-0.64 (2H, m).

58

1H-NMR (400MHz, CDCI3) 5. 8.35 (1H, d, J = 5.44
Hz), 7.64 (1M, d, J = 2.42 Hz), 7.34 (2H, d, J = 8.06
Hz), 7.18 (2H, d, J = 7.86 Hz), 6.89-6.80 (4H, m),
5,41 {2H, s), 5.10-5.03 (1H, m), 4.71-4.65 (1H, m),
4.63-455 (1H, m), 4.38-4.33 (1H, m), 4.28-4.20
(1H, m}, 4.07-4.02 (2H, m), 3.89 (3H, s), 3.67 (3H,
s), 2.67-2,61 (2H, m), 1.94-1.86 (1H, m), 1.79-1.66
(5H, m), 1.31 (3H, s), 1.25-1.19 (6H, m).

59

1H-NMR (400MHz, CDCI3) &' 8.46-8.37 (1H, m),
7.64 (1H, s), 7.36 (2H, d, J = 7.68 Hz), 7.19 (2H, d,
J = 7.66 Hz), 7.04-6.95 (1H, m), 6.93-6.74 (3H, m),
541 (2H, ), 5.08-5.01 (1H, m), 4.98-4.87 (1H, m),
4.81 (2H, 5), 4.73-4.85 (1H, m), 4.63-4.55 (1H, m),
4.29-4.21 (1H, m), 3.90 (3H, s), 3.88-3.80 (tH, m),
3.70-3.62 (2H, m), 3.57-3.46 (6H, m), 2.70-2.59
(2H, m}, 2.31 (3H, s), 1.28-1.20 (3H, m).

60

1H-NMR (400MHz, DMSO-d6) &: 8.42 (1H. d, J =
5.73 Hz), 7.49 (1H, d, J = 2.65 Hz), 7.35 (2H, d, J =
8.82 Hz), 7.09 {1H, dd, J = 5.62, 2.76 Hz), 7.01-6.93
(4H, m), 6.87 (1H, dd, J = 8.16, 2.21 Hz), 5.03 {1H,
d, J = 5,07 Hz), 4.97 {2H, s}, 4.96 (1H, 1, J = 9.48
Hz), 4.72 (1H, t, J = 6,73 Hz), 4.54 (1H, dd, J =
10.14, 6.84 Hz), 4.45 (1H, t, J = 9.70 Hz), 4.16 (1H,
dd, J = 10.03, 3.86 Hz), 4.09-3.98 (2H, m), 3.92-
3,79 (2H, m), 377 (3H, s), 3.75 (3H, ), 3.45 (2H, t,
J = 5.29 Hz).
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&1 o 1H-NMR (400MHz, DMSO-d8) & .41 {1H, d, J =
M A 573 Hz), 749 (1H, d, J = 2.65 Hz), 7.35 (2H, d, J =
R/ Oy 8.60 Hz), 7.09 (1H, dd, J = 5.73, 2.65 Hz), 7.00-6.92
! ;i ) (4H, m), 6.87 (1H, dd, J = 8.27, 1.87 Hz), 4.97 (2H,
\/\l\/ o U\/L s), 4.95 (1H, t, J = 9.70 Hz), 4.58-4.52 (3H, m), 4.45
OH P ~UH; —
Ho o (1H, t. J =948 Mz), 412 (2H, d, J = 5.73 Hz}, 4.09-
4.02 (1H, m), 3.92-3.84 (14, m), 3.77 {3H, s}, 3.75
(3H. s), 3.57-3.47 (4H, m), 2.03-1.97 (1H, m).

52 : 1H-NMR (400MHz, CDCI3) &: 8.35 (1H, d, J = 5.73
{N\YE\N Hz), 7.67 (14, d, J = 2.65 Hz), 7.31 (2H. &, J = 8.16
L %'O\ma Hz), 7.06 (2H, d, J = 7.94 Hz), 6.88-6.80 (4H, m),
[P U A 5.00 (2H, 5, 5.07 (1, 1, J = 9.48 Hz), 4.68 (1H, dd,
A} i J=10.70, 8.51 Mz), 459 {1H, 1, J = 10,03 Hz), 4.25
\ {1H, dd, J = 10.48, 6.51 Hz), 419 (2H, t, J = 5.84
Hz), 3.89 (3H, s), 3.87-3.82 (1H, m), 3.80 (2H, §, J =
8.06 Hz), 3.74 (2H, t, J = 4.74 Hz), 3.01 (2H, t, J =
5.84 Hz), 2.87-2.83 (4H, m), 1.94-1.85 (3H, m),
0.97-0.92 (2H, m), 0.70-0.66 (2H, m).

63 1H-NMR (400MHz, CDCI3) &: 7.66-7.62 {1H, m),

o]
" L 7.30 (2H, d, § =7.86 Hz), 7.05 (2H, d, J = 7.86 Hz),
Q N o 6.88-6.78 (4H, m), 5.10-5.02 (3H, m), 4.72-4.64
_z “cH, (TH, m), 4.62-454 (1H, m), 4.29-4.21 (1H, m), 4.10-
4.02 (2H, m), 3.89 (3H, s), 3.86-3,78 {2H, m), 2.12-

202 (1H, m}, 1.91-1.61 (5H, m), 1.23 (6H, s}, 0.87-
g OH 0.90 (2H, m), 0.70-0.64 (2H, m).

64 o 1H-NMR (400MHz, DMSO-d8) &: 8.57 (1R, 4, J =
Ho/\,/\o/\(\\\(LN 5.10 Hz), 7.92 (1H, $), 7.46 (1H, d, J = 6.49 Hz),
o i n P, 7.30 (2H, d, J = 8.12 Hz), 7.08 (2H, d, J = 8.12 Hz),
P g 6.98 {2H, dd, J = 5.22, 3.13 Hz), 6.87 (1H, dd, J =
i 8.35, 1.86 Hz}, 4.99 (2H, s), 4.96 (1H, d, J = 8.51
Hz}, 4.55 (3H, dd, J = 9.74, 6.03 Hz), 4.48-4.40 (3H,
m), 4.08 (1H, dd, J = 10.08, 6.61 Hz), 3.93-3.85
(1H, m), 3.77 (3H, ), 3.50-3.45 (6H, m), 1.94-1.88
(H, m), 1.86-1,81 (1H, m), 0.95-0.93 (2H, m), 0.68-
0.64 {2H, m).
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1H-NMR (400MHz, DMS0-d8) &: 8.57 (1H, d, J =
5.33 Hz), 7.94 (1H, s}, 7.48 (1M, dd, J = 4,99, 1.51
Hz), 7.30 (2H, 4, J = 812 Hz), 7.08 (2H, d, J = 8.12
Hz), 6.98 (2H, dd, J = 5.10, 3.25 Hz), 6.87 (1H, dd,
J =835, 1.86 Hz), 4.99-4.94 (34, m), 4.77 (1H. d, J
=510 Hz}, 4.62 (2H, s}, 457-4.53 (2H, m), 4.46
(1H, t, J = 9.51 Hz), 4.08 (1H, dd, J = 10.09, 6.61
Hz), 3.93-3.85 (1H, m), 3.77 (3H, s), 3.67-3.84 (1H,
[m), 3.52 (1H, dd, J = 9.74, 4.41 Hz), 3.42-3.35 (3H,
m), 1.94-1.88 (1H, m), 0.95-0.92 (2H, m), 0.68-0.64
(2H, m).

66

1H-NMR (400MHz, DMSO-d6) &: 8.42 (1H, d, J =
857 Hz), 7.49 (iH, d, J = 2.55 Hz), 7.10 (1H, dd, J
= 5.68, 2.67 Hz), 6.95 (1H, d, J = 1.62 Hz), 6.9%-
6.85 (2H, m), 4.98-4.93 (2H, m), 4.54 (1H, dd, J =
10.20, 6.49 Hz), 4.44 (1H, t, J = 9.51 Hz), 4.14 (2H,
t, J = 4.75 Hz), 4.06 (1H, dd, J = 10.08, 6.61 Hz),
3.91-3.84 (1H, m), 3.77 (3H, s), 3.76-3.66 (44, m),
1.93-1.81 (2H, m}, 1.56-1.34 (4H, m), 1.12-1.04
{1H, m), 0.82-0.80 (8H, m).

67

TH-NMR (400MHz, DMSO-d6) 8: 8.42 {1H, d, J =
557 Hz), 749 (1H,d, J=278Hz),7.36 (2H,d, J =
8.58 Hz), 7.10 (1H, dd, J = 5,68, 2.67 Mz}, 7.01-6.97]
(2H, m), 6.95-6.92 (2H, m), 6.87 (1H, dd, J = 8.35,
1.86 Hz), 4.95 (4H, dd, J = 10.67, 5.33 Hz), 4.54
(1H, dd, d =10.09, 8.61 Hz), 445 {1H, 1, J =9.62
Hz), 414 (2H, t, J = 4.75 Hz), 406 (1H, dd, J =
9.97, 6,42 Hz), 3.92-3.84 (1H, m), 3.77 {3H, s},
3.75-3.72 (5H, m).

68

TH-NMR (4C0MHz, DMSO-dB) &: 8.42 (1H, d, J=
580 MHz), 7.48 (1H, d, J = 2.78 Hz), 7.10 (1H, dd, J
= 5.80, 2.55 Hz), 6.95 (1H, d, J = 1.86 Hz), 6.89-
6.86 (2H, m), 4.85 (1H, t, J = 9.39 Hz), 4.53 (1H,
dd, J = 10.09, 6.38 Hz), 4.44 (1H, t, J = 8.51 Hz),
4,22 (2H, 1, J = 5.57 Hz), 4.06 (1H, dg, J = 10.08,
6.61 Hz), 3.91-3.85 (1H, m), 3.77 (3H, s), 3.73-3.66
(2H, m), 3.08 (1H, t, J = 4.87 Hz), 2.71 {2H,t, J =
5.68 Hz), 2.55-2.45 (4H, br m), 2.40-2.32 (3H, br
m), 2.18 (3H, &), 1.91-1.82 (2H, m), 1.56-1.34 (4H,
m), 1.08 (1H, d, I = 13,10, 4.02 Hz), 0.81-0.79 (8H,
m}.
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1H-NMR (400MHz, DMSO-d8) &: 8.41 (1H, d, J =
557 Hz), 7.48 (1H, d, J = 2.55 Hz), 7.35 (2H, d, J =
8.58 Hz), 7.10 (1H, dd, J = 5.68, 2.67 Hz), 7.00-6.97
(2H, m), 6.95-6.92 (2M, m), 6.86 (1H, dd, J = 8.35,
1.86 Hz), 4,97-4.93 (3H, m), 4.53 (1H, dd, J =
10.09, 6.61 Hz), 4.44 (1H, t, J = 9.39 Hz), 4.21 (2H,
t, J = 5.68 Hz), 4.06 (1H, dd, J = 10.08, .51 Hz),
3.93-3.84 (1H, m), 3.77 (3H, s), 3.75 {3H, s), 3.09
(1H, 1, J = 4.87 Hz), 2.70 (2H, 1, J = 5.68 Hz}, 2,47
(3H, brs), 2.38 (1H, t, J = 4.87 Hz), 2.30 (3H, br s),
2.14 (3H, s).

70

(\N =N I s CH,
=
no ™ Y
S~ Oy
2
® )L'D\
T

3
e,

1H-NMR (400MHz, DMSO-d6) 8. 8.57 (1H, d, J =
4.87 Hz), 7.94 (1H, s), 7.49 (1H, d, J = 4.87 Hz),
7.29 (2H, d, J = B.35 Hz), 7.08 (2H, d, J = 8.12 Hz),
£.99-6.97 (2H, m), 6.87 (1H, dd, J = 8.35, 1.86 Hz),
4.99-4.94 (3H, m), 4.66-4.62 (3H, m), 4.58-4.53
(1H, 1), 4.46 (1H, 1, J = 95 Hz), 4.08 (1H, dd, J =
9.97, 6.72 Hz), 3.93-3.85 (1H, m), 3.81-3.79 (1H,
m), 3.77 (3H, s), 3.48 (1H, dd, J = 9.97, 4.17 Hz),
3.30 (1H, dd, J = 9.86, 5.91 Hz), 2.44-2.20 (10H, br
m), 212 (3H, s), 1.94-1.88 (14, m), 0.96-0.92 (2H,
|m), 0.68-0.64 (21, m).

71

TH-NMR (400MHz, DMSO-d6) &, 8.58 (1H, d, J =
4.87 Hz), 7.94 (1H, d, J = 0.70 Hz), 7.49 (1H, dd, J
= 487, 1.62Hz), 7.30 (2H, d, J = 8,12 Hz), 7.08
(2H, d, J = 8.12 Hz), 6.99-6.97 (2H, m), 6.87 (1H,
dd, J = 8,35, 1.86 Hz), 4.97 (3H, 1, J = 9.74 Hz),
4.69 (1H, d, J = 4.87 Hz), 4.63 (2H, d, J = 2.32 Hz),
4,55 (1H, dd, J = 10.20, 6.49 Hz), 4.46 (1H, t, J =
9.51 Hz), 4.08 (1M, dd, J = 10.20, 6.49 Hz), 3.93-
3,80 (2H, m}), 3.77 (3H, s}, 3.55-3.48 (5H, br m),
3.43-3.37 (1H, m), 2.40-2.34 (5H, br m), 2.30-2.25
(1H, m), 1.94-1.88 (1H, m), 0.96-0.92 (2H, m), 0.68-
0.64 (2H, m).

72

1H-NMR (400MHz, DMSO-d6) 6: 8.41 (1H, d, J =
5.80 Hz), 7.49 (1H, d, J = 2.55 Hz), 7.20 (2H, d, J =
8.12 Hz), 7.10-7.07 (3H, m), 6.99-6.97 (2H, m), 6,86
(1H, dd, J = 8.35, 1.86 Hz), 4.99 (2H, s), 4.98-4.93
(2H, m), 4.54 (1H, dd, J = 10.20, 6.49 Hz), 4.44
(1H, 1, J = 9.51 Hz), 4.13 (1H, dd, J = 9.74, 2.78
Mz}, 4.08-3.98 (3H, m), 3.92-3.84 (1H, m), 3.77 (3H,
s), 2.46-2.25 (10H, br m), 2.13 (3H, s), 1.94-1.88
(1H, m), 0.96-0.92 (2H, m), 0.68-0.64 (2H, m).
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73 o TH-NMR (400MHz, DMSO-dB) & 8.42 (14, d, J =
o ‘/O\C%“\j 5.80 Hz), 7.50 (1H, d, J = 2.55 Hz), 7.30 (2H, d, 4 =
NN T S, 8.12 Hz), 7.11-7.07 (3H, m), 6.89-6.97 (2H, m), 6.86)

L PN (1H, dd, J = 8,35, 1.86 Hz), 4.99 (2H, 5), 4.96 (2H,

LA t, J = 10.55 Hz), 4.54 (1H, dd, J = 10.20, 6.49 Hz),
"V ldaa(int J=951 Hz), 4.16 (1H, dd, J = ©.39,
2.67 Mz), 4.08-3.96 (3H, m), 3.92-3.84 (1H, m), 3.77
(3H, 5), 3.56 (4H, t, J = 4.64 Hz), 2.47-2.34 (6H. m),
1.94-1.88 (1H, m), 0.96-0.92 (2H, m), 0.68-0.64

(2H, m).
74 o TH-NMR (400MHz, DMSO-d6) b: 8.42 (1H, d, J =
o 0 Ny 5.80 Hz), 7.50 (1H, d, J = 2.55 Hz), 7.30 (2H, d, J =
H_A G et B Oen, 8.12 Hz), 7.11-7.07 (3H, m), 6.95-6.97 (2H, m), 6.86

Ay (1, dd, J = 8.35, 1.86 Hz), 4.99 (2H, s), 4.95 (2H,
m t,J = 10.20 Hz), 4.54 (1H, dd, J = 10.09, 6.38 Hz),
4.44 (1H, t, J = 9,51 Hz), 4.16 (1H, dd, J = 9.39,
2.67 Hz), 4.08-3.96 (3H, m), 3.92-3.84 (1H, m), 3.77
(3H, s), 3.56 (4H, t, J = 452 Hz), 2.46-2.33 (6H, m),
1.94-1.88 (1H, m}, 0.96-0.92 (2H, m), 0.68-0.64

(2H, m).
75 o 1H-NMR {400MHz, CDCI3) 8. 8.44 (1H, d, J = 5.44
;/"\\/'Lm Hz), 7.98 (1H, d, J = 1.01 Hz), 7.31 (2H, d, J = 8.26
l\//' \/\©:°\cna Hz), 7.19 (1H, dd, J = 4.94, 1.7% Hz), 7.06 (2H, d, J
L = 8.06 Hz), 6.88-6.80 (3H, m), 5.09 (2H, s), 5.08

N Q

K\> NQ\] (1H, . J = 9.67 Hz), 4.68 (1H, dd, J = 10.48, 6.45
—© Hz), 4.80 {(1H, t, J = 8.67 Hz), 4.26 (1H, dd, J =

10,58, 6.55 Hz), 3.89 (3H, s), 3.88-3.82 (1H, m),

3.80 (2H,t, J = 6.04 Hz), 3.73 (2H, t, J = 4.63 Hz),

2.73-2.67 (BH, ), 2.52 (2H, t, J = 7.15 Hz), 1.93-

1.80 (5H, m), 0.97-0.92 (2H, m), 0.70-0.85 (2H, m).

