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TH NMR (300 MHz, CDCl3) & 8.35 (dd, J = 8.2, 3.2 Hz, 1H), 8.06 (d, J = 3.3 Hz,
1H), 7.84 (d, J = 7.1 Hz, 1H), 7.65 (dt, J = 7.6, 1.4 Hz, 1H), 7.53 (t, J = 1.7
Hz, 1H), 7.23 - 7.11 (m, 2H), 4.41 (s, 1H), 4.21 - 4.10 (m, 1H), 3.63 (s, 1H), 1
.87 - 1.75 (m, 6H), 1.75 - 1.62 (m, 2H), 1.44 (s, 9H)O

[M+H]+ - tBu = 500 (MultiMode+)
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Hz, 1H), 7.40 (s, 1H), 7.23 - 7.12 (m, 2H), 6.94 (d, J = 7.3 Hz, 1H), 4.20 (s, 1
H), 4.08 (d, J = 3.5 Hz, 1H), 3.98 (t, J = 8.6 Hz, 3H), 2.85 (g, J = 6.2 Hz, 2H)
, 2.05 - 1.73 (m, 11H)O

[M+H]+ = 604 (MultiMode+)
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8.06 - 7.94 (m, 2H), 7.70 (d, J = 8.3 Hz, 2H), 7.56 - 7.43 (m, 4H),

7.23 - 7.17 (m, 1H), 4.06 (t, J = 10.6 Hz, 2H), 3.91 (d, J = 17.5 Hz, 4H), 3.23
(s, 4H), 2.88 (t, J = 6.1 Hz, 6H), 1.99 - 1.83 (m, 6H), 1.79 - 1.63 (m, 1H)O
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TH NMR (400 MHz, CDCl3) & 8.17 (dd, J = 7.9, 3.1 Hz, 1H), 8.08 (d, J = 7.4 Hz,
1H), 8.01 (d, J = 3.1 Hz, 1H), 7.46 (t, J = 7.8 Hz, 1H), 7.18 - 7.12 (m, 4H), 7.

07 (d, 3 = 7.7 Hz, 1H), 6.90 (dd, J = 8.5, 1.8 Hz, 1H), 6.08 (s, 1H), 4.29 (s, 3
H), 4.04 (s, 2H), 3.77 - 3.73 (m, 4H), 3.68 (s, 3H), 3.16 - 3.07 (m, 3H), 2.68 -
2.59 (m, 2H), 2.20 (s, 3H), 2.05 - 1.89 (m, 6H), 1.75 - 1.66 (m, 2H)O

MS: [M+H]+ = 629 (multimode +)0O
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t, J =7.9 Hz, 1H), 7.37 (d, J = 1.5 Hz, 1H), 7.23 (dd, J = 8.2, 1.8 Hz, 1H), 7.
17 (t, J = 1.8 Hz, 1H), 7.13 (d, J = 8.5 Hz, 1H), 7.04 (d, J = 7.4 Hz, 1H), 6.91
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0 (s, 4H), 3.81 (s, 4H), 3.72 (s, 6H), 3.16 - 3.06 (m, 3H), 2.72 - 2.63 (m, 2H),
2.27 - 2.20 (m, 8H), 2.15 - 2.06 (m, 5H), 1.64 - 1.55 (m, 2H)O
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H NMR (400 MHz, CDCl3) & 8.35 (d, J = 5.4 Hz, 1H), 8.11 - 8.03 (m, 2H), 7.42 (
t, J =7.3 Hz, 1H), 7.27 - 7.20 (m, 2H), 7.12 - 7.03 (m, 2H), 6.89 (d, J = 25.4
Hz, 2H), 6.65 (d, J = 6.7 Hz, 1H), 4.20 (s, 1H), 3.83 (s, 2H), 3.55 (s, 4H), 3.3
3 (s, 2H), 2.67 (s, 4H), 2.32 (s, 4H), 1.89 - 1.69 (m, 6H), 1.57 - 1.49 (m, 2H)
MS: [M+H]+ = 632.2 (calc = 632.2707) (MultiMode+)
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IH NMR (400 MHz, CDClZ) & 8.34 (d, 5.1 Hz, 1H), 8.11 - 8.03 (m, 2H), 7.46 (
dt, J = 33.3, 7.6 Hz, 2H), 7.25 (d, 11.5 Hz, 2H), 7.11 (d, J = 7.7 Hz, 1H),
7.06 - 7.00 (m, 2H), 6.91 (s, 1H), 6.63 (d, J = 6.2 Hz, 1H), 4.20 (s, 1H), 3.88
(s, 2H), 3.54 (s, 4H), 3.32 (s, 2H), 2.75 (s, 1H), 2.50 (s, 3H), 2.31 (s, 4H), 1
.91 - 1.55 (m, 8H)

MS: [M+H]+ = 626.2 (calc = 626.3142) (MultiMode+)
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14 NMR (400 MHz, CDCl;) & 8.35 (dd, J = 8.2, 3.1 Hz, 1H), 8.11 - 8.06 (m, 2H),
7.47 (t, J = 7.9 Hz, 1H), 7.27 (d, J = 6.9 Hz, 1H), 7.22 (s, 1H), 7.16 - 7.11 (m
, 2H), 7.00 (d, J = 2.3 Hz, 1H), 6.94 (d, J = 7.9 Hz, 1H), 6.78 - 6.73 (m, 2H),
6.67 (d, J = 8.2 Hz, 1H), 4.23 - 4.17 (m, 1H), 3.89 (s, 2H), 3.57 (t, J = 4.2 Hz
, 4H), 3.37 (s, 2H), 2.72 (d, J = 3.1 Hz, 1H), 2.34 (s, 4H), 2.22 (s, 3H), 1.86
- 1.74 (m, 6H), 1.53 - 1.44 (m, 2H)
MS: [M+H]+ = 641.2 (calc = 641.3139)(MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.35 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 - 8.02 (m, 2H),
7.47 - 7.35 (m, 3H), 7.24 - 7.21 (m, 2H), 7.14 (dd, J = 8.8, 7.0 Hz, 1H), 7.09 (
d, J = 8.2 Hz, 1H), 7.00 (d, J = 8.5 Hz, 1H), 6.91 (d, J = 2.1 Hz, 1H), 6.66 - 6
.59 (m, 2H), 4.18 (s, 1H), 3.97 (s, 2H), 3.54 - 3.46 (m, 4H), 3.27 (s, 2H), 2.80
(s, 1H), 2.52 (s, 3H), 2.32 - 2.24 (m, 4H), 1.88 - 1.69 (m, 6H), 1.62 - 1.52 (m

» 2H)

MS: [M+H]+ = 665.3 (calc = 665.3251)(MultiMode+)
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1H NMR (400 MHz, CDCl3) & 8.35 (dd, J = 8.2, 3.1 Hz, 1H), 8.06 - 8.03 (m, 2H),
7.76 (d, J = 7.4 Hz, 1H), 7.56 (d, J = 2.6 Hz, 1H), 7.49 (t, J = 7.7 Hz, 1H), 7.
28 - 7.25 (m, 1H), 4.44 - 4.38 (m, 1H), 4.19 - 4.14 (m, 1H), 3.65 - 3.59 (m, 1H)
, 1.85 - 1.67 (m, 8H), 1.42 (s, 9H), 1.35 (s, 12H)O

MS: [M+H]+ = 556 (MultiMode+)
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14 NMR (400 MHz, DMSO) & 10.07 (br s, 1H), 9.88 (s, 1H), 8.26 - 8.25 (m, 2H), 8
.02 (dd, J = 7.9, 3.1 Hz, 1H), 7.54 - 7.50 (m, 1H), 7.38 (d, J = 8.5 Hz, 1H), 7.