78 0 1H-NMR {400MHz, CDCI3) &: 8.44 (1H, dd, J =
! Sy 4.94, 0.71 Hz), 7,98 (1H, d, J = 1.01 Hz), 7.31 (2H,
g 5/\(0\@, d, J =806 Hz), 7.18 (1H, dd, J = 4.84, 1 71 Hz),
. Ay - 7.06 (2H, d, J = 8.26 Hz), 6.87-6.80 (3H, m), 5.00
L A\/\GH L (2H, s), 5.08 (1H, t, J = 8.67 Hz), 468 (1H, ad, J =

10,48, 6.45 Hz), 4.60 (1H, t, J = 9.77 Hz), 4.26 (1H,
dd, J = 10.58, 6.55 Hz), 3.89 (3M, s), 3.88-3.80 (1H,
m), 3.61 (2H, t, J = 5.44 Hz), 3.41 (1H, t, J = 5.04
Hz), 2.70 (2H, t, J = 7.66 Hz), 2.61-2.44 (10H, m),
2.36 (2H, t, J = 7.35 Hz), 1.92-1.81 {3H, m), 0.97-
0.92 (2H, m), 0.70-0.66 (2H, m).




gbobooooan

(88)

JP 5201694 B2 2013.6.5

77 o

TH-NMR (400MHz, DMSO-d8) &. 8.54 (1H, dd, J =
5.04, 0.60 Hz), 7.95 (1H, dd, J = 1.81, 0.81 Hz),
7.45-7.44 (1H, m), 7.29 (2H, d, J = 8.26 Mz), 7.08
(2H, d, J = 8.06 Hz), 7.00-8.96 (2H, m), 6.87 (1H,
dd, J = 8.36, 1.91 Hz), 5.52 (1H, t, J = 5.84 Hz),
4.98 (2H, s}, 4.97 (1H, 1, J = $.47 Hz), 4.50 (2H, d.
J =5.84 Hz), 4.55 (1H, dd, J = 10.07, 6.45 Hz), 4.45
{(1H,t, J = 9.77 Hz), 4.07 (1H, dd, J = 10.07, 6.65
Hz), 3.93-3.85 (1H, m), 3.77 (3H, s}, 1.94-1,88 (1H,
m), 0.96-0.91 (2H, m), 0.68-0.84 (2H, m).

1H-NMR (400MHz, CDCI3} &: 8.46 (1H, d, J = 4.87
Hz), 8.00 (1H, d, J =0.93 Hz), 7.32 (2H, d, J =8.35
Hz). 7.22 (1H, dd, J = 4.99, 1.74 Hz), 7.07 (2H, d, J
= 8.12 Hz), 6.89-6.81 {3H, m), 5.10 (2H, s}, 5.08
(14, t, J = 9.51 Hz), 489 (1H, dd, J = 10.67, 6.26
Hz), 4.61 (1H, t, J = 9,74 Hz), 4.27 (1H, dd, J =
10.44, 6.26 Hz), 3.90 (3H, s), 3.89-3.81 (1H, m),
3.72-3.67 (2H, m), 2.80 (2H, t, J = 7.77 Hz), 1.97-
1.86 (3H, m}, 1.39 (1H, t, J = 5.22 Hz), 0.98-0.93
(2H, m), 0.71-0.67 (2H, m).

TH-NMR (400MHz, DMSO-d6) &: 8.49 (1H, d, J =
4.85 Hz), 7.84 (1H, s), 7.39 (1H, dd, J = 4.96, 1.65
Hz), 7.29 (2H, d, J = 8.16 Hz), 7.08 (2H, d, J = 8.16
Hz), 6.98-6.97 (2H, m), 6.86 (1H, dd, J = 8.27, 1.87
Hz), 4.98-4.94 (3H, m), 4.54 (1H, dd, J = 10,14,
6.62 Hz), 4.44 (1H, t, J = 9.48 Hz), 4.07-4.02 (1H,
m), 3.92-3.84 (1H, m}, 3.77 (3H, s), 3.56 (4H, dd, J
= 4.63, 4.63 Hz), 2.69 (2H, dd, J = 7.50, 7.50 Hz),
2.31-2.26 (6H, m), 1.94-1.88 (1H, m), 1.79-1.72
(2H, m), 0.95-0.93 (2H, m), 0.67-0.85 (2H, m).

78 0

‘MWJLWW

o e G/\(\\-;

9 g

/'\\)L‘N

L ‘1@[%

KL t:o/\©W
L

80

TH-NMR (400MHz, DMSO-d6} &: 12.10 (1H, br s),
8.41 (1H, d, J = 5.80 Mz), 7.46 (1H, d, J = 2.55 Hz),
7.29(2H, d, J = 8.12 Hz), 7.09-7.06 (3H, m), 6.98-
6.96 (2H, m), 6.85 (1H, dd, J = 8.35, 1.86 Hz), 4.98
(2H, 8), 4.94 (1H, t, J = 9.51 Hz), 453 (1H, dd, J =
10.09, 6.61 Hz), 4.43 (1H, t, J = 9.62 Hz), 4.13 (2H,
t, J = 6.38 Hz), 4.05 {1H, dd, J = 8.97, 6.49 Hz),
3.91-3.83 (1H, m), 3.77 (3H, s, 2.38 (2H, t, J = 7.30
Hz), 1.99-1.87 (3H, m), 0.96-0.91 (2H, m), 0.67-
0.63 {2H, m).
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&1 o TH-NMR (400MHz, DMSO-d8) &: 8.42 {(1H, d, J =
N 573 Hz), 7.47 {1H, d, J = 2.65 Hz), 7.29 (2H, d, J =

E %‘3 8,16 Hz), 7.10-7.07 (3H, m), 6.99-6.97 (2H, m), 6.86
> “CH, (1H, dd, J = 8.27, 1.87 Hz), 4.99 (2H, s), 4.95 (1H,
t, J =948 Hz), 4.53 (1H, dd, J = 10.14, 6.40 Hz),
) o 444 (1H, t, J = 9.59 Hz), 4.14 (2H, t, J = 6.51 Hz),
U 4.06 (1H, dd, J = 10.14, 6.62 Hz), 3.92-3.84 (1H,
N/\ m), 3.77 (3H, s, 3.45-3.41 (4H, br m), 2.47 (2H, t, J
K/N\CH = 7.28 Hz), 2.28-2.21 (4H, m), 2.16 (3K, s), 1.99-
1.88 (3H, m), 0.96-0.91 (2H, m), 0.68-0.64 {2H, m).

82 ) TH-NMR (400MHz, DMSO-d8) 5. 8.42 (1H, d, J =
N 5.73 Hz), 7.47 (1H, d, J = 2.65 Hz), 7.29 (2H, d, J =
8.16 Hz), 7.10-7.07 {3H, m), 6.99-6.97 (2M, m), 8.86
(1H, dd, J = 838, 1.98 Hz), 4.99 (2H, s), 4.95 (1H,
P t, J = 959 Hz), 453 (1H, dd, J = 10.14, 6.40 Hz),
e o o o= 4.44 (1H, t, J = 9.59 Hz), 4.14 (2H, t, J = 6.51 Hz),
\UJ\ e 4.06{1H, dd, J = 9.92, 6.40 Hz), 3.92-3.84 (1H, m),
N/\ 3.77 (3H, ), 3.59-3.50 (4H, m), 3.45-3.42 (4H, m),
2.48 (2H, t, J = 7.28 Hz), 2.01-1.87 (3H, m), 0.96-
0.91 (2H, m), 0.68-0.84 (2H, m).

83 O 1H-NMR (400MHz, DMSO-dB) 6- 8.48 (1H, dd, J =
5.01, 0.55 Hz), 7.83 {1H, d, J = 0.88 Hz), 7.38 (1H,

Bl
[ =M o dd, J = 5.01, 1.76 Hz), 7.29 (2H, d, J = 8.16 Hz),
P “CH, 7.08 (2H, d, J = 8.16 Hz), 6.99-6.96 (2H, m), 6.86
(1H, dd, J = 8.38, 1.98 Hz), 5.00-4.92 (3H, m), 4.54

(1H, dd, J = 10.14, 6.62 Hz), 4.4 (1M, dd, J = 9.37,

9.37 Hz), 4.06 {1H, dd, J = 10.14, 6.40 Hz), 3.92-
N 3.84 (1H, m), 3.77 (3H, s), 2.67 (2H, t, J = 7.61 Hz),
K/N\CHa 2.45-2.21 (10H, m), 2.13 (3H, s), 1.95-1.87 (1H, m),
1.78-1.70 (2H, m), 0.97-0.91 (2H, m), 0.68-0.64
(2H, m).

84 0 TH-NMR (400MHz, CDCI3) b; 8.44 (1H, dd, J =
N 5.04, 0.80 Hz), 7.98 {1H, d, J = 1.01 Hz), 7.31 (2H,

| o N o d, J=8.26Hz), 7.19 (1H, dd, J = 4.84, 1.81 Hz),
o "CH, 7.06 (2H, d, J = B.06 Hz), 6.88-6.80 (3H, m), 5.0
(2H, s), 5.07 {1H, ¢, J = 9.87 Hz), 4.73-4.57 (3H, m),

o 4.26 (1H, dd, J = 10.58, 6.55 Hz), 3.89 (3H, s),
F 3.88-3.80 (2H, m), 2.88-2.79 (1H, br m), 2.70 (2H, t,
NO“ J = 7.56 Hz), 2.64-2.45 (2H, br m), 2.40 (2H, t, J =
o 7.25 Hz), 2.29-2.23 (1H, br m), 1.93-1.78 (6H, br
m), 0.97-0.92 (2H, m), 0.70-0.66 (2H, m).
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TH-NMR (400MHz, DMSO-d6) 5: 8.48 {1H, d, J =
4.87 Hz), 7.83 (1H, d, J = 8.58 Hz), 7.40-7.35 {1H,
m), 7.28 {ZH. d, J = 8.12 Hz), 7.07 (2H, d, J = 8,12
Hz), 6.99-6.95 (2H, m), 6.85 (14, d, J = 8.46 Hz),
4.98-4.93 (3H, m), 4.56-4.51 (2H, m), 4.44 (1H, dd,
J=9.39, 9,39 Hz), 4.06 (1H, dd, J = 9.39, 6.49 Hz),
3.91-3.84 (1H, m), 3.76 (3H, s), 3.68-3.62 (1H, m),
3.58-3.53 (1H, m), 3.48-3.24 (2H, m), 3.10-3.04
(1H, m), 2.72-2.61 (4H, m), 2.30-2.25 (1H, m), 2.16-
2.09 (1H, m}, 1.94-1.87 (1H, m), 1.76-1.70 (2H, m},
0.96-0.90 (2H, m), 0.84 (2H, d, J = 6.26 Hz), 0.67-
0.83 (2H, m).

86

TH-NMR (400MHz, CDCI3) 8. 8.45 (1H, dd, J =
4,84, 0.60 Hz), 7.99 (1, d, J = 1.01 Hz), 7.31 (2H,
d, J =826 Hz), 7.21 (1H, dd, J = 5.04, 1.81 Hz),
7.06 (2H, d, J = 8.06 Mz), 6.87-6.80 (3H, m), 5.09
(2H, 5), 5.07 (1H, t, J = 9.87 Hz), 4.71-4.66 (1H, m),
4.60 (1H, 1, J = 9.77 Hz), 4.26 (H, dd, J = 10.38,
6.35 Hz), 3.89 (3H, s), 3.88-3.80 (1M, m), 3.73-3.65
(2H, m), 3.51-3.45 (1H, m), 2.93-2.74 (2H, m), 2.38
(1H, brs), 1.94 (1H, brs), 1.92-1.78 (3H, m), 0.97-
0.92 (2H, m), 0.70-0.66 (2H, m).

87

e
N/\\
Ao
H30
o
Ny, LN
P !| = 0“0}43
g =
Ny P
HO
HO ci
e
i O.
S @ CH,
g | s
e CHy

1H-NMR {40CMHz, DMSO-d6) & 8.41 (1H, d, J =
£.62 Hz), 7.49 (1H, d, J= 2.61 Hz), 7.33 (2K, d, J =
8.12 Hz), 7.21 (2H, d, J = 8.12 Hz), 7.09 (1H, dd, J
= 5,62, 2.61 Hz), 7.00-6.96 (2H, m), 6.87-6.85 (1H,
fm), 5.00-4.92 (4H, m), 4.59-4.51 (3H, m), 4.4 (1H,
dd, J =951, 9.51 Hz}, 4.13-4.01 {2H, m), 3.91-3.83
(1H, m), 3.77 (3H, ), 3.55-3.47 (4H, m), 2.59 (2H,
q, J = 7.6% Hzy, 2.02-1.97 (1H, m), 1.17 {3H, ¢, J =
7.61 Hz).

88

Ha il
) LN CH,
HG
o Ty
%ma

TH-NMR (400MHz, DMSO-dB) b: 8.58 (1H, d, J =
5.07 Hz), 7.92 (1H, s), 7.46 (1H, d, J = 5.07 Hz),
7.34 (2H, d, J = 7.94 Hz), 7.22 (2H, d, J = 7.94 Hz),
7.01-6.98 (2H, m), 6.89-6.86 (1H, m), 5.02-4.96
(3H, m), 4.58-4.43 (3H, m), 4.35 (2H, dd, J = 5.18,
5.18 Mz), 4.08 (1H, dd, J = 10.14, 6.62 Hz), 3.92-
3.86 (1H, m), 3.78 (3H, s), 3.45-3.23 (5H, m), 2.60
(2H, . J = 7.59 Hz), 1.80-1.74 {1H, m), 1.33 (3H, d,
J = 6.40 Hz), 1.17 (3H, t, J = 7.59 Hz).
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1H-NMR (400MHz, DMSO-d6} . 8.57 (1H, d, J =
4.87 Hz), 7.92 (1H, s), 7.47 (1H, d, J = 3.48 Hz),
7.34 (2H, d, J = 7.88 Hz), 7.22 {2M, d, J = 8.12 Hz},
7.00-8.98 (2H, m), .87 (1H, dd, J = 8.35, 1.85 Hz),
5.01 (2H, s), 4.97 (1H, t, J = 9.51 M2), 4.61-4.54
(3H, m), 4.46 (1H, t, J = 9.82 Hz), 4.28 (3H, t, J =
5.33 Hz), 4.08 (1H, dd, J = 10,09, 6.61 Hz), 3.81-
3,87 (1H, m), 3.78 (3H, s), 3.43-3.41 (BH, m), 2.60
(2H, q, J = 7.58 Hz), 1.17 (3H, t, J = 7.54 Hz).

e0

TH-NMR (400MHz, CDCI3) &: 8.36 (1H, d, J = 5.57
Hz), 7.68 (1H, d, J = 2.55 Hz), 7.35 (2H, d, J = 8.35
Hz), 7.20 (2H, d, J = 8.35 Hz), 5.89-6.81 {4H, m),
512 (2H, s, 5.08 {1H, t, 4 = 8.74 Mz}, 4.69 (1H, dd,
J=10.67, 8.72 Hz), 4.80 (1H, t, J = 9.74 Hz), 4.26
(1H, dd, J = 10.44, 6.49 Hz), 4.22 (2H, t, J = 5.68
Hz), 3.90 {3H, s), 3.88-3.81 {1H, m), 2.85 (2H, ¢, J =
5.68 Hz), 2.68-2.58 (BH, br m), 2,49 (4H, br s), 2.30
(3H,s), 1.23 (3H, 1, J = 7.54 Hz).