28 (d, J = 2.6 Hz, 1H), 7.27 - 7.23 (m, 3H), 7.15 (dd, J = 8.5, 2.8 Hz, 1H), 6.6

1 - 6.59 (m, 1H), 3.89 - 3.85 (m, 1H), 3.38 - 3.34 (m, 1H), 1.74 - 1.53 (m, 8H),
1.36 (s, 9H)O

MS: [M-H]- = 548 (MultiMode+)
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MS: [M+H]+ = 579 (MultiMode+)
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MS: [M+H]+ = 479 (MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.36 (dd, J = 8.2, 3.1 Hz, 1H), 8.02 (d, J = 3.3 Hz,
1H), 7.97 (d, J = 7.2 Hz, 1H), 7.92 (s, 1H), 7.54 (t, J = 7.9 Hz, 1H), 7.33 (s,
1H), 7.25 - 7.19 (m, 3H), 7.13 (d, J = 7.7 Hz, 1H), 7.07 (t, J = 1.9 Hz, 1H), 6.
95 (d, J = 8.5 Hz, 1H), 4.27 - 4.21 (m, 3H), 4.08 - 4.01 (m, 1H), 2.66 (s, 3H),
2.58 (s, 6H), 1.97 - 1.83 (m, 6H), 1.71 - 1.62 (m, 2H)O

MS: [M+H]+ = 604.2 (calc = 604.2394) (MultiMode+)
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TH NMR (400 MHz, CDCl;) & 8.36 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 (d, J = 7.4 Hz,
1H), 8.03 - 7.99 (m, 2H), 7.95 (d, J = 7.7 Hz, 1H), 7.73 (t, J = 7.7 Hz, 1H), 7.
52 (t, J = 7.8 Hz, 1H), 7.30 - 7.26 (m, 2H), 7.21 (dd, J = 8.2, 1.8 Hz, 1H), 7.1
8 (d, J = 8.5 Hz, 1H), 7.12 (d, J = 7.7 Hz, 1H), 7.08 (d, J = 1.5 Hz, 1H), 6.92
(d, J = 8.2 Hz, 1H), 4.28 - 4.25 (m, 1H), 4.21 (s, 2H), 4.07 - 4.02 (m, 1H), 2.5
6 (s, 6H), 2.49 (s, 3H), 1.99 - 1.86 (m, 6H), 1.75 - 1.66 (m, 2H)O

MS: [M+H]+ = 598.2 (calc = 598.2829) (MultiMode+)
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TH NMR (400 MHz, CDCl3) & 8.35 (s, 1H), 8.25 (dd, J = 7.9, 3.1 Hz, 1H), 8.04 (d
, J =3.1Hz, 1H), 7.62 - 7.50 (m, 3H), 7.24 - 7.09 (m, 5H), 7.01 (d, J = 6.2 Hz
, 1H), 6.86 (dd, J = 8.5, 2.3 Hz, 1H), 4.28 - 4.18 (m, 4H), 2.74 (s, 3H), 2.62 (
s, 6H), 1.94 - 1.79 (m, 8H)

MS: [M+H]+ = 651.2 (calc = 637.2938) (MultiMode+)
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TH NMR (400 MHz, CDCl3) & 8.34 (dd, J = 7.9, 3.1 Hz, 1H), 8.25 (t, J = 2.7 Hz,
1H), 8.23 (s, 1H), 8.03 (d, J = 3.3 Hz, 1H), 7.58 (dd, J = 10.0, 4.9 Hz, 1H), 7.
52 (t, J = 7.8 Hz, 1H), 7.36 (ddd, J = 9.9, 7.8, 2.2 Hz, 1H), 7.23 - 7.18 (m, 2H
), 7.14 - 7.09 (m, 3H), 6.86 (dd, J = 8.5, 2.3 Hz, 1H), 4.25 - 4.20 (m, 3H), 4.1
4 - 4.10 (m, 1H), 2.61 (s, 6H), 1.95 - 1.84 (m, 6H), 1.81 - 1.70 (m, 2H)O

MS: [M+H]+ = 641.2 (calc = 641.2688) (MultiMode+)
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MS: [M+H]+ = 635 (MultiMode+)
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MS: [M+H]+ = 535 (MultiMode+)
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H NMR (400 MHz, DMSO) & 9.57 (br s, 1H), 8.83 - 8.81 (m, 1H), 8.38 - 8.35 (m,
2H), 8.26 - 8.24 (m, 1H), 8.05 (dd, J = 7.8, 2.9 Hz, 1H), 7.77 (d, J = 7.9 Hz, 1
H), 7.67 - 7.63 (m, 1H), 7.54 - 7.46 (m, 2H), 7.26 - 7.23 (m, 1H), 7.19 - 7.09 (
m, 4H), 6.92 (d, J = 8.5 Hz, 1H), 4.33 - 4.29 (m, 2H), 3.01 - 2.80 (m, 2H), 1.95
-1.66 (m, I0HO0 0 O0O0OOOOCOCOODOOOOOOODOO
MS: [M+H]+ = 697.2 (calc = 697.295) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 9.90 (br s, 1H), 8.40 (d, J = 7.4 Hz, 1H), 8.25 (d, J

3.1 Hz, 1H), 8.09 (d, J = 8.5 Hz, 1H), 8.04 (dd, J = 7.9, 3.1 Hz, 1H), 7.90 -

7.83 (m, 2H), 7.52 - 7.46 (m, 2H), 7.25 - 7.22 (m, 1H), 7.17 - 7.10 (m, 4H), 6.9
0 (dd, J = 8.3, 2.4 Hz, 1H), 4.35 - 4.27 (m, 2H), 4.04 - 3.99 (m, 1H), 3.93 - 3.
88 (m, 1H), 3.64 - 3.46 (m, 4H), 3.02 - 2.80 (m, 2H), 1.94 - 1.68 (m, 10H)O O O

0000000000000 00000 10
MS: [M+H]+ = 654.2 (calc = 654.3091) (MultiMode+)
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1H NMR (400 MHz, DMSO) & 9.94 (br s, 1H), 8.35 (d, J = 7.2 Hz, 1H), 8.25 (d, J
= 2.8 Hz, 1H), 8.08 (s, 1H), 8.04 (dd, J = 7.9, 3.1 Hz, 1H), 7.60 (d, J = 7.7 Hz
, 1H), 7.51 (¢, J = 7.8 Hz, 1H), 7.24 - 7.22 (m, 1H), 7.18 - 7.10 (m, 4H), 6.92 40
(d, J = 8.3 Hz, 1H), 4.33 - 4.28 (m, 2H), 4.02 - 3.97 (m, 1H), 3.90 - 3.85 (m, 1
H), 3.64 - 3.53 (m, 4H), 3.02 - 2.80 (m, 2H), 2.68 (s, 3H), 1.96 - 1.64 (m, 10H)
Oo0o0oDoDDODOoO0o0o0oDoo0ooooooooOoao

MS: [M+H]+ = 660.2 (calc = 660.2656) (MultiMode+)
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1H NMR (400 MHz, DMSO) & 12.03 (s, 1H), 11.42 (br s, 1H), 8.45 - 8.39 (m, 2H),
8.24 (d, J = 2.8 Hz, 1H), 8.01 (dd, J = 7.8, 3.0 Hz, 1H), 7.69 (s, 1H), 7.50 (t,
J =8.0 Hz, 1H), 7.24 - 7.09 (m, 6H), 6.92 (d, J = 8.0 Hz, 1H), 6.81 (d, J = 8.
2 Hz, 1H), 4.34 - 4.25 (m, 2H), 3.98 - 3.87 (m, 2H), 3.62 - 3.55 (m, 2H), 3.02 -
2.78 (m, 2H), 2.23 (s, 3H), 1.94 - 1.68 (m, IOHO O ODOODOOCOOODOOOO

oooooao

MS: [M+H]+ = 669.2 (calc = 669.3088) (MultiMode+)
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14 NMR (400 MHz, CDCl; + d6-DMSO) & 8.30 (dd, J = 8.2, 3.1 Hz, 1H), 8.07 (d, J

3.1 Hz, 1H), 8.01 (d, J = 7.2 Hz, 1H), 7.52 (t, J = 7.8 Hz, 1H), 7.39 (d, J =

7.4 Hz, 1H), 7.23 - 7.12 (m, 6H), 6.98 (dd, J = 8.5, 2.3 Hz, 1H), 4.32 - 4.26 (m

, 2H), 4.25 - 4.15 (m, 1H), 3.89 - 3.78 (m, 6H), 2.61 - 2.57 (m, 4H),

1.87 - 1.7

2 (m, 4H), 1.64 - 1.47 (m, 2H), 1.33 - 1.16 (n, 400 OO O ODMSOD O O OO O

ooooooooo

MS: [M+H]+ = 632.3 (calc = 632.3248) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 8.25 (s, 1H), 8.22 (dd, J

J=6.9 Hz, 1H), 7.99 (dd, J = 8.1, 2.9 Hz, 1H), 7.66 (d, J = 7.2 Hz,
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2.9, 1.2 Hz, 1H), 8.14 (d,

1H), 7.51

- 7.45 (m, 2H), 7.37 (t, J = 7.9 Hz, 1H), 7.23 - 7.20 (m, 1H), 7.16 - 7.10 (m,
3H), 7.04 (d, J = 2.3 Hz, 1H), 6.91 - 6.87 (m, 2H), 4.12 (s, 2H), 4.02 - 3.96 (m

, 2H), 3.64 (t, J = 4.2 Hz, 4H), 2.86 - 2.81 (m, 4H), 2.65 (s, 3H), 1.
(m, 8H)O

MS: [M+H]+ = 679.2 (calc = 679.3044) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 9.93 (br s, 1H), 9.47 (br s, 1H), 8.33 (d, J = 6.9 Hz,
1H), 8.25 (d, J = 3.1 Hz, 1H), 8.04 (dd, J = 7.8, 2.9 Hz, 1H), 7.51 (t, J = 7.9
Hz, 1H), 7.24 (d, J = 7.9 Hz, 2H), 7.19 - 7.10 (m, 3H), 6.93 - 6.91 (m, 1H), 6.

39 (s, 1H), 4.35 - 4.26 (m, 2H), 4.00 - 3.95 (m, 1H), 3.85 - 3.80 (m, 1H), 3.74

(s, 3H), 3.01 - 2.80 (m, 2H), 2.26 (s, 3H), 1.95 - 1.61 (m, 100 0O OO0 OO

0000000000000

MS: [M+H]+ = 657.3 (calc = 657.32)(MultiMode+)
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1H NMR (400 MHz, DMSO) & 9.94 (br s, 1H), 9.45 (br s, 1H), 8.40 - 8.36 (m, 2H),
8.25 (d, J = 3.1 Hz, 1H), 8.05 (dd, J = 7.9, 3.1 Hz, 1H), 7.94 (s, 1H), 7.53 -
7.49 (m, 2H), 7.47 - 7.42 (m, 1H), 7.24 (dd, J = 7.9, 1.8 Hz, 1H), 7.19 - 7.10 (
m, 3H), 7.00 - 6.96 (m, 1H), 6.92 (dd, J = 8.5, 2.6 Hz, 1H), 4.33 - 4.29 (m, 2H)
, 4.01 - 3.93 (m, 2H), 3.01 - 2.80 (m, 2H), 2.66 (s, 3H), 1.93 - 1.67 (m, 10H)O
oo0oDoDoODoDOo0ooooooooooooOoao

MS: [M+H]+ = 693.3 (calc = 693.32) (MultiMode+)
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MS: [M+H]+ = 637.2 (calc = 637.286)(MultiMode+)

TH NMR (400 MHz, CDCl3) & 8.36 (dd, J = 8.2, 3.3 Hz, 1H), 8.09 (d, J = 3.1 Hz,
1H), 8.04 (d, J = 7.2 Hz, 1H), 7.47 (t, J = 7.8 Hz, 1H), 7.27 - 7.24 (m, 1H), 7.
18 - 7.15 (m, 2H), 7.12 (dd, J = 8.1, 1.9 Hz, 1H), 6.99 (d, J = 2.8 Hz, 1H), 6.7
9 (dd, J = 8.3, 2.7 Hz, 1H), 4.47 - 4.44 (m, 1H), 4.20 - 4.14 (m, 1H), 3.65 - 3.
59 (m, 1H), 3.40 (s, 2H), 2.62 - 2.58 (m, 4H), 2.55 - 2.51 (m, 4H), 1.86 - 1.66
(m, 6H), 1.54 - 1.47 (m, 2H), 1.43 (s, 9H)
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MS: [M+H]+=537.3 (MultiMode+)
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TH NMR (400 MHz, DMSO) & 9.90 (br s, 1H), 8.80 (s, 1H), 8.37 - 8.27 (m, 3H), 8.

05 (dd, J = 8.1, 2.9 Hz, 1H), 7.75 - 7.70 (m, 1H), 7.66 - 7.62 (m, 1H), 7.53 - 7
.45 (m, 2H), 7.24 (d, J = 8.5 Hz, 1H), 7.18 - 7.04 (m, 4H), 6.91 (d, J = 9.0 Hz,
1H), 4.27 - 4.23 (m, 1H), 4.02 - 3.90 (m, 1H), 2.87 - 2.61 (m, 4H), 1.80 - 1.66
(m, 8O ODODODODDODODDODODODODODODODOOOOO

MS: [M+H]+ = 699.2 (calc = 699.2565)(MultiMode+)
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MS: [M+H]+ = 659.2 (calc = 659.2816) (MultiMode+)
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1H), 7.93 (s, 1H), 7.90 (d, J = 6.9 Hz, 1H), 7.63 (dt, J = 7.2, 1.7 Hz, 1H), 7.5

5 (t, J =1.9 Hz, 1H), 7.24 - 7.15 (m, 3H), 4.25 - 4.20 (m, 1H), 4.12 - 4.06 (m,
1H), 2.71 (s, 3H), 1.96 - 1.77 (m, 6H), 1.67 - 1.61 (m, 2H)O

MS: [M+H]+ = 581 (MultiMode+)
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MS: [M+H]+ = 575 (MultiMode+)
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8.25 (d, J = 2.8 Hz, 1H), 8.09 (s, 1H), 8.05 (dd, J = 7.9, 2.8 Hz, 1H), 7.59 (d,
J=7.9 Hz, 1H), 7.51 (t, J = 7.8 Hz, 1H), 7.24 (d, J = 6.4 Hz, 1H), 7.18 - 7.0
9 (m, 4H), 6.91 (dd, J = 8.3, 2.2 Hz, 1H), 4.23 (d, J = 4.9 Hz, 2H), 4.02 - 3.97
(m, 1H), 3.90 - 3.85 (m, 1H), 3.19 - 3.12 (m, 2H), 2.82 - 2.75 (m, 2H), 2.68 (s
, 3H), 1.76 - 1.64 (m, 8H), 1.49 - 1.44 (m, 4H) 0000000000 ODOOOOO
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MS: [M+H]+ = 658.2 (calc = 658.2863) (MultiMode+)
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1H NMR (400 MHz, DMSO) & 8.34 (d, J = 7.2 Hz, 1H), 8.26 (d, J = 2.8 Hz, 1H), 8.
09 (s, 1H), 8.04 (dd, J = 7.8, 2.9 Hz, 1H), 7.60 (d, J = 7.7 Hz, 1H), 7.50 (t, J
= 7.7 Hz, 1H), 7.22 - 7.11 (m, 4H), 7.05 - 7.02 (m, 1H), 6.94 - 6.89 (m, 1H), 4
.28 - 4.20 (m, 1H), 4.01 - 3.96 (m, 1H), 3.90 - 3.85 (m, 1H), 3.73 - 3.64 (m, 1H
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MS: [M+H]+ = 674.2 (calc = 674.2812) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 9.96 (s, 1H), 8.59 (s, 1H), 8.33 (d, J = 7.0, 1H), 8.2
3 (d, J = 3.0, 1H), 8.09 (s, 1H), 8.05 (dd, J = 3.0, 8.0, 1H), 7.59 (d, J = 8.2,

1H), 7.52 (t, J = 7.9, 1H), 7.24

(dd, J =

1.7, 8.0, 1H), 7.21 - 7.09 (m, 3H), 6
.99 (s, 1H), 6.93 (dd, J = 2.4, 8.4, 1H), 4.51 (d, J =

12.6, 1H), 4.00 (s, 1H),

3.92 - 3.78 (m, 2H), 2.71 (s, 3H), 2.32 (d, J = 4.9, 3H), 1.78 - 1.61 (m, 8H), 1

.19 (s, 9H)O
MS: [M+H]+ =
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646.2 (calc =

646.2863) (Mul tiMode+)
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14 NMR (400 MHz, CDClZ) & 8.36 (dd, J = 8.2, 3.1 Hz, 1H), 8.07 (d, J
1H), 8.04 (d, J = 7.4 Hz, 1H), 7.48 (t, J = 7.8 Hz, 1H), 7.27 (d, J = 9.2 Hz,
1.9 Hz, 1H), 7.15 (d, J = 8.2 Hz, 1H), 7.13 - 7.09 (m, 1H), 7.06