™

TH-NMR (400MHz, CDCI3) &; 8.38 (1H, d, J = 5.80
Hz), 7.68 (1H, d, J = 2.56 Hz), 7.35 (2H, d, J = 8.12
Hz), 7.20 (2H, d, J = 8.35 Hz), 5.89-6.82 (4H, m),
512 (2M, s), 5.09 (1H, t, J = 8.74 Hz), 4.70 (1H, dd,
J =10.78, 6.61 Hz), 4.60 (1H, t, 4 = 9.74 Hz), 4.26
(1M, dd, J = 10.67, 6.49 Hz), 4.22 (2H, t, J = 5.45
Hz), 3.90 (3H, s), 3.89-3.81 (1H, m), 3.28 (4H, t, J =
4.87 Hz), 2.89 (2H, t, J = 5.45 Hz), 2.79 (3H, s),
2.70 (4H, t, J = 4.87 Hz), 2.65 (2H, q, J = 7.58 Hz),
1.24 (3H, t, J = 7,65 Hz).

oz

1H-NMR (400MHz, CDCI3) &: 8.4 (1H, dd, J =
4.84, 0.60 Hz), 7.96 (1H, ¢, J = 1.01 Hz), 7.31 (2H,
d, J = 8.26 Hz), 7.17 (1H, dd, J = 5.04, 1.81 Hz),
7.06 (2H, ¢, J = 8.06 Hz), 8.87-6.80 (3H, m), 5.09
(ZH, s). 5.08 (1H, £, J = 9.67 Hz), 4.69 (1H, dd, J =
10.48, 6.65 Hz), 4.60 (1H, t, J = 8.77 Hz), 4.26 {(1H,
dd, J = 10.48, 6.45 Hz), 3.89 (3H, s), 3.86-3.80 (3H,
m), 3.69-3.65 (2H, m), 2.68 (2H, t, J = 7.66 Hz),
2.28 (2H, br s}, 1.92-1.85 (14, m), 1.80-1,68 (3H,
m), 1.37-1,31 (24, m), 0.87-0.92 (2H, m), 0.70-0.66
(2H, m).
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53 1H-NMR {400MHz, DMSO-d8) 5: 8.41 {1H, d, J =
5,80 Hz), 7.47 (1H, d, J = 2.55 Hz), 7.29 (2H, d, J =
8.12 Hz), 7.10-7.06 (3H, m), 8.97 (2H, t, J = 4.08
Hz), 6.85 (1H, dd, J = 8.46, 1.97 Hz), 4.98 (2H, s),
4.94 (1R, 1, J = 9.51 Hz), 471 {1H, d, J = 4.17 Hz),
453 (1H, dd, J = 10.09, 5,61 Hz), 443 (1H, t J =
9,62 Hz), 4.13 (2H, t, J = 6.49 Hz), 4.05 (1H, dd, J =
9.97, 6.49 Hz), 3.91-3.87 (2H, m), 3.77 {3H, s),
3.69-3.66 (2H, m), 3.16-3.10 (1H, m), 3.02-2.95
(1H, m), 2.46-2.44 (2H, m), 1.95-1.90 (3H, m), 1.71-
1.66 (2H, m), 1.34-1.17 (2H, m), 0.94-0,92 (2H, m),
0.67-0.83 (2H, m).

94 a 1H-NMR {400MHz, DMSO-d6) &: 8.41 (1H, d, J =
N 5.80Hz), 747 (1M, d, J = 256 Hz), 7.29(2H, d, J =
\, S 8,12 Mz), 7.10-7.08 (3H, m), 6.88-6.97 (2H, m), 6.85
/X\@ ’ (1H, dd, J = 8,35, 1.86 Hz), 4.97-4.93 (5H, m), 4.53

= 6.49 Hz), 4.05 (1H, dd, J = 10.20, 5.49 Hz), 3.91-
: 3.83 (1H, m), 3.76-3.74 (4M, m), 3.47-3.38 (1H, m),
oM 2.63{1H, dd, J = 12.87, 10.09 Hz), 2.47-2.39 (2H,
m), 2.24 {1H, d, J = 11.13 Hz), 2.12-2.09 (1H, m),
1.98-1.87 (3H, m), 1.20 (1H, dd, J = 22.49, 10.67
Hz), 0.94-0.92 (2H, m), 0.67-0.63 (2H, m).

o 7T (1H, dd, J = 10.09, 6.6 Hz), 4.43 (1H, £, J = 8.51
I o / Hz), 4.32 (1H, dd, J = 12.08, 4,41 Hz), 413 (2H, t J
)

95 : TH-NMR (400MHz, DMSO-d6) 5: 8.48 (1H, d, J =
M 5.07 Hz), 7.87 (1H, br s), 7.38 (1M, dd, . = 4.85,
| g, 154 Hz), 7.29 (2M, d, J = 8.18 Hz), 7.08 (2H, d, J =
o P . 8.16 Hz), 6.99-6.97 (2H, m), 6.86 (1H, dd, J = 8.38,
m 1.98 Hz), 4.99 (2M, s), 4.95 (1H, t, J = 9.26 Hz),
o 471 (1H, d, J = 5.29 Hz), 4.66 (1H, t, J = 5.73 Hz),

455 (1H, dd, J = 9.92, 8.62 Mz}, 4.45 (1H, t J =
5.48 Hz), 4.09-4.04 (1H, m), 3.92-3.84 (1H, m), 3.77]
(3H, s, 3.71-3.64 (1H, m), 3.38-3.32 (1H, m), 3.29-
3.23 (1H, m), 2.8 (1H, dd, J = 13.45, 3.75 Hz),
2.56 (1H, dd, J = 13.56, 8.49 Hz), 1.94-1.88 (1H,
frm), 0.95-0.93 (2H, m), 0.67-0.65 (2H, m).

% 2 1H NMR (400MHz, CDCB3) & 8.37 (11, d, J = 5.51
My Hz), 7.67 (1H, d, J = 2.65 Hz), 7.34 (2H, d, J = 7.94
\ ) » 4, . e » d, .
nd’ o Hz), 7.19 (2H, d, J = 7.94 Hz), 6.89-6.81 (4H, m),
o~ F e 5.11(2H, s), 5.08 (1H, &, J = 9.70 Hz), 4.69 (1H, dd,

J = 1059, 6.40 Hz), 4.59 (1H, t, J = 9.92 Hz), 4.26
o (1H, dd, J = 10.59, 6.40 Hz), 4.21 (2H, t, J = 5.29
Hz), 3.89 (3H, s, 3.88-3.80 (1H, m), 3.34 (2H. t, J =
5.51 Hz), 3.28 (2H, s), 2.96 (3H, ), 2,89 (2H, t, J =
5.29 Hz), 2.84 (2H, t, J = 551 Hz), 2.64 (2H, q, J =
7.57 Hz), 1.23 (3H, t, J = 7.61 Hz).
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o : TH-NMR (400MHz, DMSO-d6) 5. 8.57 (1H, d. J =
/\/\O.W‘\N 4.87 Hz), 7.91 (1M, s}, 7.46 (1H, dd, J = 4.87, 1.62
) LA e, Mz), 7.29 (24, d, J = 8.23 Hz}, 7.07 (2H. d, J = 8.23
g Hz), 6.99-6.96 (2H, m), 6.86 (1H, dd, J = 8.23, 1.74
ﬁV Mz), 4.99-4.95 (3H, m), 4.58-4.42 (3H, m), 4.35 (2H,
t, 4 = 5.22 Hz), 4.07 (1H, dd, J = 9.97, 6.72 Hz),
3.92-3.84 (1H, m), 3.77 (3H, s), 3.44-3.22 (6H, m),
1.93-1.87 (1H, m), 1.79-1.73 (1H, m), 1.33 (3H, d, J
= 6.49 Hz), 0.95-0.91 (2H, m), 0.67-0.63 (2H, m).

98 o 1H-NMR (400MHz, DMSO-d6) &: 8.57 {1H, d, J =
" oS . 4.96 Hz), 7.92 (1H, s), 7.48 (1H, d, J = 4.96 Hz),
j/\ N 3\@ “on, 7.34 (2H, d, J = 7.83 Hz), 7.22 (2H, d, J = 7.83 Hz),
o 7.00-6.97 (2H, m), 6.87 {1H, d, J = 7.94 Hz), 5.01-
/\©\,ma 4,95 (3H, m), 4.57-4.54 (3H, m), 4.46-4.39 (3H, m),
4.10-4.05 (1K, m), 3.91-3.86 (1H, m), 3.78 (3, 5),

3.50-3.44 (6H, m), 2.60 (2H, q, J = 7.51 Hz), 1.86-
1.81 (tH, m), 1.17 (3H, t, J = 7.51 Hz).

98 1H-NMR (400MHz, DMSO-d8) &: 8.57 (1H, dd, J =

Q
i
HOW\O«@XN 5.06, 0.75 Hz), 7.93 (1H, dd, J = 1.51, 0.75 Hz),
b L Q\@"\mg 7.48 (1H, dd, J = 5,08, 1.51 Hz), 7.33 (2H, d, J =
o 8.12 Hz), 7.21 (2H, d, J = 8.12 Hz), 7.00-6.57 (2H,
/\©\/mg lm), 8.87 (1H, dd, J = 8.46, 1.97 Hz), 5,00-4.94 (3H,
m), 4.76 (1H, d, J = 5.10 Hz), 4.64-4.61 (2H, m),
4.57-4.53 (2H, m), 4.45 (1H, dd, J = 951, 9.51 Hz)
4,07 (1H, dd, J = 9.97, 6.49 Hz), 3.91-3.86 (1H, m)
3.77 (3H, s, 3.67-3.63 (1H, m), 3.53-3.48 (1H, m),
3.41-3.35 (3H, m), 2.59 (2H, q, J = 7.58 Hz), 1.17
(3H, 1, J = 7.54 Hz).

100 TH-NMR (400MHz, DMSG-d6) : 8.57 {1H, &, J =

o oS . 4.97 Hz), 7.92 (1H, d, J = 0.78 Hz), 7.45 (1H, dd, J
ﬁ/\ o &@ e, = 4,97, 0.78 Hz), 7.35 (2H, d, J = 8.72 Hz), 7.00-
o 6.97 (2H, m), 6.93 (2H, d, J = 8.72 Hz), 6.87 (1H,
/\Q _on, fdd, J = 8.35, 2.00 Hz), 4.99-4.94 (3H, m), 4.57-4.53
(3H, m), 4.47-4.39 (3H, m), 4.07 (1H, dd, J = 10.20,
8.72 Hz), 3.91-3.86 (1H, m), 3.76 (3H, s), 3.74 (3H,
s), 3.49-3.44 (6H, m), 1.85-1.81 (1H, m).
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1H-NMR (400MHz, DMSO-d6) &: 8.48 (1H, d, J =

487 Hz), 7.83 (1H, s), 7.38 (1M, dd, J = 4.87, 1.86
Hz), 7.29 (2H, d, J = 812 Hz), 7.07 (2H, d, J = 8.12
Hz), 6.99-6.96 (2H, m), .85 (1H, dd, J = 8.46, 1.87

Hz), 4.99-4.92 (3H, m), 4.55-4.51 {1H, m}, 4.44 (1H,

dd, J = 9.51, 9.561 Hz), 4.08-4.03 (1H, m), 3.90-3.85
(1H, m), 3.76 (3H, s), 3.54-3.45 (2H, m), 2.71-2.65
(4H, m), 2,23 (2H, dd, J = 7.19, 7.19 Hz), 1.93-1.87
(1H, m), 1.79-1.71 {2H, m), 1.53 (2H, dd, J = 10.67,
10,67 Hz), 1.02 (8H, d, J = 6.26 Hz), 0.95-0.91 (2H,
m), 0.67-0.63 (2H, m).

102

1H-NMR (40CMHz, DMSO-d6) 5, 8.42 (1H, d, J =
5.73 Hz), 7.47 (1H, d, J = 2.21 Hz), 7.10-7.08 (1H,
m), 6.85-6.93 (2H, m), 6.86 (1H, d, J = 8,38 Hz),
5.57 (1H, s), 4.95 (1H, t, J = 9.59 Hz), 4.54-4.52
{(1H, m), 451 (2H, s), 4.44 (1H, t, J = 9,81 Hz), 4.14
(2H, t, J = 6.18 Hz), 4.08-4.04 (1H, m), 3.91-3.85
(1H, m), 377 (3H, 8), 2.38-2,35 (4H, m), 1.99-1.94
(2H, m), 1.74 (2H, t, J = 7.17 Hz), 1.63-1.61 (4H,
m), 1.50-1.47 (4H, m).

103

BHCI

1H-NMR (400MHz, DMSO-d6) 6: 9.73 (2H, br s),
8.51 (1H, d, J = 6.03 Hz), 7.59 (1H, s), 7.33 (2H, d.
J =7.88 Hz), 7.23-7.20 (3H, m), 7.00-6.97 (2H, m),
.87 (1H, d, J = 8.12 Hz), 5.01 (2H, s), 4.95 (1H,
dd, J = 9.51, 9.51 Hz), 4.73-4.32 (12H, m), 4.10-
4.05 (1H, m), 3.92-3.86 (1H, m), 3.77 (3H, s), 3.66
(2H, s), 259 (2H, @, J = 7.65 Mz), 1.17 (3H, t, J =
7.65 Hz).

104

1H-NMR (400MHz, DMSO-G6) 5. 8.41 (1H, d, J =
5.74 Hz), 7.49 (1M, d, J = 2.61 Hz), 7.33 (2H, d, J =
812 Hz), 7.21 (2H, d, J = 8.12 Hz), 7.10 (1H, dd, J
=574, 2,61 Hz), 8.99-6.96 (2H, m), 6.86 (1H, dd, J
= 8,35, 1.86 Hz), 5.00 (2H, &), 4.94 (1H, dd, J =
9.56, 9.56 Hz), 4.53 (1H, dd, J = 10.09, 6.61 Hz),
443 {1H, dd, J = 9.56, 9,56 Hz), 4.23 (2H, dd, J =
5.57, 5.57 Hz), 4.06 (1H, dd, J = 10.09, 6.61 Hz),
3.89-3.85 (1H, m), 3.77 (3M, ), 3.58 (3H, &), 2.36-
3.33 (4H, m), 2.74 (2H, dd, J = 557, 5.57 Hz), .59
(2H, q. J = 7.52 Hz), 2.46-2.43 (4H, m), 1.7 (3H, t,
J =752 Hz).
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105

TH-NMR (400MHz, DMSO-d6) 3. 8.41 (1H, d, J =
580 Hz), 7.49 (1H, &, J = 2.65 Hz), 7.33 (2H, ¢, J =
8.12 Hz), 7.21 (2H. &, J = 8.12 Hz), 7.10 (1M, dd., J
=580, 2,65 Hz), 7.00-6.96 (2, m), 6.86 (1H, dd, J
=8.23,1.97 Hz), 5.00 (2H, s, 4.94 (1H, dd, J =
9.63, 9.63 Hz), 4.55-4.51 (2H, m), 4.44 (1H, dd, J =
9.63, 9.63 Hz), 4.24 (2H, dd, J = 5.45, 5.45 Hz),
4.08-4.04 (3H, m), 3.91-3.85 (1H, m), 3.77 (3H, s},
3.45 (2H, br's), 3.33-3.29 (2M, m), 2.74 (2H, dd, J =
5.45, 5.45 Hz), 2.59 (2H, g, J = 7.81 Hz), 2.49-2.45
(4H, m), 1.17 (3H, t, J = 7.61 Hz).

106

1H-NMR (40CMHz, DMSO-d6) &: 8.41 (1H, d. J =
562 Hz), 7.49 (1H, d, J = 2.61 Hz), 7.33 (2H, d, J =
8.23 Hz), 7.21 (2H, d, J = 8.23 Hz), 7.1C (1H, dd, J
= 5.62, 2.61 Hz), 6.99-6.96 (2H, m), 6.86 (1H, dd, J
= 8.35, 1.86 Hz), 5,84 (2H, s), 5.00 (2H, s), 4.94
(14, dd, J =9.39, 9.36 Hz), 4.53 (1H, dd, J = 10.20,
6.49 Hz), 4.44 (1H, dd, J = 9.51, 9.51 Hz), 4.23 (2H,
t,J = 5.57 Hz), 4.06 (1H, dd, J = 10.20, 6.49 Hz),
3.90-3.85 (1H, m), 3.77 (3M, s), 3.27-3.24 (4H, m),
272 (2H, t, J = 5.57 Hz), 2.59 (2H, q, J = 7.58 Hz),
2.42-2.39 {4H, m), 1.17 (3H, t, J = 7.54 Hz).