), 7.22 (t, J =
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(d, J = 2.6 Hz, 1H), 6.78 (dd, J = 8.2, 2.6 Hz, 1H), 4.52 - 4.40 (m, 1H), 4.21
- 4.12 (m, 1H), 3.68 - 3.56 (m, 1H), 3.51 (s, 2H), 2.76 - 2.56 (m, 9H), 2.34 (s,
3H), 1.88 - 1.64 (m, 9H), 1.53 - 1.45 (m, 1H), 1.42 (s, 9H)O
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1H NMR (400 MHz, DMSO) & 8.56 (d, J = 8.5 Hz, 1H), 8.40 (d, J = 7.2 Hz, 1H), 8.
33 (d, 3 = 7.9 Hz, 1H), 8.26 (d, J = 3.1 Hz, 1H), 8.16 (d, J = 8.5 Hz, 1H), 8.10
- 8.00 (m, 3H), 7.88 - 7.83 (m, 1H), 7.74 - 7.69 (m, 1H), 7.45 (t, J = 7.8 Hz,
1H), 7.21 - 7.08 (m, 3H), 7.08 - 7.00 (m, 1H), 6.95 - 6.85 (m, 1H), 6.78 - 6.62
(m, 1H), 4.12 - 3.93 (m, 2H), 2.71 (s, 3H), 1.92 - 1.69 (m, 8H)0 O O O O O DMSO
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MS: [M+H]+ = 703.3 (calc = 703.3408) (MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.35 (dd, J = 8.2, 3.1 Hz, 1H), 8.04 (d, J = 3.1 Hz,
1H), 8.00 (d, J = 7.2 Hz, 1H), 7.54 (t, J = 7.8 Hz, 1H), 7.29 (s, 1H), 7.22 - 7.
13 (m, 4H), 7.08 - 7.04 (m, 2H), 6.92 (d, J = 8.2 Hz, 1H), 6.85 (d, J = 8.5 Hz,
1H), 6.36 (d, J = 7.2 Hz, 1H), 4.28 - 4.22 (m, 3H), 4.06 - 4.01 (m, 1H), 3.80 -
3.76 (m, 4H), 3.14 - 2.48 (m, 4H), 2.24 (s, 3H), 1.98 - 1.86 (m, 6H), 1.75 - 1.6
6 (m, 2H)

MS: [M+H]+ = 655.2 (calc = 655.2932) (MultiMode+)
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1H NMR (400 MHz, DMSO) & 9.92 (br s, 1H), 9.67 (s, 1H), 8.34 (d, J = 7.1 Hz, 1H
), 8.27 (d, J = 3.0 Hz, 1H), 8.09 (s, 1H), 8.03 (dd, J = 3.0, 7.9 Hz, 1H), 7.61
(d, J = 8.4 Hz, 1H), 7.49 (t, J = 7.8 Hz, 1H), 7.26 - 7.01 (m, 6H), 6.90 (d, J =
6.6 Hz, 1H), 4.39 - 4.08 (m, 2H), 4.02 - 3.96 (m, 1H), 3.90 - 3.74 (m, 2H), 2.9
3-2.80 (m, 2H), 2.62 (s, 3H), 1.91 (s, 3H), 1.83 - 1.58 (m, 8O OO O O OO
oo0o0oo0oDDoDoODO0oO0ooooooo

MS: [M+H]+ = 687.2 (calc = 687.2765) (MultiMode+)
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1H NMR (400 MHz, DMSO) & 9.92 (s, 1H), 9.38 (s, 1H), 8.34 (d, J = 7.2, 1H), 8.2
5, J=3.1, 1H), 8.09 (s, 1H), 8.03 (dd, J = 3.1, 7.9, 1H), 7.63 (d, J = 8.1,
1H), 7.49 (t, J = 8.1, 1H), 7.22 - 7.11 (m, 5H), 6.91 (dd, J = 2.4, 8.4, 1H), 4
.37 - 4.27 (m, 1H), 4.22 - 4.13 (m, 1H), 4.05 - 3.97 (m, 3H), 3.91 - 3.83 (m, 1H
), 2.84 (s, 3H), 2.81 (s, 3H), 2.69 (s, 3H), 2.47 (s, 3H), 1.80 - 1.64 (m, 8H)O
MS: [M+H]+ = 675.2 (calc = 675.2765) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 10.02 - 9.86 (m, 2H), 9.82 - 9.65 (m, 1H), 8.34 (d, J
.7 Hz, 1H), 8.26 (d, J = 3.1 Hz, 1H), 8.03 (dd, J = 7.9, 3.1 Hz, 1H), 7.77 (d
, 6.7 Hz, 1H), 7.67 (d, J = 9.2 Hz, 2H), 7.49 (t, J = 7.7 Hz, 1H), 7.24 (d,
J =7.9 Hz, 1H), 7.20 - 7.02 (m, 4H), 6.97 - 6.84 (m, 1H), 6.77 (d, J = 8.7 Hz,
2H), 4.39 - 4.19 (m, 2H), 4.01 - 3.87 (m, 1H), 3.87 - 3.66 (m, 4H), 2.81 - 2.61
(m, 24), 1.87 - 1.57 (m, SO OO COODMSOD OO0 O DO O OOCOOOCOONMRD L
mleD 00 0O0D0O0O0OD0OOOOO

MS: [M+H]+ = 641.2 (calc = 641.2775)(MultiMode+)
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TH NMR (400 MHz, DMSO) & 10.02 - 9.80 (m, 1H), 9.67 - 9.57 (m, 1H), 8.33 (d, J

= 6.7 Hz, 1H), 8.27 (d, J = 2.8 Hz, 1H), 8.03 (dd, J = 7.9, 3.1 Hz, 1H), 7.96 (d
, J =6.7 Hz, 1H), 7.55 - 7.43 (m, 1H), 7.27 - 7.09 (m, 8H), 6.95 - 6.84 (m, 2H)
, 4.34 - 4.18 (m, 1H), 4.01 - 3.88 (m, 1H), 3.85 - 3.57 (m, 5H), 2.78 - 2.57 (m,
1H), 1.90 - 1.57 (m, IO D OO OO ODMSOD OO ODOOOOODODOOOONMRO 1mo
leD00Q0O0OO0OODDOOOO

MS: [M+H]+ = 641.2 (calc = 641.2775)(MultiMode+)
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1H NMR (400 MHz, DMSO) & 9.03 (s, 1H), 8.38 (d, J = 6.9 Hz, 1H), 8.25 (d, J = 3
.1 Hz, 1H), 8.05 - 7.98 (m, 2H), 7.50 (t, J = 7.8 Hz, 1H), 7.28 - 7.04 (m, 5H),
6.93 (d, J = 6.9 Hz, 1H), 3.66 - 3.43 (m, 2H), 3.26 - 3.04 (m, 2H), 2.85 - 2.61
(m, 2H), 1.85 - 1.58 (m, 8H) D OO0 O O0ODMSOD D OO ODOOODOOODOOO

MS: [M+H]+ = 646.2 (calc = 646.2499) (MultiMode+)

gooooao

10

20

30

40

50



(72) JP 5607032 B2 2014.10.15

Doooo
0o0(O0,00)IODO0O@OOONDOONO0ONO(@ 00000000 0@oO00onona
0)D0O0O0DO0OO0DC0OO0DO0OO0OO0OODO0)IOODOOO0OD)IOO00OOD0OO0)O0OO00DO00OO0nO
Doooooooooon

ooooao
S
WI%
o] N
o
N/OH

5 M
OH

00000(@.000000.00mmoD0O00O00O00O0C@.00mO0 .00 mmol)O O
0000000000000 00000C@.000000.00me)I0O00O00O00(
Om)0COO0OCOD0DCOO0OO0OODOOOOOODOOOODOOOONOOQOD,00)O00O00O
0000000)0000D00OO0O0ON(@'000000N0DN 0(@O0000DnoOn)oD
000000000 00) 0000000000 DOONOON(@.000000.00mmol
Y OOOOODOoO(@.0OmOO .00OmoDOODOODOODOOD@n)ICOODOODOOO
0000000000000 0000000000000000000000000000
000O0000O00000000000000000000O0Waters X-BridgeD OO OO0 O
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14 NMR (500 MHz, DMSO) & 9.92 (br s, 1H), 9.67 (br s, 1H), 8.35 (d, J = 7.2 Hz,
1H), 8.26 (d, J = 3.0 Hz, 1H), 8.08 (s, 1H), 8.04 (dd, J = 3.0, 7.9 Hz, 1H), 7.
61 (d, J = 8.0 Hz, 1H), 7.50 (t, J = 7.9 Hz, 1H), 7.22 (d, J = 7.9 Hz, 1H), 7.19
- 7.09 (m, 3H), 7.05 (s, 1H), 6.91 (d, J = 6.7 Hz, 1H), 4.32 - 4.18 (m, 2H), 4.
01 - 3.96 (m, 1H), 3.91 - 3.84 (m, 1H), 3.78 - 3.66 (m, 2H), 3.62 - 3.51 (m, 2H)
, 3.20 - 3.07 (m, 2H), 2.77 - 2.62 (m, 5H), 1.78 - 1.63 (m, 8H)O
MS: [M+H]+ = 646.2 (calc = 646.2499) (MultiMode+)
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14 NMR (500 MHz, DMSO) & 12.45 (br s, 1H), 9.93 (br s, 1H), 9.65 (br s, 1H), 8.
49 (d, J = 7.8 Hz, 1H), 8.36 (d, J = 7.0 Hz, 1H), 8.26 (d, J = 3.0 Hz, 1H), 8.13
(dd, J = 1.0, 4.3 Hz, 1H), 8.05 (dd, J = 2.9, 7.9 Hz, 1H), 7.56 - 7.48 (m, 2H),
7.43 (d, J = 8.2 Hz, 1H), 7.24 (dd, J = 1.7, 8.2 Hz, 1H), 7.18 - 7.10 (m, 3H),
7.06 (d, J = 1.8 Hz, 1H), 6.92 (dd, J = 1.4, 8.4 Hz, 1H), 4.32 - 4.20 (m, 2H), 4
.03 - 3.88 (m, 2H), 3.79 - 3.65 (m, 2H), 3.19 - 3.06 (m, 2H), 2.76 - 2.61 (m, 2H

), 1.86 - 1.66 (n, 8000000000 OOOOOOOOOOOO

MS: [M+H]+ = 642.2 (calc = 642.2728)(MultiMode+)
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14 NMR (500 MHz, DMSO) & 9.92 (br s, 1H), 9.79 (br s, 1H), 8.68 (s, 1H), 8.34 (

d, J = 7.0 Hz, 1H), 8.26 (d, J = 3.0 Hz, 1H), 8.04 (dd, J = 3.0, 7.9 Hz, 1H), 7.

89 (d, J = 7.7 Hz, 1H), 7.49 (t, J = 7.9 Hz, 1H), 7.22 (d, J = 7.8 Hz, 1H), 7.18
- 7.02 (m, 4H), 6.90 (d, J = 7.3 Hz, 1H), 4.32 - 4.16 (m, 2H), 4.02 - 3.96 (m,

1H), 3.93 - 3.85 (m, 1H), 3.20 - 3.05 (m, 2H), 2.80 - 2.62 (m, 2H), 1.83 - 1.62
(n, 8000000000 O0OO0OODOOOOOOOO

MS: [M+H]+ = 700.2 (calc = 700.2217)(MultiMode+)
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14 NMR (400 MHz, DMSO) & 8.37 (d, J = 6.4 Hz, 1H), 8.28 - 8.25 (m, 2H), 8.23 (d
, J = 6.4 Hz, 1H), 8.02 (dd, J = 7.9, 3.1 Hz, 1H), 7.49 (t, J = 7.8 Hz, 1H), 7.2
6 - 7.03 (m, 5H), 6.97 - 6.86 (m, 1H), 4.36 - 4.22 (m, 2H), 4.01 - 3.89 (m, 2H),
3.84 - 3.65 (m, 4H), 2.80 - 2.62 (m, 2H), 1.87 - 1.58 (m, 8H), 1.32 (d, J = 6.9
Hz, BH)0 00 O0O0ODMSOD 00D ODO0OO0OOO0OOOOONMRD , OO0 Imoled 00O
0000000000
MS: [M+H]+ = 674.2 (calc = 674.2812)(MultiMode+)
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DMSO) & 12.29 (s, 1H), 8.43 (dd, J = 19.5, 6.7 Hz, 2H), 8.26 (

J=2.8Hz, 1H), 8.02 (dd, J = 7.9, 3.1 Hz, 1H), 7.89 (d, J = 7.2 Hz, 1H), 7.

1H), 7.38 (t, J = 7.4 Hz, 1H), 7.21 (d, J = 7.7 Hz, 1H), 7.17

- 7.10 (m, 3H), 7.03 (d, J = 15.9 Hz, 1H), 6.95 - 6.86 (m, 4H), 4.17 - 4.07 (m,
1H), 3.98 - 3.88 (m, 2H), 3.66 - 3.56 (m, 3H), 3.49 - 3.33 (m, 6H), 1.83 - 1.65
(m, 8H)O
MS: [M+H]+ = 641.2 (calc = 641.2775)(MultiMode+)
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DMSO) & 10.00 - 9.61 (m, 2H), 8.38 (d, J = 7.4 Hz, 1H), 8.28 -
1H), 8.15 - 8.11 (m, 1H), 8.04 (dd, J = 1.9, 7.8 Hz, 1H), 7.56 (d, J =
1H), 7.49 (t, J = 7.6 Hz, 1H), 7.25 - 7.03 (m, 5H), 6.93 - 6.88 (m, 1H)

, 4.31 - 4.15 (m, 1H), 4.03 - 3.98 (m, 1H), 3.90 - 3.83 (m, 1H), 2.85 - 2.64 (m,
2H), 1.82 - 1.65 (m, 8H), 1.34 (d, J = 6.8 Hz, 6H) 0000000 CO0OOOOO

O

oooooag

MS: [M+H]+ = 674.2 (calc = 674.2812) (MultiMode+)
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1H), 7.67 (dd, J = 7.4, 8.4 Hz, 1H), 7.54 (¢, J = 7.9

Hz, 1H), 7.27 - 7.11 (m, 5H), 7.06 - 7.04 (m, 1H), 6.92 (dd, J = 2.5, 8.4 Hz, 1H
(d, J = 8.8 Hz, 1H), 4.34 (s, 2H), 4.14 - 4.08 (m, 1H), 3.97 - 3.51 (m,
5H), 2.91 - 2.74 (m, 2H), 1.93 - 1.71 (v, )0 000000000 COO0COOO0O

), 6.74
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MS: [M+H]+ = 642.2 (calc
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TH NMR (600 MHz, CD,OD) & 8.48 (d, J = 7.0Hz, 1H), 8.23 (dd, J = 8.2Hz, 0.9Hz,

1H), 8.15 (d, J = 3.1Hz, 1H), 8.11 - 8.07 (m, 1H), 7.82 (d, J = 8.4Hz, 1H), 7.77
- 7.73 (m, 1H), 7.57 (t, J = 7.9Hz, 1H), 7.46 (t, J = 7.6Hz, 1H), 7.28 (dd, J =
8.1Hz, 2.2Hz, 1H), 7.23 - 7.16 (m, 3H), 7.04 (d, J = 2.5Hz, 1H), 6.92 (dd, J =

8.4Hz, 2.4Hz, 1H), 6.73 (s, 1H), 4.33 (s, 2H), 4.16 (s, 1H), 4.06 - 3.98 (m, 1H)
, 3.87 - 3.57 (m, 4H), 3.22 - 2.78 (m, 4H), 1.99 - 1.76 (m, 8H)O