307

1H-NMR (400MHz, CDCI3) 5; 8.55 (1H, d. J = 2.42]
Hz), 8.07 (1H, s), 7.44 (1H, d, J = 2.82 Hz), 7.31
(2H, d, J = 7.66 Hz), 7.06 (2H, d, J = 7.86 Hz), 6,89-
6.78 (3H, m), 5.10 (2H, ), 5.07 (1H, t, J = 9.87 Hz),
4.71(2H, s), 469 (TH, t, J = 8,07 Mz), 461 (1H, , J
=9.77 Hz), 4.31-4.19 (4H, m), 4.18-4.15 (2H, m),
4.15-4.06 (1H, m), 3.89 (3H, s), 3.84 (1H, t, J = 7.76
Hz), 1.83-1.83 (1H, m), 1.33-1.23 (3H, m), 0.99-
0.92 (2H, m), 0.72-0.65 (21, m).

108

o
‘ &C[ .
= CH,
o o/\”/\‘
l OH SOy
T

1H-NMR (400MHz, DMSO-d6) &: 8.42 (1H, d, 4 =
5.74 Hz), 7.48 (1H, d, J = 2.61 Hz), 7.33 (2H, d, J =
8.24 Hz), 7.21 (2H, d, J = 8.24 Hz), 7.08 (1H, dd, .}
=574, 2.61 Hz), 6.99-6.97 (2H, m), 6.86 (1H, dd, J
= 8.35, 2.00 Hz), 5.00 (2H, s}, 4.95 (1H, dd, J =
9.28, 9.28 Hz), 4.53 (1H, dd, J = 10.26, 6.66 Hz),
4,44 (1H, dd, J = 9.74, 9.74 Mz), 4.22 (2H, t, J =
5.57 Hz), 4.08 (1H, dd, J = 10.26, 6.66 Hz), 3.90-
3.85 (1H, m), 3.77 (2H, &), 3.29 (3H, s), 2.98 (2H, t,
J =5.57 Hz}, 2.58 (2H, g, J = 7.56 Hz), 2.41 (3M, s,
117 (3H, t, J = 7.56 Hz).
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1H-NMR (400MHz, CDCI3) 3: 8.57 (1H, d, J = 4.64
Hz}, 8.17 (1H, d, J = 0.70 Hz), 7.42 (1H, dd, J =
4.87, 1.62 Hz), 7.32 {2H, d, J = 8.35 Hz), 7.07 (2H,
d, J = 8.12 Hz), 6.90-8.80 {3H, m), 5.12-5.07 (3H,
m), 4.82-4.59 (2H, m), 4.74 (2H, s, 4.29 {2H, dd, J
= 10.55, 6.38 Hz), 4.23 (2M, s), 3.94-3.81 {2H, m),
3.90 {3H, s), 1.95-1.83 (1H, m), 1.00-0.93 (2H, m),
0.72-0.65 (6H, m).

110

1H-NMR (400MHz, DMSO-d8) 5: 8.57 {1H, dd, J =
4,93, 0.58 Hz}, 7.92 {1H, d, J = 0.70 Hz), 7.47 (1H,
dd, J = 4.9, 1.51 Hz), 6.97 (1H, d, J = 1.86 Hz),
6.94-6.85 (2H, m), 5.57 (1M, s), 4.97 (1H, 1, J = 9.39
Hz), 4.57-4.43 (6H, m}, 4.28 (3K, t, J = 5.33 Hz),
4.08 (1H, dd, J = 9.97, 6.4 Hz), 3.93-3.85 (1H, m),
3.78 (3H, s), 3.43-3.40 (BH, m), 2.34 (2H, t, J = 6.49
Hz), 1.74 (2H, t, J = 7.19 Hz), 1.62-1.57 {4H, m),
1.61-1.43 (4H, m).

111

tH-NMR (400MHz, DMSO-d6) &: 8.41 (1H, d. 4 =
557 Hz), 746 {1H, d, J = 2.55 Hz), 7.29 (2H, d, J =
8.35 Hz), 7.09-7.06 (3H, m), 6.99-6.95 (2H, m), 6.85
(1H, dd, J = 846, 1.97 Hz), 4.98 (2H, s), 4.94 (1H,
t,J =9.51 Hz), 453 (1H, dd, J = 10.09, 6.61 Hz),
4.43 (TH, t, J =9.74 Hz), 4.11 (2H, t, J = 6.26 Hz),
4.05 (1H, dd, J = 10.20, 6.49 Hz), 3.91-3.83 (1H,
Jm), 3.76 (3H, 8), 2.28 {2H, t, J = 7.30 Hz), 1.95-1.85
(1H, m), 1.79-1.70 (2H, m), 1.68-1.60 (2H, m), 0.96-
0.90 (2H, m), 0.67-0.63 (2H, m).

112

Ot

1H-NMR (400MHz, CDCI3) 5 B.48 (1H, d, J = 4.87
Hz), 8.01 (1H, d, J = 0.93 Hz), 7.32 (2H, d, J = 8.35
Hz), 7.23 (1H, dd, J = 4.99, 1.74 Hz), 7.10-7.00 (2H,
m), 6.90-6.80 (3H, m), 5.10 (2H, s), 5.08 (1H, t, J =
9.86 Hz), 4.71 (1H, dd, J = 10.78, 6.61 Hz), 4.64
(1H, t, 4 = 9.97 Hz), 4.28 (1H, dd, J = 10.90, 6.49
Hz), 4.42 (2H, s), 3.90-3.80 (14, m), 3.90 (3H, s),
3.57 (2K, t, J = 6.03 Hz), 2.82 (2H, t, J = 7.54 Hz),
2.05-1,95 (2H, m), 1.95-1.85 (1H, m), 1.00-0.90
(2H, m), 0.75-0.85 (2H, m).
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\/\OH

1H-NMR (400MHz, DMSO-d8) 3: 8.40 (1H, d, J =
5,57 Hz), 7.47 (1H, d, J = 2.78 Hz), 7.33 (2H, d, J =
7.88 Hz), 7.21 (2H, d, J = 7.88 Hz), 7.09 (1H, dd, J
= 5,80, 2.55 Hz), 6.99-6.87 (2H, m), 6.86 (1H, dd, J
= 8,23, 1.97 Hz), 5.00 (2H, &), 4.94 (1H, t, J = 9.51
Hz). 453 (2H, dd, J = 10.32, 6.15 Hz), 4.43 (1M, £, J
= 9.62 Hz), 4.19 (2H, t, J = 5.80 Hz), 4.06 (1H, dd, J
= 9.97, 6.49 Hz), 3.91-3.83 (1H, m), 3.77 {3H, s),
3.43-3.39 (1H, m), 2.77-2.76 (2H, br m), 2.67 (2H, t,
J = 5,80 Hz), 2.59 (2H, g, 4 = 7.58 Hz), 2.12 (2H, ¢,
J=9.86 Hz), 1.70-1.68 (2H, m), 1.39-1.33 (2H, m),
117 (3H, t, J = 7.85 Hz).

114

TH-NMR (400MHz, DMSO-d6) 5: 8.41 (1H, d, J =
5.80 Hz), 7.48 (1H, d, J = 2.09 Hz), 7.33 (2H, d, J =
7.65 Hz), 7.21 (2H, d, J = 7.88 Hz), 7.10-7.09 (1H,
m), 6.99-6.97 (2H, m}, 6.86 (1H, d, J = 8.35 Hz),
5.00 (2H, s}, 4.94 (1H, t, J = .39 Hz), 4.53 (1H, dd,
J=074,672Hz), 443 (1H, t, J = 9.62 Hz), 4.32
(tH, d, J = 5.57 Hz), 4.24-4.18 {2H, m), 4.07-4.05
(1H, m), 3.91-3.84 (1H, m), 3.77 (3H, s), 3.62 (1H,
br s), 3.47 (1H, s), 2.71 (2H, t, J = 5.45 Hz), 2.59
(2H, §, J = 7.58 Hz), 2.48-2.46 (2H, m), 2.40 (3H, ¢,
J = 8.81 Hz), 1.66-1.61 (1H, m), 1.54-1.52 (1H, m),
1.17 (3H, t, J = 7.54 Hz).

115

1H-NMR (400MHz, DMSO-d6} 3: 8.41 (1H, d, J =
6.57 Hz). 7.47 (1H, d, J =255 Hz), 7.33 (2H, d, J =
8.12 Hz), 7.21 (2H, d, J = 8.12 Hz), 7.10 (1H, dd, J
= 5.68, 2.67 Hz), 6.99-6.97 (2H, m), 6,86 (1M, dd, J
=8.35, 2.09 Hz), 5,00 (2H, s), 4.94 (1H, t, J = 9.39
Hz), 4.68 (2H, d, J = 5.10 Hz), 4.53 (1M, dd, J =
10.09, 8.61 Hz), 4.44 (14, 1, J = 9.51 Hz), 4.20 (2H,
t, J = 557 Hz), 4.06 (1H, dd, J = 10.20, 6.49 Hz),
3.91-3.84 (1H, m), 3.77 (3H, s), 3.46-3.42 (2H, m),
2.89 (2H, dd, J = 10.20, 4.17 Hz), 2.75 (2H, t, J =
5.57 Hz), 2.59 (2H, q, J = 7.58 Hz), 2.05-2.03 {1H,
m}, 1.73 {2H, t, J = 10.20 Hz), 1.17 (3H, 1, J = 7.65
Hz), 0.97 {(1H, q, J = 11.21 Hz).

116

1H-NMR (400MHz, DMSO-d6) &, 8.41 (1H, d, J =
5.57 Hz), 7.47 (1H, d, J = 2.08 Hz), 7.33 (2H, d, J =
7.88 Hz), 7.21 (2H, d, J = 7.88 Hz), 7.08 (1H, dd, J
=557, 2.32 Hz), 6.99-6.97 (2H, m), 6.86 (1H, d, J =
8.35 Hz), 5.00 (2H, s), 4.95 (1H, t, J = 9.39 Hz),
470 (1H, d, J = 4.17 Hz), 4.54-4.52 (1H, m), 4.4
(1H, t, J = 9.39 Hz), 4.36 (1H, t, J = 5.33 Hz), 4.16-
4.15 (2H, m), 4.11-4.04 (2H, m), 3.91-3.84 (1H, m),
3.77 (3H, s}, 3.37-3.35 (1H, m), 3.28-3.15 (3H, m),
277-2.73 (2H, m), 2.59 (2H, g, J = 7.42 Hz), 2.26
(1H, dd, J = 9.28, 5.57 Mz), 1.65 (2H, t, J = 6.49
Hz), 1.17 (3H, t, J = 7.54 Hz).
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TH-NMR (400MHz, DMSO-d6) &: 8.41 (1H, d, J =
580 Hz), 7.47 (1H, d, J = 2.09 Hz), 7.33 (2H,d, J =
7.85Hz), 7.21 (2H, d, J = 7.65 Hz), 7.10-7.08 {1H,
m), 6.89-6.97 (2H, m), 6.86 (1H, d, J = 7.65 Hz),
5.00 (2H, s), 4.95 (1H, t, J = 9.51 Hz), 4.54-4.52
(1H. m), 4.43 (1H, t, J = 9.51 Hz), 4.37-4.34 (1H, br
m), 4.18 (2H, t, J = 5.57 Hz), 4.07-4.05 (1H, m),
3.88-3.87 (1H, m), 3.77 (3H, s), 3.47-3.46 (2H, m),
2.77 (2H, 1, J = 5,57 Hz), 259 (2H, g, J = 7.42 Hz),
2,52-2.45 (2H, m), 2,26 (3H, 8), 1.17 (3H, t, J = 7.54]
Hz).

118

o}

(Y
= \1@0‘@1
]

vy
IN/\/OH CH3

OoH

1H-NMR (400MHz, DMSO-d8) 8: 8.41 (1H, d, J =
5.33 Hz), 7.47 (1M, s), 7.33 (2H, d, J = 6.96 Hz),
7.21(2H, d, J = 7.42 Hz), 7.08 (1H, br s}, 6.99-6.97
(2H, m), .86 (1H, d, J = 7.42 Hz), 5.00 (2H, s),
4.95-4.93 (1H, m), 4.53-4.51 (1H, m), 4.43 (1H, t, J
= 9.16 Hz), 4,35 (2H, brs), 4.15 (2H, s), 4.06-4.04
(14, m), 3.87-3.86 (1H, m), 3.77 (3H, s), 3,51-3.45
(58, m), 2.93-2.91 (2H, br m), 2.62-2.59 {5H, m),
1.17 (3H, t, J = 7.42 Hz).

1182

1H-NMR (400MHz, CDCI3) &: 8.36 (1H, d, J = 5.73
Hz), 7.70 (1H, d, J = 2.43 Hz), 7.31 (2H, d, J = 8.16
Hz), 7.06 (2H, d, J = B.16 Hz), 6.88-6,80 (4M, m),
5.09 (2H, s), 5.07 (1H, t, J = 870 Hz), 4.68 (1H, dd,
J =10.8%, 6.40 Hz}, 4.59 (1H, t, J = 9.70 Hz), 4.27-
4,18 (5H, m}, 3.89 (3H, s}, 3.87-3.80 (1H, m), 2.92
(ZH, t, J = 5.40 Hz), 2.86-2.79 (4H, m), 1.92-1.85
(1H, m), 0.97-0.92 (2H, m), 0.70-0.66 (2H, m).

120

N OH

OH

1H-NMR (400MHz, CDCIZ) 6. 8.36 (1H. d, J = 5.51
Hz), 7.70 (1H, d, J = 2.65 Hz), 7.34 (2H, d, J = 8.16
Hz), 7.19 (2H, d, J = 8.38 Hz), 6.88-6.80 (4H, m),
5.11 (2H, ), 6.07 (1H, t, J = 9.70 Hz), 4.69 (1H, dd,
J=10.92, 6.51 Hz), 4.59 (1H, t, J = 9.70 Hz), 4.25
(1H, dd, J = 11.03, 6.40 Hz), 4.23-4.18 (4H, m),
3.89 (3H, s), 3.88-3.80 (1H, m), 2.92 {2H, t, J = 5.40
Hz), 2.84-2.79 (4H, m), 2.64 (2H, q, J = 7.57 Hz),
1.23 (3H, 1, J = 7.61 Hz).
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121 o 1H-NMR (400MHz, GDCI3) & 8.35 (1H, d, J = 5.64

N Mz}, 7.67 (1H. d, J = 2.62 Hz), 7.31 (2H, d, J = B.06
Hz), 7.06 (2H, d, J = B.26 Hz), 6.88-6.80 (4H, m),

7 o, 5.10 (2H, s), 6.07 (1H, t, J = 9.67 Hz), 4.68 (1H, dd,
! J = 10.58, 6.55 Hz), 4.59 ({H, t, J = 9.77 Hz), 4.25
° (1H, dd, J = 10.58, 6.35 Hz), 4.17 (2H, t, J = 5.64

I CHy Hz), 3.89-3.79 (6H, m), 3.42 (6H, s), 3.16 (2H, dd, J

N s =9.87, 5.84 Hz), 2.97 (2H, t, J = 5,54 Hz), 2.68 (2H,

Q‘ dd, J = 9.67, 5.04 Hz), 1.92-1.85 (1H, m), 0.87-0.92

Y (2H, m), 0.70-0.86 (2H, m).

122 1H-NMR {400MHz, CDCI3) & 8.35 (1H, d, J = 5.64
Hz), 7.67 (1H, d, J = 2.62 Hz), 7.35 (2H, d, J = 8.06
Hz), 7.19 (2H, d, J = 8.26 Hz), 6.88-6.80 (4H, m),
511 (2H, s), 5.07 (1H, t, J = 9.67 Hz), 4.68 (1H, dd,
J=1058, 6.55 Hz), 4.59 (1H, t, J = 9.67 Hz), 4.25
; {1H, dd, J = 10.58, 6.35 Hz), 4.17 (2H, t, J = 5.54
; A _-CHy  IHz), 3.89 (3H, s), 3.87-3.81 (3H, m), 3.42 (6H, s),
N ol 3.16 (2H, dd, J = 8.67, 5.84 Hz), 2.97 (2H, 1, J =
Q‘ 5.54 Hz), 2.68 (2H, dd, J = 9.87, 5.24 Hz), 2.64 (2H,

o q, J = 7.66 Hz), 1.23 (3H, t, J = 7.56 Hz).