MS: [M+H]+ = 692.2 (calc = 692.2884) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 12.38 (s, 1H), 9.99 - 9.86 (m, 2H), 9.69 - 9.56 (m, 1H
), 8.85 (s, 1H), 8.53 (d, J = 7.4 Hz, 1H), 8.24 (d, J = 3.1 Hz, 1H), 8.00 (dd, J
= 3.1, 7.9 Hz, 1H), 7.95 (d, J = 7.4 Hz, 1H), 7.67 (t, J = 7.9 Hz, 1H), 7.52 -
7.43 (m, 2H), 7.30 (t, J = 7.5 Hz, 1H), 7.23 - 7.01 (m, 5H), 6.95 - 6.87 (m, 1H)
, 4.33 - 4.21 (m, 1H), 4.03 - 3.92 (m, 2H), 3.80 - 3.67 (m, 2H), 2.79 - 2.65 (m,
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2H), 1.80 (s, 8H) 000 O00O0OD0OODOD0OOOOOOOODOOO
MS: [M+H]+ = 692.2 (calc = 692.2884)(MultiMode+)
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H NMR (300 MHz, CDCl3) & 7.86 (s, 1H), 7.16 (s, 1H), 1.32 (s, 9H)O
MS: [M+H]+ = 118 (MultiMode+)
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TH NMR (300 MHz, CDCl3) & 8.03 (s, 1H), 4.40 (q, J = 7.1 Hz, 2H), 1.48 (s, 9H),

1.39 (t, J = 6.3 Hz, 3H)O

MS: [M+H]+ = 214 (MultiMode+)
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TH NMR (300 MHz, CDCl;) & 8.16 (s, 1H), 1.46 (s, 9H)O

MS: [M+H]+ = 186 (MultiMode+)
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1H NMR (300 MHz, DMSO) & 9.44 (s, 1H), 8.40 (d, J = 7.3 Hz, 1H), 8.26 (d, J = 3
.1 Hz, 1H), 8.13 (s, 1H), 8.03 (dd, J = 7.9, 3.1 Hz, 1H), 7.51 - 7.45 (m, 2H), 7
.23 - 7.03 (m, 6H), 6.90 (dd, J = 8.4, 2.4 Hz, 1H), 4.20 (d, J = 4.8 Hz, 2H), 4.
00 (s, 1H), 3.90 (s, 1H), 2.50 (s, 6H), 1.71 (s, 8H), 1.39 (s, 9H)O

MS: [M+H]+ = 646 (calc = 646)(MultiMode+)
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1H NMR (300 MHz, DMSO) & 9.41 (s, 1H), 8.51 (d, J = 7.5 Hz, 1H), 8.33 - 8.21 (m
, 3H), 8.11 - 8.04 (m, 2H), 7.61 (t, J = 7.8 Hz, 2H), 7.44 (t, J = 7.9 Hz, 1H),

7.18 (t, J = 8.8 Hz, 3H), 7.05 (d, J = 8.3 Hz, 1H), 6.89 (s, 1H), 6.68 (dd, J =

8.5, 2.3 Hz, 1H), 4.00 (s, 1H), 3.92 (s, 1H), 3.21 (s, 2H), 2.00 (s, 6H), 1.89 -
1.78 (m, 4H), 1.74 - 1.65 (m, 4H)O

MS: [M+H]+ = 640.1 (calc = 640.2394) (MultiMode+)
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TH NMR (500 MHz, CD50D) & 8.04 (d, J = 3.1 Hz, 1H), 8.00 (dd, J = 8.0 Hz, 3.0 H

z, 1H), 7.35 (t, J = 7.9 Hz, 1H), 7.30 (s, 1H), 7.18 - 7.15 (m, 1H), 7.11 (d, J

= 7.7 Hz, 1H), 7.06 (dd, J = 8.0 Hz, 1.7 Hz, 1H), 6.97 (d, J = 8.3 Hz, 1H), 6.81
(d, J = 2.5 Hz, 1H), 6.60 (dd, J = 8.3 Hz, 2.5 Hz, 1H), 4.08 - 4.04 (m, 1H), 3.

92 - 3.87 (m, 1H), 3.44 - 3.41 (m, 4H), 3.25 (s, 2H), 2.33 (s, 3H), 2.17 (s, 4H)
, 1.86 - 1.72 (m, 6H), 1.69 - 1.62 (m, 2H)O

MS: [M+H]+ = 646.2 (calc = 646.2499) (MultiMode+)
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IH NMR (400 MHz, CDCl5) & 8.37 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 - 8.06 (m, 2H),
7.90 (d, J = 7.2 Hz, 1H), 7.63 (dt, J = 7.1, 1.6 Hz, 1H), 7.56 - 7.55 (m, 1H), 7
.47 (d, J = 9.2 Hz, 1H), 7.34 (d, J = 7.9 Hz, 1H), 7.25 - 7.16 (m, 3H), 6.69 (d,
J = 6.7 Hz, 1H), 4.27 - 4.15 (m, 2H), 2.61 (s, 3H), 1.99 - 1.80 (m, 6H), 1.73 -
1.67 (m, 2H)O
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IH NMR (400 MHz, CDCI3) & 9.99 (s, 1H), 8.39 (ddd, J = 8.0, 3.3, 0.2 Hz, 1H), 8
.10 - 8.04 (m, 3H), 7.86 (d, J = 8.2 Hz, 1H), 7.73 (d, J = 8.2 Hz, 2H), 7.48 (d,
J=1.8 Hz, 1H), 7.36 - 7.17 (m, 5H), 6.68 (dd, J = 6.9, 0.8 Hz, 1H), 4.31 - 4.
24 (m, 1H), 4.19 - 4.12 (m, 1H), 2.59 (s, 3H), 2.01 - 1.85 (m, 6H), 1.75 - 1.67
(m, 2H)O
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1H NMR (400 MHz, CDCl3) &6 8.41 (d, J = 7.7 Hz, 1H), 8.32 (dd, J = 8.2, 3.1 Hz,
1H), 8.19 (s, 1H), 8.06 (d, J = 3.1 Hz, 1H), 8.03 (d, J = 9.2 Hz, 1H), 7.99 (d,
J=7.7 Hz, 1H), 7.71 - 7.63 (m, 3H), 7.52 (t, J = 7.8 Hz, 1H), 7.48 - 7.45 (m,
3H), 7.41 (t, 3 = 1.9 Hz, 1H), 7.22 - 7.18 (m, 1H), 7.09 (d, J = 6.9 Hz, 1H), 4.
36 - 3.19 (m, 14H), 2.75 (s, 3H), 1.96 - 1.83 (m, 8H)O
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MS: [M+H]+ = 677.2 (calc = 677.3251) (MultiMode+)
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H NMR (400 MHz, CDCl3;) & 8.33 (dd, J = 8.1, 3.2 Hz, 1H), 8.29 (s, 1H), 8.18 (s
, 1H), 8.06 (d, J = 3.1 Hz, 1H), 8.00 - 7.95 (m, 2H), 7.68 - 7.64 (m, 2H), 7.64
- 7.60 (m, 1H), 7.53 (t, J = 7.9 Hz, 1H), 7.49 - 7.45 (m, 3H), 7.42 (t, J = 1.9
Hz, 1H), 7.22 - 7.18 (m, 1H), 7.04 (d, J = 6.9 Hz, 1H), 4.28 (s, 1H), 4.19 (s, 2
H), 4.06 - 3.92 (m, 1H), 2.78 (s, 6H), 2.74 (s, 3H), 1.96 - 1.82 (m, 8H)O
MS: [M+H]+ = 621.1 (calc = 621.2989) (MultiMode+)
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TH NMR (400 MHz, CDClZ) & 8.47 (d, J = 7.4 Hz, 1H), 8.31 (dd, J = 8.2, 3.1 Hz,
1H), 8.24 (s, 1H), 8.08 - 8.04 (m, 2H), 7.98 (d, J = 7.4 Hz, 1H), 7.79 - 7.73 (m
, 1H), 7.65 (d, J = 8.2 Hz, 2H), 7.53 - 7.45 (m, 3H), 7.41 (t, J = 1.8 Hz, 1H),
7.19 - 7.16 (m, 1H), 7.14 (d, J = 7.2 Hz, 1H), 4.30 - 4.27 (m, 1H), 4.22 - 4.15
(m, 3H), 3.84 - 3.77 (m, 2H), 3.41 (d, J = 10.5 Hz, 2H), 3.26 (d, J = 12.3 Hz, 2
H), 2.77 (s, 4H), 1.95 - 1.84 (m, 8H), 1.34 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 690.2 (calc = 690.3568) (MultiMode+)
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14 NMR (300 MHz, DMSO) & 8.34 (m, 1H), 8.26 (m, 1H), 8.04 (m, 1H), 7.77 (m, 1H)
, 7.51 (m, 1H), 7.35 (m, 1H), 7.24 (m, 1H), 7.19 - 7.10 (m, 3H), 7.07 (m, 1H), 6
.92 (m, 1H), 6.60 (m, 1H), 4.44 - 3.46 (m, 6H), 4.24 (s, 2H), 3.87 (s, 3H), 3.28
- 2.48 (m, 4H), 1.87 - 1.56 (m, 8H)O

MS: APCI(+ve): 629 (M+1)
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TH NMR (400 MHz, CDCl3) & 13.08 (s, 1H), 8.33 (dd, J = 8.2, 3.1 Hz, 1H), 8.26 (

s, 1H), 8.17 (s, 1H), 8.06 (d, J = 3.1 Hz, 1H), 8.00 (d, J = 7.4 Hz, 1H), 7.94 (

d, J = 9.0 Hz, 1H), 7.65 - 7.58 (m, 3H), 7.54 - 7.45 (m, 4H), 7.40 (t, J = 1.9 H

z, 1H), 7.20 (ddd, J = 7.9, 2.3, 1.0 Hz, 1H), 7.02 (d, J = 7.2 Hz, 1H), 4.30 - 3
.95 (m, 4H), 3.72 - 3.65 (m, 2H), 2.91 - 2.83 (m, 2H), 2.73 (s, 3H), 2.19 - 2.11
(m, 2H), 2.08 - 1.99 (m, 2H), 1.95 - 1.82 (m, 8H)O

MS: [M+H]+ = 647.1 (calc = 647.3146) (MultiMode+)
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1H), 8.20 (s, 1H), 8.07 - 8.02 (m, 2H), 7.99 (d, J = 7.4 Hz, 1H), 7.72 - 7.65 (m
, 3H), 7.54 - 7.46 (m, 4H), 7.43 (d, J = 1.8 Hz, 1H), 7.20 (d, J = 8.1 Hz, 1H),
7.10 (d, J = 7.2 Hz, 1H), 4.31 - 4.15 (m, 6H), 3.97 (t, J = 4.6 Hz, 2H), 2.86 (s
, 3H), 2.75 (s, 3H), 1.96 - 1.84 (m, 8H)O
MS: [M+H]+ = 651.1 (calc = 651.3095) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 9.96 - 9.67 (m, 2H), 9.45 - 9.31 (m, 1H), 8.56 - 8.48
(m, 2H), 8.25 (d, J = 3.0 Hz, 1H), 8.01 (dd, J = 7.9, 3.0 Hz, 1H), 7.91 (d, J =
7.2 Hz, 1H), 7.80 (d, J = 7.8 Hz, 1H), 7.46 (t, J = 7.8 Hz, 1H), 7.40 (t, J = 7.
7 Hz, 1H), 7.25 - 7.19 (m, 1H), 7.16 - 7.06 (m, 3H), 7.02 - 7.00 (m, 1H), 6.89 (
dd, J = 8.4, 2.4 Hz, 1H), 4.22 - 4.13 (m, 2H), 4.07 - 3.95 (m, 2H), 1.86 - 1.70 40
(m, 80000000 OOOOOOOOOOOOOO

MS: [M+H]+ = 623.2 (calc = 623.2782) (MultiMode+)
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H NMR (400 MHz, CDCl3) & 10.05 (s, 1H), 8.39 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 (
d, J = 3.1 Hz, 1H), 8.04 (d, J = 6.9 Hz, 1H), 7.94 - 7.90 (m, 3H), 7.74 (d, J =
8.2 Hz, 2H), 7.60 - 7.57 (m, 2H), 7.46 (t, J = 1.3 Hz, 1H), 7.25 - 7.23 (m, 1H),
7.21 - 7.16 (m, 1H), 4.30 - 4.22 (m, 1H), 4.10 - 4.03 (m, 1H), 2.60 (s, 3H), 1.
99 - 1.78 (m, 6H), 1.73 - 1.59 (m, 2H)O
MS: [M+H]+ = 559 (MultiMode+)0O
0000
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H NMR (400 MHz, CDCl3) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 (d, J = 3.1 Hz,
1H), 8.03 (d, J = 7.2 Hz, 1H), 7.91 (s, 1H), 7.67 - 7.62 (m, 2H), 7.57 (t, J =7
.8 Hz, 1H), 7.53 - 7.47 (m, 3H), 7.39 (t, J = 1.9 Hz, 1H), 7.23 - 7.19 (m, 2H),
4.29 - 4.21 (m, 1H), 4.20 (s, 2H), 4.13 - 4.04 (m, 1H), 2.80 (s, 6H), 2.64 (s, 3
H), 1.98 - 1.75 (m, 6H), 1.73 - 1.57 (m, 2H)O
MS: [M+H]+ = 588.3 (calc = 588.2444) (MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 (d, J = 3.1 Hz,
1H), 8.03 (d, J = 6.9 Hz, 1H), 7.91 (s, 1H), 7.65 - 7.48 (m, 3H), 7.44 (d, J = 8
.2 Hz, 2H), 7.37 (s, 1H), 7.24 - 7.17 (m, 2H), 4.24 (br s, 1H), 4.14 - 3.97 (m,
3H), 3.67 (br s, 2H), 3.35 - 3.17 (m, 2H), 3.01 (t, J = 12.0 Hz, 2H), 2.64 (s, 3
H), 2.00 - 1.74 (m, 6H), 1.73 - 1.56 (m, 2H), 1.38 - 1.23 (m, 8H)O
MS: [M+H]+ = 657.3 (calc = 657.3023)(MultiMode+)
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14 NMR (400 MHz, DMSO) & 8.35 (d, J = 7.2 Hz, 1H), 8.26 (d, J = 3.1 Hz, 1H), 8.
08 (s, 1H), 8.06 (dd, J = 8.1, 3.2 Hz, 1H), 7.77 (d, J = 8.2, 2H), 7.64 - 7.51 (
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m, 6H), 7.26 - 7.22 (m, 1H), 4.41 (d, J = 4.1 Hz, 2H), 4.01 (br s, 1H), 3.92 - 3
.81 (m, 2H), 3.81 - 3.64 (m, 3H), 3.55 - 3.43 (m, 1H), 3.43 - 3.33 (m, 1H), 3.31
- 3.19 (m, 2H), 2.65 (s, 3H), 2.16 - 1.98 (m, 2H), 1.83 - 1.58 (m, 8H)O

MS: [M+H]+ = 644.3 (calc = 644.2707) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 10.22 (s, 1H), 9.91 (s, 1H), 8.34 (d, J = 7.7 Hz, 1H),
8.26 (d, J = 3.2 Hz, 1H), 8.07 (s, 1H), 8.03 (m, 1H), 7.58 (d, J = 8.3 Hz, 1H),
7.51 - 7.44 (m, 4H), 7.41 - 7.37 (m, 2H), 7.19 (m, 1H), 4.01 (m, 1H), 3.86 (m,

1H), 2.62 (s, 3H), 1.81 - 1.62 (m, 8H)O

MS: APCI(+ve) 575 (M+1)
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0oooiomg

1H NMR (400 MHz, DMSO) & 10.01 (s, 1H), 9.90 (s, 1H), 8.34 (d, J = 7.2 Hz, 1H),
8.26 (d, J = 3.3 Hz, 1H), 8.08 (s, 1H), 8.03 (m, 1H), 7.59 (d, J = 8.0 Hz, 1H),
7.44 (m, 2H), 7.36 (m, 2H), 7.15 (m, 1H), 7.03 - 6.95 (m, 2H), 4.34 - 4.22 (m,

2H), 4.05 - 3.82 (m, 4H), 3.69 - 3.56 (m, 2H), 3.35 - 3.04 (m, 4H), 2.66 (s, 3H)
, 1.80 - 1.62 (m, 8H)O

MS: APCI(+ve): 646 (M+1)0O
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14 NMR (400 MHz, DMSO) & 9.72 (s, 1H), 8.34 (d, J = 7.2 Hz, 1H), 8.25 (d, J = 3
.1 Hz, 1H), 8.08 (s, 1H), 8.03 (m, 1H), 7.59 (d, J = 8.2 Hz, 1H), 7.46 - 7.38 (m
, 2H), 7.34 (m, 1H), 7.26 (d, J = 8.0 Hz, 1H), 7.13 (m, 1H), 6.92 (m, 1H), 6.84
(d, J = 8.0 Hz, 1H), 4.00 (m, 1H), 3.87 (m, 1H), 3.79 - 3.55 (m, 2H), 3.16 (m, 4
H), 2.85 - 2.68 (m, 4H), 2.65 (s, 3H), 1.79 - 1.61 (m, 8H)O