123 b 1H-NMR (400MHz, DMS0-d8) & 8.40 (1H, d, J =
¢Sy . 5.80 Hz), 7.47 (1M, d, J = 2.55 Hz), 7.29 (2H, d, J =

W D 8.12 Hz), 7.09 (1H, dd, J = 5.68, 2.67 Hz), 7.07 (2H,
0 d,J =812 Hz), 6.97 (1H, d, J = 6.26 Hz), 6.96 (1H,
Tl . s), 6.85 (1H, dd, J = 8.35, 1.86 Hz), 4.98 (2, s),
Y 4.94 (1H, 1, J = 9.51 Hz), 4.52 (1H, dd, J = 10.20,
8.49 Hz), 4.43 (1H, t, J = 9.51 Hz), 4.20 (2H, ¢, J =
5,80 Hz), 4.05 {1H, dd, J = 10.09, 6.38 Hz), 3.91-
3.83 (1H, m), 3.76 (3H, 8), 2.87-2.84 (2, m), 2.69
(2H,t, J =5.68 Hz), 2.17 (1H, &, J = 11.13, 3.94
Hz), 2.08-2.06 (2H, m), 1.93-1.87 {1H, m), 1.78-
1.76 (2H, m), 1.55-1.49 (2H, m), 0.94-0.92 (2H, m),
0.67-0.63 (2H, m).

5.68 Hz), 7.48 (1H, d, J = 2.71 Hz), 7.34 (2H, d, J =
: e 8.04 Hz), 7.22 (2H, d, J = 8.04 Hz), 7.10 (1H, dd, J
o n’\@cﬂj =568, 2.71 Hz), 7.00-6.97 (2H, m), 6.85 (1H, dd, J

™ = 8,38, 1.88 Hz), 5.01 (2H, s}, 4.95 {1H, dd, J =

Jiw 9.50, 9.59 Hz), 4.53 (1H, dd, J = 10.26, 7.17 Hz),

4.44 {1H, dd, J = 9.59, 9.59 Hz), 4,22 (2M, t, J =
5.45 Hz), 4.06 (1H, dd, J = 10.286, 6.06 Hz), 3.90-
3.86 (1H, m), 3.78 (3H, ), 3.12 (2H, s), 2.72 (2H, £,
J =5.45 Hz), 2.65-2.50 (10H, m), 1.17 (3H. t, J =
7.50 Hz).

124 f 1H-NMR {400MHMHz, DMSO-dB) & 8.41 (1H, d, J =
= 1
PN
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TH-NMR (400MHz, DMS0O-d6) &: 8.42 (1H, d, J =
5.73 Hz), 7.60 (1H, d, J = 2.43 Hz), 7.29 (2H, d, J =
8.16 Hz}, 7.12-7.08 (3H, m), 6.99-6.96 (2H, m), 6.86
(1H, dd, J = 8.38, 1.98 Hz), 4.99-4.93 {3H, m), 4.53
(1H, dd, J = 9.97, 6.73 Hz), 4.44 (1H, dd, J = 9.58,
9.59 Hz), 4.24 {2H, brs), 4,06 (1H, dd, J = 8.97,
6.84 Hz), 3,90-3.85 (1H, m}, 3.77 (3H, s, 3.59 (3H,
s}, 3.37-3.31 (4H, br m), 2.75 (2H, s), 2.49-2.42
(4H, br m}, 1.93-1.88 (1H, m), 0.96-0.92 (2H, m),
0.67-0.64 (2H, m).

126

TH-NMR (400MHz, DMSC~d6) 5: 8.41 (1H, d, 4 =
5.57 Hz), 7.49 {1H, d, J = 2.55 Hz), 7.28 {2H, d, J =
8.12 Hz), 7.11-7.05 (3H, m), 6.98-6.96 (2H, m), 6.85
(1M, dd, J = 8.23, .97 Hz), 5.94 (2H, 5, 4.99-4.91
(3H, m), 4.53 (1H, dd, J = 10.15, 6.49 Hz), 4.43
(1H, dd, J = 9.62, 9.62 Hz), 4.23 (2H, t, J = 5.33
Hz), 4.05 (1H, dd, J = 10.15, 5.61 Hz), 3.90-3.84
(1H, m), 3.76 (3H, s), 3.27-3.23 {4H, br m}, 2.73-
2.71 (2H, br m), 2.42-2.40 (4H, br m), 1.92-1.88
(1H, m), 0.96-0.91 (2H, m), 0.67-0.63 (2H, m).

127

1H-NMR (400MHz, DMSO-d6) &: 8.42 (1H, d, J =
5.73 Hz), 7.49 (1H, d, J = 2.65 Hz), 7.29 (2H, d, J =
8.16 Hz), 7.12-7.06 (3H, m), 6.99-6.96 (2H, m), 6.86
(1H, dd, J = 8.27, 1.87 Hz), 4.99-4.92 (3H, m), 4.64
(1H, 1, J = 5.18 Hz), 4.53 (1H, dd, & = 9,97, 6.67
Hz}, 4.44 (1H, dd, J = 9.59, 8.59 Hz), 4.24 (2H, t, J
=529 Hz), 4.06 (1H, dd, J = 9,97, 6.67 Hz), 3.91-
3.85 (1K, m), 3.77-3.75 (4H, m), 3.51-3.27 (4H, m),
2.89 (1H, d, J = 9.70 Hz), 2.78-2.71 (3H, m), 2.16-
2.09 (1H, br m), 1.93-1.85 (2H, m), 0.96-0.92 (2H,
m), 0.68-0.64 (2H, m).

128

oH

TH-NMR (400MHz, DMSO-d6) & 8.42 (1H, d, 4 =
5.95 Hz), 7.49 (1M, d, J = 2.65 Hz), 7.29 (2H, d, J =
8.16 Hz), 7.11 (1H, ad, J = 5.73, 2.65 Hz), 7.08 {2H,
d, J = 8.16 Hz), 7.00-6.95 (2H, m), 5.86 (1H, d, J =
8.38 Hz), 4.99 (2H, s), 4.95 (1H, t, J = 8.81 Mz),
454 (1H, dd, J = 8.38, 4.19 Hz), 4.44 (1H, t, J =
9.70 Hz), 4.27 (2H, br s), 4.10-4.00 (3H, m), 3.80
(1H, t, J = 8,16 Hz), 3.84 (2H, br s), 3.77 (3H, ),
1.95-1.85 (1H, m), 0.96-0.91 (2H, m), 0.70-0.60
(2H, m).

10

20

30

40



gbobooooan

(101)

JP 5201694 B2 2013.6.5

129

1H-NMR (400MHz, DMSG-dB) & 8.41 {1H, d, J =
573Hz), 747 (1H, 4, J =265 Hz), 729 (2H. d, J =
8.16 Hz), 7.10-7.05 (3H, m), 7.00-8.95 {2H, m}, 6.86
(1H, dd, J = 8.38, 1.54 #z), 4.99 {ZH, s), 4.95 (1H,
i, J =0.48 Hz), 4.53 (1H, dd, J = 10.14, 6.62 Hz),
4.44 (1H, t, J =970 Hz), 4.11 (2H, t, J = 8.06 Hz),
4,06 {(1H, dd, J = 10.28, 6,29 Hz), 3,85-3.80 (iH,
my, 3.77 (3K, ), 2.45-2.30 {1H, m), 1.93-1.89 {1H,
m), 1.80-1.65 (3H, n), 1.55-1.45 (1H, m), 1.08 (3H,
d, J = 7.06 Hz), 1.00-0.90 (2H, m}, 0,76-0,60 (2H,
m).

130

1H-NMR (400MHz, DMSO-dB) 6. 8.42 (1H, d, J =
580 Hz), 7.75 (1H, s), 7.50 (1H, d, J = 2.55 Hz),
7.30(2H, d, J = 8.12 Hz), 7.11 (1H, dd, J = 5.88,
2,67 Hz), 7.08 (2H, d, J = 8.12 Hz), 6.99-6.97 (2H,
m), 6.86 (1H, dd, J = 8.35, 1.86 Hz), 4.99 (2H, s),
4.95 (1H, £, J = 9.62 Hz), 4.53 (1H, dd, J = 10,44,
6.49 Hz), 4.44 (1H, t, J = 9.51 Hz), 4.26 (2H, t J =
5.45 Hz), 4,06 (1H, dd, J = 10.20, 6.49 Hz), 3.92-
384 (1H, m), 3.77 (3H, s), 3.17-3.13 (2H, m), 3.05
(2H,'s), 2.80 (2H, t, J = 5.45 Hz), 2,68 (2H, t, J =
5.33 Hz), 1.94-1.88 (1H, m), 0.96-C.92 (2H, m),
0.68-0.64 (2H, m).

131

TH-NMR (400MHz, DMSO-dB) 6. 8.42 {(1H, d, J =
5.57 Hz), 7.50 (1H, d, J = 2.55 Hz), 7.29 (2M, d, J =
812 Hz), 7.41 (1H, dd, J = 5.68, 2.67 Hz}, 7.08 (2H,
d, J = 8.12 Hz), 6.99-6.97 (2H, m), 6.86 (1H, dd, J =
8.35, 1.86 Hz), 4.99 (2H, s), 4.95 (1H, t, J = 951
Hz}, 4.53 (1H, dd, J = 10.20, 8.49 Hz), 4.44 (1H, t, J
= 9.51 Hz), 4.25 (2H, t, J = 5.57 Hz), 4.06 {1H, dd, J
= 9,97, 6,49 Hz), 3.92-3.84 (1H, m), 3.77 {3H, s),
3.26 (2H, t, J = 5.45 Hz), 3.10 (2H, s), 2.81 (3H, s),
2.80-2.73 (4H, m), 1.94-1.88 (1H, m), 0.96-0.92
(2H, m), 0.88-0.84 (24, m).

132

1H-NMR (400MHz, DMSO-dB) 5, 8.42 (1H, d, J =
5.57 Hz), 7.48 (1H, d, J = 2.55 Hz), 7.34 (2H, d, J =
8,12 M), 7.22 {2H, d, J = 7.88 Hz), 7.11 (1H, dd, J
= 5.68, 2.67 Hz), 7.00-6.97 (2H, m), 6.87 (1H, dd, J
=8.35, 1.86 Hz), 5.01 (2H, s), 4.97-4.90 (2H, m),
4.59-4.42 (3H, m), 4.21 (2H, t, J = 5.57 Hz), 4.06
{1H, dd, J = 9.97, 6.49 Hz), 3.92-3.84 (1H, m), 3.78
(3H, s), 3.69-3.61 (TH, br m), 2.89 (1H, br s), 2,76
(2H, t, J = 5.45 Hz), 2.67 (1H, brs), 2.60 (2H, q, J =
7.58 Hz), 2.47-2.43 {1M, br m), 2.34-2.25 {1H, br
m), 1.72-1.65 (1H, br m), 1.59-1.55 (1H, brm), 1.17
(3H, t, J = 7.54 Hz).
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TH-NMR (400MHz, DMSO-d6) &; B.42 (1M, d, J =
5.57 Hz), 7.48 {1H, d, J = 2.55 Hz), 7.30 (2H, d, J =
812 Hz), 7.11 {1H, dd, J = 5,88, 2,67 Hz), 7.08 (2H,
d, J = 8.12 Hz), 6.99-6.97 (2H, m), 6.85 (1H, dd, J =
8.35, 1.86 Hz), 4.99 (2H, s), 4.97-4.90 (2H, m),
4.58-4.42 (3H, m), 4.21 (2H, t, J = 5.57 Mz), 4.06
(1H, dd, J = 10.09, 6.81 Hz), 3.92-3.84 (1H, m),
3,77 (3H, s}, 3.65 (1H, d, J = 17.16 Hz), 2.89 (1H,
s), 2.76 (2H, 1, J = 5.57 Hz), 2.67 (1H, ), 2.46 (1H,
brs), 2.32-2.28 (1H, br m), 1.94-1.88 (1H, m), 1.70-
1.85 (1H, m), 1.60-1.55 (1H, m), 0.96-0.92 (2H, m),
0.68-0.64 (2H, m).

TH-NMR (400MHz, DMSO-d6) 5. 8.41 {1H, d, J =
5.80 Hz), 7.47 (1H, d, J = 2,78 Hz), 7.29 (2H, d, J =
8.12 Hz), 7.09-7.06 (3H, m), .97 (2H, t, J = 4.08
Hz), 6.85 (1H, dd, J = 8.35, 1.86 Hz), 4.98 (2H, s),
4.95 (1H, 1, J = 951 Hz), 4,70 (1H, d, J = 3.94 Hz),
4.53 (1H, dd, J = 10.20, 6.49 Hz), 443 (1H, ¢, J =
9.51 Hz), 4.36 (1H, br s), 4.19-4.17 (2H, m), 4.08-
4.05 (2H, m), 3.91-3.85 (1H, m), 3.77 (3H, ), 3.40-
3.34 (1H, m), 3.30-817 (3H, m), 2.77-2.73 (2H, ),
2.27-2.25 (1M, m), 1.92-1.88 (1H, m), 1.65 (2H, t, J
= §.72 Hz), 0.94-0.92 (2H, m), 0.67-0.63 (2H, m).

1E-NMR (400MHz, DMSO-d6) & 8.41 (1H, d, J =
5.80 Hz), 7.47 (1M, d, J = 2.32 Hz), 7.29 (2H, &, J =
7.88 Hz), 7.09-7.07 (3H, m), 6.98-6.96 (2H, m), 6.85
(1H, d, J = 7.19 Hz), 4.98 (2H, s), 4.93 (1H, d, J =
9.28 Hz), 4.84 (2H, d, J = 4.41 Hz), 4.53 {1H, dd, J
= 0.86, 6.84 Hz), 4.43 (1H, t, J = 9.51 Hz), 4.16 (2K,
t, J = 5.57 Hz}, 4.05 (1H, dd, J = 9.86, 6.81 Hz),
3.91-3.82 (3H, m), 3,76 (3H, s), 2.87-2.82 (2H, m),
2.80-2.71 (2H, m), 2.41 (2H, dd, J = 9,52, 3.83 Hz),
1.93-1.87 (1H, m), 0.95-0.92 (2H, m), 0.67-0.63
(2H, m).

134
N,
e N
l o | R O‘cﬁz
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1H-NMR (400MHz, DMSO-dB) 6. 8.40 (1H, d, J =
5.80 Hz), 7.44 (1H, d, J = 2.55 Hz), 7.33 (2H, d, J =
8.12 Hz), 7.21 (2H, d, J = 812 Hz), 7.06 (1H, dd, J
= 5,68, 2,67 Hz), 6.99-6.97 (2H, m), 6.86 (1H, dd, J
= 8,35, 2.00 Hz), 5.26 (1H, d, J = 6.49 Hz), 5.00
(2H, s), 484 (1H. t, J = 9.39 Hz), 453 (1H, dd, J =
10.20, 6.49 Hz), 4.43 (1H, t, J = 9.5 Mz), 4.16-4.13
(1H, m), 4.07-4.04 (34, m), 3.91-3.83 (1H, m), 3.77
(3H, s), 3.55-3.53 (2H, m), 2.79-2.77 (2H, m}, 2.74
(2H,t, J = 5.45 Hz), 2.50 (2H, g, J = 7.65 Hz), 1.17
(3H,1, J = 7.54 Hz).
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HEC\N/\j /O\E/’YL
K/N\)\OH k&”
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Sy 7

= ~CHy

1H-NMR (400MHz, DMSO-d6) &: 8.42 (1H, d, J =
5.80 Hz), 7.49 (1H, d, J = 2.55 Hz), 7.34 (2H, d, J =
812 Hz), 7.22 (2H, d, J = 8.12 Hz), 7.09 (1H, dd, J
= 5.68, 2.67 Hz), 7.00-8.97 (2H, m), 6.87 {14, dd, J
= 8.35, 1.86 Mz), 5.01 (2H, s), 4.98-4.93 (2H, m),
454 (1H, dd, J = 9.97, 6.49 Hz), 4.44 (1H, t, J =
9.51 Hz), 4.13 (1H, dd, J = 9.51, 2.78 Hz), 4.07 (1H,
dd, J = 9.97, 6.49 Hz), 4.02-3.95 (2H, m), 3.92-3.85
(1M, m), 3.78 (3H, s), 2.60 (2H, q, J = 7.58 Hz),
2.48-2.25 (10H, m}), 2.13 (3H, s), 1.17 (3H, t, J =
7.65 Hz).