MS: APCI(+ve) 645 (M+1)
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1H NMR (400 MHz, DMSO) & 8.55 (s, 1H), 5.40 (s, 2H), 4.30 (q, J = 7.1 Hz, 2H),
1.30 (t, J = 7.3 Hz, 3H), 1.20 (s, 9H)O
MS: APCI(+ve) 272 (M+1)O
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14 NMR (400 MHz, DMSO) & 8.37 (s, 1H), 4.73 (s, 2H)O
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14 NMR (400 MHz, DMSO) & 10.18 - 9.91 (m, 1H), 8.35 (d, J = 7.2 Hz, 1H), 8.27 (
d, J = 3.0 Hz, 1H), 8.18 (s, 1H), 8.04 (m, 1H), 7.60 (d, J = 8.2 Hz, 1H), 7.50 (
t, J =7.9 Hz, 1H), 7.23 (d, J = 8.6 Hz, 1H), 7.19 - 7.08 (m, 4H), 6.92 (d, J =
8.2 Hz, 1H), 4.74 (s, 2H), 4.38 - 3.47 (m, 9H), 3.23 - 3.02 (m, 2H), 2.78 - 2.58
(m, 2H), 1.81 - 1.57 (m, 8H)O
MS: APCI(+ve) 662 (M-1)0
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TH NMR (400 MHz, CDClZ) & 8.12 (d, J = 2.1 Hz, 1H), 8.05 (dd, J = 8.6, 2.2 Hz,
1H), 7.32 (d, J = 8.7 Hz, 1H), 3.95 (s, 3H), 3.70 (t, J = 4.6 Hz, 4H), 3.58 (s,
2H), 2.46 (t, J = 4.6 Hz, 4H)O
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MS: [M+H]+ = 663 (MultiMode+)
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MS: [M+H]+ = 563 (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.47 (s, 1H), 8.33 (d, J = 1.8 Hz, 1H), 8.14 (d, J =
3.1 Hz, 1H), 8.08 - 8.04 (m, 2H), 7.67 - 7.56 (m, 3H), 7.49 (d, J = 8.2 Hz, 1H),
7.33 (ddd, J = 7.8, 2.1, 0.3 Hz, 1H), 7.27 - 7.23 (m, 2H), 7.11 (d, J = 6.9 Hz,
1H), 4.48 (s, 2H), 4.12 (s, 1H), 4.06 (s, 1H), 3.78 - 3.63 (m, 4H), 3.13 - 2.90
(m, 4H), 2.72 (s, 3H), 1.96 - 1.79 (m, 8H)O

MS: [M+H]+ = 707.2 (calc = 707.2993) (MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.38 (dd, J = 8.1, 3.2 Hz, 1H), 8.08 (d, J = 3.1 Hz,
1H), 8.03 (d, J = 7.4 Hz, 1H), 7.91 (s, 1H), 7.65 - 7.44 (m, 6H), 7.40 - 7.34 (m
, 1H), 7.20 (d, J = 7.9 Hz, 2H), 4.24 (br s, 1H), 4.18 - 4.03 (m, 3H), 3.83 - 3.
20 (m, 8H), 2.87 (s, 3H), 2.64 (s, 3H), 2.48 (br s, 2H), 1.98 - 1.75 (m, 6H), 1.
73 - 1.57 (m, 2H)O

MS: [M+H]+ = 657.3 (calc = 657.3023) (MultiMode+)
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MS: [M+H]+ = 456 (MultiMode+)
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TH NMR (400 MHz, CDCl3) & 8.36 (dd, J = 8.2, 3.1 Hz, 1H), 8.07 (d, J = 3.1 Hz,
1H), 7.87 (d, J = 6.7 Hz, 1H), 7.64 (dt, J = 7.5, 1.5 Hz, 1H), 7.55 (t, J = 1.8
Hz, 1H), 7.22 - 7.14 (m, 2H), 6.69 (d, J = 7.7 Hz, 1H), 6.53 (s, 1H), 4.26 - 4.1
7 (m, 1H), 4.12 - 4.03 (m, 1H), 3.78 (s, 3H), 2.28 (s, 3H), 1.95 - 1.73 (m, 6H),
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1.67 - 1.58 (m, 2H)

MS: [M+H]+ = 578 (MultiMode+)O
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14 NMR (400 MHz, CDClZ) & 8.36 (dd, J = 8.3, 3.2 Hz, 1H), 8.10 - 8.04 (m, 2H),
7.74 (dd, J = 6.4, 1.0 Hz, 1H), 7.56 (d, J = 2.3 Hz, 1H), 7.49 (t, J = 7.8 Hz, 1
H), 7.29 (ddd, J = 8.1, 2.5, 1.1 Hz, 1H), 6.65 (d, J = 7.4 Hz, 1H), 6.51 (s, 1H)

, 4.26 - 4.17 (m, 1H), 4.11 - 4.03 (m,

1H), 3.75 (s, 3H), 2.27 (s, 3H), 1.94 - 1

.73 (m, 6H), 1.67 - 1.56 (m, 2H), 1.32 (s, 12H)O

MS: [M+H]+ = 578 (MultiMode+)
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14 NMR (400 MHz, CDClZ) & 7.26 (dd, J = 8.7, 2.3 Hz, 1H), 7.09 (d, J = 2.3 Hz,
1H), 6.70 (d, J = 8.5 Hz, 1H), 3.64 (s, 2H), 3.00 - 2.90 (m, 2H), 2.87 - 2.80 (m
, 2H), 1.74 (t, J = 10.9 Hz, 2H), 1.05 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 300 (MultiMode+)O
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H NMR (500 MHz, CDCl;) & 8.47 (d, J = 7.4 Hz, 1H), 8.13 (d, J = 3.1 Hz, 1H), 8
.08 (dd, J = 7.9, 2.9 Hz, 1H), 7.49 - 7.41 (m, 5H), 7.37 - 7.34 (m, 1H), 7.12 (d
, J=7.6 Hz, 1H), 6.86 (d, J = 8.8 Hz, 1H), 6.42 (s, 1H), 4.16 - 4.10 (m, 1H),
3.98 - 3.91 (m, 1H), 3.86 (s, 2H), 3.72 (s, 3H), 3.51 - 3.40 (m, 3H), 2.34 - 2.2
5 (m, 6H), 1.92 - 1.77 (m, 6H), 1.74 - 1.63 (m, 2H), 1.29 (d, J = 6.6 Hz, 8H)O
MS: [M+H]+ = 670.3 (calc = 670.3517) (MultiMode+)
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TH NMR (400 MHz, CDCl3) & 10.05 (s, 1H), 8.39 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 (
d, J = 3.1 Hz, 1H), 8.04 (d, J = 6.9 Hz, 1H), 7.92 - 7.88 (m, 2H), 7.76 - 7.72 (
m 2H), 7.62 - 7.55 (m, 2H), 7.47 - 7.45 (m, 1H), 7.25 - 7.20 (m, 1H), 6.67 (d, J
= 7.4 Hz, 1H), 6.51 (s, 1H), 4.30 - 4.27 (m, 1H), 4.10 - 4.01 (m, 1H), 3.66 (s,
3H), 2.26 (s, 3H), 1.98 - 1.76 (m, 6H), 1.70 - 1.56 (m, 2H)O

MS: [M+H]+ = 556 (MultiMode+)
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IH NMR (400 MHz, CDClZ) & 8.37 (dd, J = 8.2, 3.1 Hz, 1H), 8.07 (d, J = 3.1 Hz,
1H), 8.00 (d, J = 6.9 Hz, 1H), 7.63 (d, J = 8.2 Hz, 2H), 7.59 - 7.43 (m, 4H), 7.
39 - 7.35 (m, 1H), 7.22 - 7.17 (m, 1H), 6.70 (d, J = 7.7 Hz, 1H), 6.49 (s, 1H),
4.25 - 4.17 (m, 1H), 4.11 (s, 1H), 4.09 - 4.01 (m, 1H), 3.76 - 3.66 (m, 4H), 3.3
1 (d, J = 10.8 Hz, 2H), 3.15 (t, J = 12.0 