138 OH
I
=
Ho”j(ﬂo P @\@o\ms

TH-NMR (400MHz, DMSG-d6) 8: 8.57 (1H, d, J =
487 Hz), 7.92 (1H, s), 7.47 (1H, d, J = 3.48 Hz),
7.36 (2H, d, J = 8.81 Hz), 7.00-6.98 (2H, m), 6.94
(2H, d, J = 8,58 Hz), 6.87 (1H, dd, J = 8.35, 1.86
Hz), 4.99-4.94 (3H, m), 4.57-4.54 (3H, m), 4.46 (1H,
t, J= 9,51 Mz), 4.28 (3H, £, J = 5.33 Hz), 4.08 (1H,
dd, J = 8.97, 6,49 Hz), 3.93-3.86 (1H, m), 3.77 (3H,
s), 3.75 (3H, s), 3.42-3.41 (8H, m).

139 a

1H-NMR (4C0MHz, DMSO-dB) 6. 8.57 (1H, d, J =
4.99 Hz), 7.91 (1H, s), 7.44 (1H, dd. J = 4.99, 1.74
Hz), 7.33 (2H, d, J = 8.12 Hz), 7.21 (2H, d, J = 8.12
Hz), 7.00-6.97 (2H, m), 6.87 (1H, dd, J = 8.23,1.97
Hz), 5.01-4.93 (3H, m), 4.61 (2H, s), 4.55 (1H, dd, J
= 10.32, 6.61 Hz), 4.45 (1H, dd, J = 9.51, 9.51 Hz),
4,07 (1H, dd, J = 10.09, 6.51 Hz), 3.92-3.85 (1H,
my, 3.77 (3K, s), 3.75-3.73 (1H, m), 3.66-3.61 {1H,
m), 3.52-3.43 (3H, m), 2.69 (1H, d, J = 11,13 Hz),
2.62-2.55 (3H, m), 2.16 (3H, s}, 1.94 (1H, ddd, J =
11.36, 11.36, 3.25 Hz), 1.76 (1H, dd, J = 10.55,
10.55 Hz), 1.17 (3H, t, J = 7.65 MHz).

140
| N*'i“

1H-NMR (400MHz, DMSO0-d6) &: 8.42 (1H, d, J =
5.73 Hz), 7.49 (1H, d, J = 2.43 Hz), 7.29 {2H, d, J =
8.16 Hz), 7.11-7.07 (3H, m), 7.00-6.95 (2H, m), 6.86
(1H, dd, J = 8.16, 2,10 Hz), 4.99 (2H, s}, 4.95 (1H,
t, J = 9,70 Hz), 4.54 (1H, dd, J = 9.70, 5.00 Hz),
4.44 (1H, t, J = 9.26 Hz), 4.25-4.15 (1H, m), 4.08-
4.02 (3H, m), 3.95-3.85 (1H, m), 3.77 (3H, s), 2.48
(1H, dd, J = 13.00, 7.00 Hz), 2.34 (1H, dd, J =
13.00, 7.00 Hz), 1.95-1.85 (1H, m), 0.96-0.92 (2H,
m), 0.70-0.60 (2H, m).
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TH-NMR (400MHz, DMSQ-d6) 5: 12.05 (1H, br s),
8.41 (1H, d, J = 5,80 Hz), 7.45 (1H, d, J = 2.55 Hz),
7.08{1H, dd, J = 5.80, 2.55 Hz}, .95 (1H, d, J =
1.86 Hz), 6.92 (1H, d, J = 8,12 Hz), 6.85 (1H, dd, J
=823, 1.97 Hz}, 5.56 (1H, brs), 4.84 (1H, £ J =
5.62 Hz), 4,53 {1H, dd, J = .62, 4.30 Hz}, 4.50 {2H,
), 444 (1H, £ J = 951 Hz), 4.11 (2H, t, J=6.26
Hz), 4,06 (1H, dd, J = 10.20, 6.49 Hz), 3.91-3.83
(1H, m), 3.76 (3H, ), 2.33 (2M, ¢, J = 6.49 Hz), 2.28
(2H, t, J =7.19 Hz), 1.80-1.70 (44, m), 1.67-1.54
(6H, m), 1.51-1.42 (4H, m).

1H-NMR (400MHz, DMSO-d5) &; 8.42 (1M, g, J =
5.64 Hz), 7.49 (1H, d, J = 2.42 Hz), 7.30 {24, d, J =
8.26 Hz), 7.10-7.07 (3H, m), 6.99-56.97 (2H, m), 6.86
(1H, dd, J = 8.36, 1.91 Hz), 5.04 {1H, d, J = 5.04
Hz), 4.99 (2H, ), 4.96 (1H, , J = 9.57 Hz), 4.73
(1H, t, J = 5.74 Hz), 4.54 (1H, dd, J = 10.07, 6.45
Hz), 4.44 (1H, t, J = 9.57 Hz), 4.16 (1H, dd, J =
10.17, 3.73 Hz), 4.09-3.98 (2H, m), 3.92-3.79 (2H,
m), 3.77 (3H, s), 3.48-3.42 (2H, m), 1.94-1.88 (1H,
m), 0.96-0.91 (2H, m), 0.68-0.64 (2H, m).

1H-NMR (400MHz, DMSO-dB) &: 8.42 (1H, &, J =
573 Hz), 7.49 (1H, d, J = 2.43 Hz), 7.34 {2H, d, J =
7.94 Hz), 7.22 (2H, d, J = 7.94 Hz), 7.09 {1H, dd, J
= 5.73, 2.65 Hz), 7.00-8.98 (2H, m), 6.57 {1+, dd, J
= 8.27, 1.87 Hz), 5.04 (1M, d, J = 5.07 Hz), 5.01
(2H. ), 4.96 (1H, 1, J = 9.37 Hz), 472 (1H, 1, J =
5.73 Hz), 454 (1H, dd, J = 10.26, 6.73 Hz), 4.44
(1H, t, J = 8,59 Hz), 4.16 (1H, dd, J = 10.26, 3.64
Hz), 4.09-3.98 (2H, m), 3.92-3.79 (2H, m), 3.78 (3H,
s), 3.46-3.43 (2H, m), 2,60 (2H, q, J = 7.50 Hz),
117 (3H,t, J = 7.61 Hz).

142 %ij
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TH-NMR (400MHz, DMSO-d5) 8: B.42 (1H, d, J =
5.95 Hz), 7.49 (1H, d, J = 2.43 Hz), 7.34 (2H, d, J =
8.16 Hz), 7.22 (2H, d, J = 8.16 Hz), 7.09 (1H, dd, J
=573, 2.65 Hz), 7.00-6.98 (2H, m), 6.87 (1H, dd, J
= 8,16, 1,98 Hz), 5.04 (1H, d, J = 5.07 Hz}, 5.01
(2H, ), 4.96 (1H, t, J = 9.70 Hz), 4.72 (1H, t, J =
5.73 Hz), 454 (1H, dd, J = 10.14, 6.40 Hz), 4.45
(1H, t, J = 9.70 Hz), 4.16 (1H, dd, J = 10.14, 3.97
Hz), 4.08-3.98 (2H, m), 3.92-3.80 (2H, m), 3.78 (3H,
s), 3.46-3.43 (2H, m), 2.60 (2H, q, J = 7.61 Hz),
1.17 (3H, £, J = 7.61 Hz),
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1H-NMR (400MHz, CDCI3) 5: 8.36 (1H, d, J = 5.44
Mz), 7.68 (1H, d, J = 2.62 Hz), 7.31 (2H, d, J = 8,06
Hz), 7.06 (2H, d, J = 8.06 Hz), 6.87-6.80 (4H, m),
5.10 (2H, s), 5.08 (1H, 1, J = 8.67 Hz), 4.68 (1M, dd,
J = 10.78, 6.55 Hz), 4.59 (1H, t, J = $.67 Hz), 4.25
(H, dd, J = 10.07, 6.85 Hz), 4.17 (2H, t, J = 5.64
Hz), 3.89 (3H, s), 3.86-3.80 {1H, m), 3.01-2.88
(10H, br m), 2.54 (3H, br s), 2.07-1.85 (3H, br m),
0.97-0.92 (2H, m), 0.70-0.66 (2H, m).

146 8

1H-NMR {400MHz, DMSO-d6) &: 8.39 (1H, d, J =
584 Hz), 7.44 (1H, d, J = 2.62 Hz), 7.30 (2H, d, J =
8.06 Hz), 7.08 (2H, d, J = 8.08 Hz), 7.06-7.03 (1H,
m), 7.00-6.96 (2H, m), 6.89-6,84 (1H, m), 5.65 (1H,
br s}, 4.9 (2H, ), 4.97-4.92 (1H, m), 4.57-4.51
(1H, m), 4.48-4.36 (2H, m), 4.20-4.15 (1H, m), 4.09-
4.03 (1H, m), 3.96-3.80 {3H, m), 3.77 (3H, s}, 3.71
(OH, s), 3.55 (1H, d, J = 4,43 Hz), 1.95-1.87 (1H,
m}, 0.96-0.90 (2M, m), 0.69-0.62 (2H, m).

147 @

oM =

TH-NMR (400MHz, DMSO-dB) 6: 8.39 (1H, d, J =
5.64 Hz), 7.43 (1H, s), 7.29 (2H, d, J = 7.86 Hz),
7.09-7.02 (3K, m), 6.99-6.94 (2H, m), 6.86 {1H, d, J
= 8,06 Hz), 5.69-5.62 (1M, m), 4.98 (2H, s), 4.95
(1H, t, J = 9.67 Hz), 4.57-4.49 (H, m), 4.47-4.35
(2H, m), 4.19-4.13 (1H, m), 4.08-4.02 {1H, m), 3.85-
3.80 (3H, m), 3.78 (3H, 5), 3.54 (1H. d, J = 4.23
Hz), 1.95-1.85 (1K, m), 0.97-0.89 (2H, m), 0.68-
0.61 (2H, m).

148

1H-NMR (4C0MHz, DMS0-a6) &: 8.45-8.37 (1H,
m), 7.47-7.41 (1H, m), 7.34 (2H, d, J = 5.64 Hz),
7.26-7.19 (2H, w3}, 7.08-7.03 (1H, m), 6.96-6.96
(2H, m}, 6.88 (1H, s), 5.65 (1H, br s), 5.01 (2H, s),
4.96 (1H, t, J = 8.26 Hz), 4.59-4.50 (1H, m), 4.50-
4.34 (2H, m}, 4.22-4.14 (1H, m), 4.11-4.03 (1H, m),
3.97-3.82 (3H, m), 3.81-3.76 (3M, m), 3.59-3.53
(1H, m}, 2.66-2.56 (2H, m), 1.22-1.14 (3H, m).
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1H-NMR (400MHz, DMSO-d6) 6: 8.38 (1H, d, J =
5.84 Hz), 7.44-7.39 (1H, m), 7.33 (2H, d, J = 7.86
Hz}, 7.21 (2H, d, J = 8.06 Hz), 7.06-7.01 (1H, m),
7.00-6.93 {2H, m), 6.88-6.82 (1H, m), 5.00 (2H, s),
495 (1M, t, J = 10.28 Hz), 4.57-4.49 (1H, m), 4.48-
427 {2H, m), 4.20-4.11 (1H, m), 3.94-3.79 (2H, m),
3.76{3H, s), 3.27 (1H, &, J = 4.43 Hz), 2.59 (2H, q,
§=759 Hz), 1.17 (3H, t, J = 7.56 Hz).

156

1H-NMR {400MHz, DMSO0-a6) &: 8.42 (1H, d, J =
5.73 Hz), 7.48 (1H, d, 4 = 2.65 Hz), 7.34 (2H, &, J =
816 Hz), 7.22 (2H, d, J = 8.16 Hz), 7.10 {1H, &d, J
= 5,73, 2.65 Hz), 7.00-6.97 (2H, m), 6.86 (1H, dd, J
=849, 1.87 Hz), 5.01 (2H, s), 4.95 (1H, t, J = 9.26
Hz), 4.53 (1H, dd, J = 10.14, 6.62 Hz), 4.44 (1H, 1,
=9.26 Hz), 4.20 (2H, t, J = 5.62 Hz), 4.06 (1H, dd, J
= 10.14, 6.62 Hz), 3.90-3.86 (1H, m), 3.78 (3H, s),
2.91-2.79 (4H, m), 2.69-2.57 (5H, m), 1.93 (2H, g, J
=7.60 Hz), 1.17 (3H, t, J = 7.61 Hz),

151

TH-NMR (400MHz, DMSO-d6} &: 8.42 (1H, d, J =
5.73 Hz), 7.48 (1H, d, J = 2.65 Hz), 729 (2H, d, J =
8.16 Hz), 7.11 (1H, dd, J = 5.73, 2.65 Hz), 7.08 (2H,
d, J = 8.18 Hz), 6.99-6.97 (2H, m), 6.86 (1H, dd, J =
8.27, 1.87 Hz), 4.99 (2H, s), 4.95 (1H, t, J = 9.48
Hz), 4.53 (1H, dd, J = 10.03, 6.51 Hz), 4.44 (1H, t, J
=970 Hz), 4.22 (2H, t, J = 5.62 Hz), 4.06 (1H, dd, J
= 10.26, 6.20 Hz), 3.91-3.85 (1H, m), 3.7 (3H, ),
2.96-2.82 (4H, m), 2.76-2.61 (3H, m), 1.95-1.88
(3H, m), 0.96-0.92 (2H, m), 0.68-0.64 (2H, m).

162

1H-NMR (400MHz, DMS30-d6) & 8.42 (1H, d, J =
580Hz), 749 (1H, d, J=255Hz), 734 (2H, d, d =
812Hz), 7.22 (2H, d, d = 8.12 Hz), 7.0 (1H, dd, J
=5.68, 2.67 Hz), 7.00-6.98 {2H, m), 6.87 (1H, d, J =
8.35 Hz), 5.01 {2H, &), 4.96 (2H, t, J = 9.39 Hz),
454 (1H, dd, J = 10.09, .61 Hz), 4.44 (1H, ¢, J =
951 Hz), 413 (1H, d, J = 8.72 Hz), 4.07 (1M, dd, J
= 10.08, 6.61 Hz), 4.02-3.95 (2H, m), 3.92-3.85 {1H,
m}, 3.78 (3H, s}, 2.60 (2H, q, J = 7.58 Hz), 2.46-
2,36 (101, m), 213 (3H, ), 1.17 (3H,1, J=7.65
Hz).
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-
L~ Lkﬂj"\caa 1H-NMR (400MHz, CDCI3}&: 8,60 (1H, dd, J =

o 0 P 9.17, 6.35 Hz), 8.30 (1H, t, J = 5.34 Hz), 7.61-7.54
P I ew, (1H, m), 7.45-7.39 (1H, m), 7.32 (3H, t, J = 9.77
Hz), 7.09-7.02 (4H, m), 6.83 (4H, dt, J = 15.85, 7.45
Hz), 8.55 (1H, dt, J = 35.93, 10.43 Hz), 5.10-5.07
(1H, m), 5.09 (3H, s), 4.71 (1H, dd, J = 8.46, 4.23
Hz), 4.62 (1H, t, J = 9.57 Hz), 4.29 (1H, dd, J =
8.25, 84.22 Hz), 3.88-3.85 (3H, m}, 3.86 (3H, s),
3.79-3.76 (3H, m), 3.36-3.31 (1H, m), 1.89-1.87
(1H, m), 0.86-0.95 (2H, m), 0.71-0.66 (2H, m).

154 o 1H-NMR (400MHz, DMSO-dB) 3: 8.57 (1H, 4, J =
»’Y\Q R Ny 5.10 Hz), 7.94 (1H, 8), 7.48 (1H, d, J = 5.10 Hz),
OH Lt = O“CHS 7.34 (2H,d,J =7.88 Hz), 7.22 (2H, d, J = 7.88 Hz),
Ay 7.00-6.98 (2H, m), 6.87 (1H, dd, J = 8.23, 1.74 Hz),
nCHs 5.01 (2K, s), 4.97 (1H, t, J =9.39 Hz), 4.78 (1H, d,
J =510 Hz), 4.62 (2H, s), 4.57-4.54 (2H, m), 4.46
{(1H, t, J =9.39 Mz), 4.08 (1H, dd, J = 3,97, 6,72
Hz), 3.93-3.85 (1H, m), 3.78 (3H, s), 3.68-3.62 (1H,
m}, 3.52 (1H, dd, J = 9.97, 4.41 Hz), 3.42-3.35 (3H,
m}, 2.60 (2H, q, J = 7.58 Hz), 1.17 (3H, t, J = 7.54
Hz).

155 o 1H-NMR {400MHz, DMSO-d6) &: 8.58 (1H, d, J =
Ho™ 0 N g 5.10 Hz), 7.94 (1H, s), 7.49 (1H, d, J = 4.87 Hz),
on L x &@%Hﬂ 7.34 (2H, d, J = 7.88 Hz), 7.22 (2H, d, J = 8.12 Hz),
. 7.00-6.98 (2H, m), 6.87 (1H, dd, J = 8.35, 1.86 Hz),
/\©\/m3 5.01 (2H, s), 4.97 (1H, t, J = 9.51 Hz), 4.78 (1H, d,
J = 5.10 Hz), 4.62 (2H, 8), 4.57-4.54 (2M, m), 4.46
(1H, t, J = 9.62 Hz), 4,08 (1, dd, J = 10.09, 6.61
Hz), 3.93-3.85 (1H, m), 3.78 (3H, s), 3.68-3.63 (1H,
Im), 352 (1H, dd, J = 9.97, 4.41 Hz), 3.42-3.35 (3H,

m), 260 (2H, q, J =7.50 Hz), 1.17 (3H, t, = 7.54
Hz).

156 o 1H-NMR (400MHz, DMSO-dB) &: 858 (1H, d, J =
Mo N e N S 4.87 Hz), 7.94 (1H, s), 7.48 (1H, dd, J = 4.99, 1.5
om g S P e, Hz), 7.30 (2H, d, J = 8.12 Hz), 7.08 (2H, d, J = 8.12
PPN Hz), .98 (2H, dd, J = 4.99, 3.13 Hz), 6.87 (1H, dd,
P J =8.35, 1.86 Hz), 4.99-4.94 (3H, m), 4.77 {1H, d, J
= 4,87 Hz), 4.62 (2H, ), 4.58-4.53 (2H, m), 4.46
(1H, 1, J = 9,51 Hz), 4.08 (1H, dd, 4 = 10.20, 6.49
Hz), 3.93-3.85 (1H, m), 3.77 {3H, s), 3.69-3.62 (1H,
m), 3.52 (1H, dd, J = 9.97, 4.41 Hz), 3.42-3.35 {3H,
m), 1.94-1.88 (1H, m), 0.96-0.92 (2H, m), 0.68-0.64
(2H, m).
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TH-NMR (400MHz, DMSO-d6) 6. 8.4% (1H, d, J =
5.80 Hz), 7.47 (1H, ¢, J = 2.32 Hz), 7.29 (2H, d, J =
7.88 Hz), 7.09-7.07 (3H, m), 6.98-6.96 (2H, m), 6,85
(1H, d, J = 7.19 Hz), 4.98 (2H, s), 493 (1H, d, J =
9.28 Hz), 4.84 (2H, d, J = 4.41 Hz), 4.53 (1H, dd, J
= 9.86, 6.84 Hz), 4.43 (1H, 1, J = 9.51 Hz), 4.16 (2H,
t, J = 5.57 Hz), 4.05 (1H, dd, J = 9.86, 6.61 Hz),
3.91-3.82 (3H, m), 3,76 (3H, s), 2.87-2.82 (2H, m),
2.80-2.71 (2H, m), 2.41 (21, dd, J = 9.62, 3.83 Hz),
1,93-1.87 (1H, m), 0.85-0.92 (2H, m), 0.67-0.63
(2H, m).

158

1H-NMR (400MHz, DMS0O-d8) 3: 8.61 (1H, dd, J =
4.75, 1.04 Hz), 7.98-7.94 (2H, m), 7.56-7.48 (1H,
m), 7.43 (2H, d, J = 7.42 Hz), 7.38 (2H, t, J = 7.54
Hz), 7.34-7.28 (3H, m}, 6.99 (2H, d, J = 8.35 Hz),
5,09 (2H, s}, 4.97 (1H, 1, J = 9.38 Hz), 4.54-4.44
(2H, m), 4.05-3.97 (1H, m}, 3.91-3.84 (14, m).

159

OH
f

L S

- | S

s

[e]

| N

n L o Ot

TH-NMR (400MHz, DMSO-d6) &. B.62 (1H, d, J =
4.63 Hz), 7.99-7.94 (2H, m), 7.55-7.52 (1H, m),
7.50-7.48 (3H, m), 7.42-7.39 {2H, m), 7.35-7.32
(2H, m), 7.22 (1H, d, J = 8.46 Hz), 5.21 (2H, s),
4.97 (1H, t, J = 9.57 Hz), 4.54 (1H, dd, J = 10,07,
6.25 Hz), 4.46 {1H, t, J = 9.57 Hz), 4.04 (1H, dd, J =
10.48, 6.65 Hz), 3.94-3.87 {1H, m).

160

1H-NMR (400MHz, CDCI3) &: 8.57 (1H, s), 8.14
(1H, d, J =7.25 Hz), 7.81 (1H, t, J = 7.45 Mz), 7.39-
7.32(3H, m), 7.29-7.23 (1H, m), 7.19 (2H, d, J =
14.51 Hz), 7.11 (1H, d, J = 8.06 Hz), 6.86 (1H, d, J
= 8.46 Hz), 5.07 (1H, t, J = 13.10 Hz}, 5.04 (2H, s),
470 (1H, brs), 4.61 (1H, 1, J = 9.87 Hz), 4.26 (1H,
brs), 3.83 (1H, br s}, 2.86 (2H, q, J = 7.45 Hz), 2.28
(3H, s}, 1.25 (3H, ¢, J = 8.46 Hz).
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1H-NMR (400MHz, CDCI3} 5: 8.56 (1H, d, J = 4.84
Hz), 8.14 (1H, d, J = 7.66 Hz), 7.85-7.77 (2H, m),
7.46-7.33 (4H, m), 7.21 (2H, d, J = 8.06 Hz), 7.01
(1H, d, J =8.87 Hz), 5.15 (2H, s), 5.11 (1H, t, J =
9.67 Mz), 4.71 (1H, dd, J = 10.68, 6.25 Hz), 4.62
(1H, 1, J = 9.87 Hz), 4.25 (1H, dd, J = 10.28, 6.25
Hz), 3.90 (3H, s), 3.90-3.82 (1H, m), 2.65 (2H, q, J
=752 Hz), 1.23 (3H, t, J = 7.65 Hz).

TH-NMR (400MHz, CDCI3} &; 8.57 (1H, ddd, J =
4.63,1.81, 1.01 Hz), 814 (1H, d, J = 7.86 Hz),
7.84-7.80 (1M, m), 7.38-7.35 (1H, m), 7.33 (2H, d, J
= 8.26 Hz), 7.24-7.20 (4H, m), 7.01 (1H, d, J = 9.07
Hz), 5.14-5.09 (3H, m), 4.69 (1H, dd, J = 10.68,
8.25 Hz), 4.62 (1M, t, J = 9.67 Hz), 4.23 (1H, dd, J =
10.48, 6.45 Hz), 3.80-3.81 (1H, m), 2.66 (2H, q, J =
7.66 Hz), 1.24 (3H, t, J = 7.66 Hz).

1H-NMR (400MHz, DMSO-d6) &: 8.63-8.61 (0.8H,
m), 7.89-7.96 (1.9H, m), 7.69 (1.0H, dd, J = 8,70,
1.97 Mz}, 7.61 (1.0H, d, J = 2.09 Hz), 7.56-7.52
(0.8H, m), 7.36-7.32 (3.0M, m), 7.24 (2.0H, d, J =
8.12 Hz), 5.22 (2.1H, s), 4.99 (1.0H, t, J = 9.39 Hz),
4,56 (1.0H, dd, J = 10.09, 6.38 Hz), 4.45 (1.0, t, J
=951 Hz), 4.07 (1.1H, dd, J = 9.97, 6.49 Hz), 4.03-
3.95 (1.1H, m), 2.60 (2.2H, q, J = 7.58 Hz), 1.17
(2.8H, t, J = 7.54 Hz).

162
o
\/N
163
“y
|
164
1N

1H-NMR (400MHz, DMSO-dB) &. 8.92 (1H, d, J =
5.10 Hz), 8.19 (1H, s), 7.95 (1H, &, J = 4.17 Hz),
7.33(2H, d, J = 8,12 Hz), 7.21 (2H, d, J = 7.88 Hz),
7.03-8.96 (2H, m), 6.88 (1H, d, J = 8.12 Hz), 5.01
(2H, 5), 4.98 (1H,t, J =858 Hz), 458 (1H, dd, J =
10,20, 6.72 Hz), 4.49 (14, t, J = 9.74 Hz), 4.11 {1H,
dd, J = 10.20, 6.49 Hz), 3.95-3.88 (1H, m), 3.77
(3H, 5), 259 (2K, ¢, J = 7.58 Hz), 1.16 (3H, t, J =
7.77 Hz).
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1H-NMR (400MHz, DMSO-d6) &: 8.60 (1H, d, J =
4.64 Hz), 7.99 (1H, br s), 7.70 (1M, dt, J = 5.33,
1.04 Hz), 7.33 (2H, d, J = 7.65 Hz), 7.21 (2H, d, J =
7.65 Hz), 7.01-8.96 (2H, m), 6.87 (1H, d, J = 8.12
Hz), 5.00 (2H, s), 4.96 (1H, 1, J = 5.3 Hz), 4.55
(1H, dd, J = 9.97, 6.49 Hz), 4.46 (1H, t, J = 9.62
Hz), 4.08 (1H, dd, J = 10.20, 6.4 Hz), 3.94-3.85
(1H, my, 3.77 (3H, s), 2.58 (2H, q, J = 7.58 Hz),
1.17 (3H, 1, J = 7.54 Hz).

166

1H-NMR (400MHz, DMSO-d8) &: 8.56 (1H, d, J =
2.00 Hz), 8.15-8.07 (1H, m), 7.34 (2M, d, J = 8.12
Hz}, 7.22 {2H, d, J = 8.12 Hz), 7.00 (1H, d, J = 8.12
Hz), 6.96 (1H, d, J = 1,62 Hz), 8.86 (1H, dd, J =
8.12, 1.62 Hz), 5.02 (2H, s), 4.58 (1H, t, J = 9.04
Hz), 4.46 (1H, t, J = 9.51 Hz), 4.22 (1H, dd, J =
9.16, 6.38 Hz), 4.08 (1H, dd, J = 10,09, 6.38 Hz),
3.93-3.85 (1H, m), 3,78 (3H, s), 2.60 (2H, ¢, J =
7.58 Hz}, 1.17 (3H, 1, J = 7.54 Hz).

1687

1H-NMR (400MHz, DMSO-d8) 5. 8.69 (1M, d, J =
5.29 Hz), 8.23 (1H, d, J = 1.76 Hz), 7.90-7.80 (3H,
m), 7.60-7.49 (3H, m), 7.34 (2H, d, J = 7.94 Hz),
7.22 (2H, d, J = 7.94 Hz), 7.03-6.97 (2H, m), 6,89
(1H, dd, J = B.38, 1.98 Hz), 5.02 (2H, s), 5.01 (H,
t, J=9.15Hz), 460 (1H, dd, J = 9.92, 6.62 Hz),
4.49 (1H, t, J = 9.70 Hz), 4.1 (1H, dd, J = 10.03,
6.73 Hz), 3.97-3.87 (1H, m), 3.79 (3H, s}, 2.60 (2H,
d 4 =7.85Hz), 1.17 (3H, t, J = 7.61 Hz).

168

1H-NMR (400MHz, DMSO-d6) &; 8.58 (1H, s), 7.99
(1H, ), 7.34 (2H. d, J = B.16 Mz}, 7.22 (2H, d, J =
8.16 Hz), 7.00-6.98 (2H, m), 8.87 (1M, dd, J = 8.27,
1.87 Hz), 5.01 (2H, s), 4.94 (1H, 1, J = 9.15 Hz),
4.53 (1H, dd, J = 10.03, 6.73 Hz), 4.45 (1H, t, J =
9.48 Hz), 4.07 (1H, dd, J = 10.14, 6.62 Hz), 3.93-
3.87 (1H, m), 3.78 (3H, s), 2.60 (2H, q, J = 7.57
Hz), 2.43 (3H, s), 1.17 (3H, £, J = 7.61 Hz).

10

20

30

40



gbobooooan

(111)

JP 5201694 B2 2013.6.5

169

TH-NMR (400MHz, DMSO-d8) &: 8.42 (1H, d, J =

794 Hz), 722 (2H,d, J =7.94 Hz), 7.11 (1H, dd, J
=5.62, 2.76 Hz), 7.02-6.95 {2H, m), 6.87 (1H, dd, J
= 8.38, 1.98 Hz), 5.01 (2H, s), 4.95 (1M, t, J = 9.58

=9.48 Hz), 4.26-4.24 (2H, m), 4.07 (1H, dd, J =
1G.03, 6.73 Hz), 3.93-3.83 (1H, m), 3.78 (3H, s),
3.68-3.67 (2H, m), 3.31 (3H, s), 2.60(2H, 9, J =
7.65Hz), 1.47 (3H, t, J = 7.61 Hz).

551 Hz), 749 (1H, d, J =265 Hz), 7.34 (2H, d, J =

Hz), 4.54 (1H, dd, J = 10.14, 6.62 Hz), 4.44 (1H, t, J

170

1H-NMR (400MHz, DMSO-dB) &: 8.42 (1H, d, J =
5.73 Hz), 7.49 (1H, d, J = 2.65 Hz), 7.44 (4H, br ),
7.11 (1H, dd, J = 5.73, 2.85 Hz), 6.99 (1H, br s),
8.98 (1H, d, J = 7.08 Hz), 6.87 (1H, dd, J = 8.38,
1,88 Hz), 5.06 (2H, s}, 4.95 (1H, t, J = 9.48 Hz),
4.54 (1H, dd, J = 10.26, 8.51 Hz), 4.45 (1H, t, J =
9.70 Hz), 4.26-4.24 (2H, m), 4.07 (1H, dd, J =
10.14, 6.62 Hz), 3.91-3.87 (1H, m), 3.79 (3H, s),
3.69-3.67 (2H, m), 3.31 (3H, s).

171

1H-NMR (400MHz, DMSO0-d6) &: 8.42 (1H, d, J =
573 Hz), 7.56 (2H, d, J = 8.82 Hz), 7.49 (1H, d, J =
2.43 Hz), 7.39 (2H, d, J = 8.38 Hz), 7.11 (1H, dd, J
=573, 2.65 Hz), 7.01 (1H, d, J = 4.41 Hz), 8.99
(1H, d, J = 1.76 Hz), 6.88 {TH, dd, J = 8.27, 1.87
Mz), 5.10 (2H, s), 4.96 (1H, t, J = 9.26 Hz), 4.54
{1H, dd, J = 10.26, 6.51 Hz), 445 (1H, t, J = 9.59
Hz), 4.26-4.24 (2H, m), 4.07 (1H, dd, J = 9.92, 6.62
Hz), 3.93-3.85 (1H, m), 3.79 (3H, s), 3.69-3.67 (2H,
Im), 3.31 (3H, s).

172

1H-NMR (400MHz, DMSO-d6) 5: 8.42 (1H, d, J =
5.51 Hz), 7.76 (2H, d, J = 8.16 Hz), 7.66 (2H, d, J =
7.94 Hz), 749 (1H, d, J = 2.65 Hz), 7.11 (1H, dd, J
= 5,73, 2.65 Hz), 7.01 (1H, d, J = 1.98 Hz), 6.99
(1H, d, J = 8.38 Hz), 6.88 (1H, dd, J = 8.16, 1.98
Hz), 5.19 (2H, s), 4.95 (1H, 1, J = 9.37 Hz), 4.54
(1H, dd, J = 10.14, 6.62 Hz), 4.45 (1H, t, J = 9.26
Hz), 4.26-4.24 (2M, m), 4.07 (1H, dd, J = 9.8, 6.51
Hz), 3.93-3.86 (1H, m), 3.81 (3H, s), 3.66-3.67 (2H,
m), 3.31 (3H, s).
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TR-NMR (400MHz, DMSO-d6) &. 8.42 (1H, d, J =
5.73 Hz), 8.05 (1H, brs), 7.91 (1H, dt, J = 7.50,
1.76 Hz), 7.71 (1H, d, J = 7.94 Hz), 7.55 (1H, 1, J =
7.61 Hz), 7.49 (1H, d, J = 2.65 Hz), 7.11 (14, dd, J
=5.62, 2.76 Hz), 7.01 (1H, d, J = 4.19 Hz), 7.00
(1H, d, J = 1.98 Hz), 6.88 (1M, dd, J = 8.4, 1.87
Hz), 5.16 (2H, 8), 4.95 (1H, t, J = 9.26 Hz), 4.54
(1H, dd, J = 10.14, 6.62 Hz), 4.45 (1H, t, J = 9.70
Hz), 4.26-4.24 (2H, m), 4.07 (1H, dd, J = 10.26,
6.51 Hz), 3.92-3.82 (1H, m), 3.86 (3H, s), 3.80 (3H,
s), 3.69-3.67 (2H, m), 3.31 (3H, s).

174
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tH-NMR {400MHz, DMSO-d8) 5. 8.42 {1H, d, J =
573HMz), 749 (1H, d, =243 Hz), 747 (1M, &, J =
1.54 Hz), 7.36 (1H, d, J =7.94 Hz), 7.28 (1H, dd, J
=7.72,1.54 Hz), 7.11 (1H, dd, J = .62, 2.76 Hz),
6.99 (1H, br s), 6.98 (1H, d, J = 8.16 Hz), 6.87 (1H,
dd, J =838, 1898 Hz), 5.04 (2H, 5), 4.95 (1H, 1, J =
9.15 Hz), 4.54 (1H, dd, J = 10.14, 6.62 Hz}, £.44
(1H, t, d = 9,59 Hz), 4.26-4.24 (2H, m), 4.07 (1H,
dd, J = 10.26, 6.51 Hz), 3.92-3.85 (1H, m), 3.79
(3H, s), 3.69-3.67 (2H, m), 3.31 (3H, s), 2.32 {3H,
s

175

1H-NMR (400MHz, DMSO-d8) . 8.42 (1H, d, J =
5.73 Hz), 7.49 (1H, d, J = 2.43 Hz), 742 (1H, t, J =
7.83 Hz), 7.12-7.06 (3H, m), 7.03 (1H, d, J = 8.16
Hz), 6.98 (1H, d, J = 1.98 Hz), 6.89 (1H, dd, J =
8.38, 1.98 Hz), 5.04 (2H, s), 4.96 (1H, t, J = 9.26
Hz), 454 (1H, dd, J = 10.03, 8.51 Hz), 4.45 (1H, , J
=9.48 H2), 4.27-4.23 (2H, m), 4.07 (1H, dd, J =
10.14, 6.62 Hz), 3,95-3.85 (1H, m), 3.77 (3H, s),
3.69-3.67 (2H, m), 3.31 (3H, s}, 2.63 (2H, q, J =
7.65Hz), 1.18 (3H, t, J = 7.50 Hz),

176

1H-NMR (400MHz, DMS0-d6) &: 8.42 (1H, d, J =
5.73 Hz), 7.49 (1H, d, J = 2.65 Hz), 7.11 (1H, dd, J
=573, 2.65 Hz), 7.01-6.97 (3H, m), 6.92-6.89 (2H,
m), 8.87 (1H, dd, J = 8.16, 1.98 Hz), 6.01 (2H, s,
4.95 (1H, t, J = 9.48 Hz), 4.95 (2H, s), 4.54 {1H, dd,
J=10.26, 6.51 Hz), 4.45 (1H, t, J = 9.59 Hz), 4.26-
4.24 (2H, m), 4.07 (1H, dd, J = 9.92, 6.62 Hz), 3.92-
3.84 (tH, m), 3.78 (3H, s), 3.69-3.67 (2H, m), 3.31
(3H, s).
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1H-NMR (400MHz, DMSO-d6) &: 8.83 (1H, s), 8.41
(1H, d, J =5.57 Hz), 8.12 (1H, d, J = 8.12 Hz), 7.94
(1H, d, J = 812 Hz), 7.48 (1H, d, J = 2.55 Hz), 7.10
(1H, dd, J = 5.68, 2.67 Hz), 7.03 (1H, d, J = 8.35
Hz), 7.01 (1H, d, J = 1.86 Hz), 6.89 (1H, dd, J =
8.35, 1.86 Hz), 5.24 (2H, s), 4.95 (1H, t, J = 9.51
Hz), 4.54 (1H, dd, J = 10.09, .61 Hz), 4.44 (1H, ¢, J
= 9.62 Hz), 4.27-4.22 (2H, m), 4.07 (1H, dd, J =
9.97, 6.48 Hz), 3.93-3.85 {1H, m), 3.80 (3H, s),
3.69-3.66 (2H, m), 3.30 (3H, s).

178

o
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= o =
s

cl

1H-NMR (400MBz, DMSO-d6) &: 8.41 (4H. d, J =
5,57 Hz), 7.48 (1H, d, J = 2.55 Hz), 7.10 (1H, dd, J
=5.80, 2,78 Hz), 7.05 (1H, d, J = 3.71 Hz), 7.02
(1H, d, J =3.71 Hz), 7.02 (1H, d, J = 8.35 Hz), 6.59
(1H, d, J = 2.09 Hz), 6.87 (1H, dd, J = 8.23, 1.97
Mz), 5.17 (2H, s), 4.95 (1H, t, J = 9,51 Hz), 4.53
(1H, dd, J = 10.20, 6.49 Mz), 4.44 (1H, t, J = 9.51
Hz), 4.25-4.23 (2H, m), 4.06 (1H, dd, J = 10.20,
6.49 Hz), 3.92-3.85 (1H, m), 3.77 (3H, s), 3.68-3.66
(2H, m), 3.30 (3H, s).

179

o
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1H-NMR (400MHz, DMSO-d8) & 8.42 (1H, d, J =
5.73 Hz), 7.49 (1H, d, J = 2.43 Hz), 7.11 (1H, dd, J
= 573, 2.65 Hz), 6.95 {1H, d, J = 1.98 Hz), 6.91
(1H, d, J = 8.38 Hz), 6.87 (1M, dd, J = 8.27, 1.87
Hz}, 495 (1H, t, J = 8.26 Hz), 4.54 (1H, dd, J =
10.14, 6.40 Hz), 4.45 {1, t, J = 9.59 Hz), 4.26-4.24
(2H, m), 4.08 (1M, dd, J = 10.03, 6.51 Hz), 3.94-
3.85 (3H, m), 3.92 (TH, t, J = 6.51 Hz), 3.76 (3H, s),
3.69-3.67 (2H, m), 3.31 (3H, s), 1.71-1.63 (2H, m),
1.52 (1H, td, J = 13.29, 6.69 Hz), 1.43-1.36 (2H, m),
1.20 (2H, dd, J = 15.66, 6.84 Hz), 0.86 (6H, d, J =
6.62 Hz).

180

TH-NMR (400MHz, DMSO-d6) &: 8.42 (1H, d, J =
573 Hz), 7.49 (1H, d, J = 2.65 Hz), 7.37 (2H, d, J =
8.38 Hz), 7.27 (2H, d, J = 8.82 Hz), 7.11 (1H, dd, J
= 5,73, 2.65 Hz), 6.99 (1H, d, J = 4.19 Hz), 6.98
(1H, d, J = 1.98 Hz), 6.87 (1H, dd, J = 8.38, 1.8
Hz), 5.02 (2H, s), 4.95 (1H, £, J = 9.48 Hz), 4.54
(1H, dd, J = 10.26, 6.51 Hz), 4.44 (1H, t, = 9.59
Hz), 4.26-4,24 (2H, m), 4.07 (1, dd, J = 10.03,
6.51 Hz), 3.92-3.84 (1H, m), 3.77 (3H, d, J = 6.84
Hz), 3.69-3.67 (2H, m), 3.31 (3H, s), 2.47 (3H, s).
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1H-NMR (400MHz, DMSO-d6) (mixture of
rotamers) &: 8.42 (0.5H, s}, 8.39 (0.5H, s), 7.34
{1.0H, d, J =7.94 Hz}, 7.33 (1.0H, d, J = 8.18 Hz),

N \/\/O\C“a 7.22(20H,d, J = 6.84 Hz), 7.02 (0.5H, d, J = 8.38
ThoT Hz), 6.99 (0.5H, d, J = 8.38 Hz), 6.97 (0.5H, d, J =
S M, [1.98 Hz), 6.95 (0.5H, d, J = 1.98 Hz), 6.87 (0.5H,
dd, J = 6.18, 1.76 Hz), 6.85 (0.5H, dd, J = 5.95,
1.76 Hz), 5.02 (2.0H, 5), 4.55-4.46 (1.5H, m), 4.31
(05H, ¢, J = 8.15 Hz), 4.20-4.05 (1.5H, m), 4.00-
3.85 (1.5H, m), .78 (3.0H, s), 3.70 (1.5H, 5), 3.68
(15H, s), 2.60 (2.0H, q, J = 7.50 Hz), 1.17 (1.5H, 1,
J=7.61Hz), 117 (1.5H, £, 4 = 7,61 Hz)
oooooo
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000000
’%Eﬁi&*ﬁ%% HEE® CSF-1R 1C50 {u4M)
1 e e o 0.014
2 + 4 0.015
3 o e oo 0.02
4 o 0.39
5 +4+ 0.0091
6 e e 0.0089
7 +4+4 0.015
8 + 44 0.01
g e 0.011
10 + 0.39
11 ERERE 0.023
12 e 10,012
13 + 4 0.024
14 +4+4 0.021
15 o 0.017
16 + 4+ 0.043
17 A+ 0,082
18 + 2.2
19 +++ 0.042
20 e 0.086
21 o+ 0.14
22 b e 0.069
23 + 1.1
24 NS 0.08
25 o e e 0.044
Z8 +++ 0.013
é? AR 0.0074
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000000
REHES | EEFM | CSF-1R 1C50 (4M)
28 4+ 0.025
29 ER, 0.017
30 +4+4 0.018
31 ERERES 0.044
32 +44 0011
33 +4++4+ 0034
34 FRER 0.013
35 +++ | 00081
36 FRERES 0.062
37 +++ 0.052
38 o 0.016
39 +4+4 0.028
40 e e e 0.034
41 + 4 0.39
42 -+ 0.012
43 4+ 0.012
44 +4+4+ 0033
45 EREA 0.027
46 4+ 0.0044
47 44 0.14
48 ERERS 0.01
49 ++ 0.11
50 o 0.2
51 +++ |003
52 ++4+ |0036
53 RIS 0.021
54 44 G6.014
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Dooooo
REHiES |BEHEEHE | CSF-1R 1C50 (um)
55 ++ 0.12
56 e e e 0.01
57 444 0015
58 o+ e 0.39
59 SRR C.03
60 +4++ 0.018
61 +++ 0.019

|82 e g o 0.0082
63 44 0.084
684 +++ 0.011
65 e e 0.02
66 FREANE 0.087
67 R 0.012
68 FREIR 0.057
69 4+ 0.017
70 e o 0.012
71 ¥ R 0.011
72 o 0.0078
73 whe s o 0.014
74 o 0.012
75 o} 0.611
76 +++ 0.013
77 g 0027
78 44+ 0.027
79 + 4+ 0.014
80 FREIR 0.028
81 +4++ 0.012
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000000
ERiEFES |(HEFE CSF-1R IC50 ((d)
82 TR 0.025
83 . FRE 0.01
84 e e o 0.011
85 o o 0.014
86 44 0.017
87 44+ 0.018
B8 + 4+ 0.026

I'so o 0.017
80 e e e 0.01
81 NREEER 0.019
g2 4+ 0.018
93 + 4+ 0.024

|94 444 0018
95 ++4 0.022
96 + 4+ 0.018
87 o o 0.028
98 o o 0.02
99 +44 0.019
100 o e o 0.022
101 + 4+ 0.021
102 e 0.052
103 +++ 0.011
104 + 0.023
105 + 44+ 0.014
106 ++ 4 0.013
107 FREINE 0.08
108 SRR 0.018

JP 5201694 B2 2013.6.5

10

20

30

40



(121)

gobooon

EEFMES BEFHE | CSF-1R 1C50(UM)
e 44+ 0033
110 4+ |0.037
1"t SR 0.03
12 +4+4 |0026
113 |t 0.0098
114 4 0012
15 +4+4 0015
116 +4+4 0.011
117 dee | 0.013
118 44 0016
119 pp 00088
120 e 001
121 40074
122 Ao | 0.015
123 +4+4 0016
124 44+ 0015
125 44 0032
126 g 0.012
127 ++4 | 0013
128 44+ 0017
129 ek 0.041
130 bbb 0015
131 44 0015
132 4 |0.013
133 g |0.012
134 4+ | 001
135 +44  |00078
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000000
EEEE RHEE CSF-1R IC50 (£tW)
138 RS 0.0085
137 e o e 0.0088
138 +4++ 0.025
139 e o oo 0.01
140 FREES 0.022
141 + 4+ 0.086
142 4+ 0.015
143 + 4+ 0.015
144 FRER 0.016
145 e e oo 0.01
146 o 0.038
147 o 0.037
148 + 4+ 0.034
149 + 4+ 0.027
150 +++ 0.015
151 EREREA 0.015
152 FRER 0.0068
153 o 0.28
154 4 0.018
155 + 4+ 0.016
156 ERER 0.013
157 b 0.0088
158 o 0.68
159 + >30

55.9%
160 + 8.2
161 + 20
162 + 3.8
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oooooo
ERMES BREEE CSF-1R IC50 (UMW)
163 + >30
68.8%
164 o 0.16
165 + 4+ 0.079
166 e o 0.81 10
167 + 4 0.11
168 ++ 0.18
169 ' e e e <0.03
41 8%
170 - <0.03
' 45 1%
171 i+ 0.052 20
172 + 4 <0.03
42 3%
173 " N <0.03
42.6%
174 o+ A 4 0.033
175 + 4+ 0.031
176 o e <0.03
39.5% 30
177 4+ 0.066
178 + 4+ <0.03
42 1%
179 +4+ 0.08
180 44+ <0.03
33.6%
181 + >30
66.5% 40
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31/5377  (2006.01) oooo
31/4545  (2006.01) oooo
31/553  (2006.01) 0000 31/553
413/14  (2006.01) 0000 413/14
31/551  (2006.01) 0000 31/551
43/00  (2006.01) 0000 43/00
37/02  (2006.01) oooo 37702
29/00  (2006.01) 0000 29/00
19/02  (2006.01) oooo  19/02
25/00  (2006.01) 0000 25/00
19/10  (2006.01) 0000 19710
19/08  (2006.01) 0000 19/08
35/00  (2006.01) 0000 35/00
17/06  (2006.01) oooo  17/06
1/04  (2006.01) oooo  1/04
13/12  (2006.01) 0000 13/12
35/02  (2006.01) 0000 35/02
ooooo

oobooooooobooobooobooboooobooobooooon

gogo

ubobobobobobobobobobobobooobobooao

oooog

goboboboboboboboboboboboboboboooo

goaog

vbgbdbdoboboboboboobobobooooobooboooao

gooooo

31/5377 OO0O0O
3174545 O0O0O0O

ogoo
googo
goao
ogooo
gogo
goao
godo
ogoo
gooo
goao
ogoo
gooo
goao
ogooo
ogoo

(6) 0000 DOOOOOOoOooOoDOOOOoOooooDooObooo
gbobobooboobooboooooooooooon
gbobobooboobooboooooooooooon

(58)000000(Int.cl.O0000)

gbobooooooooooon
gbobooooooooooon
ooooooboooooooon
gboboooooooooooon
gbobooooooooooon
ooooooooooooooon
gboobooooooooogon
gbobooooooooooon
oooooooooooooon
ooooooboooooooon
gboboooooooooogn
gbobooooooooooon
ooooooboooooooon

goood
godod
gooog
gooog
agoood
goood
goood
goood
godod
goood
gooog
goood
gooog
goood
goood
goood
goood



gbobooooooooooon
ooooooooooooooo
oooooobooooooonoon
gboboooooooooogn
gbobooooooooooan
ooooooboooooooon
gbooboooooooooooon
gbobooooooooooon
ooooooooooooooo
gbooboboboooo
gbobobobobobao

(125)

JP 5201694 B2 2013.6.5



	biblio-graphic-data
	claims
	description
	overflow

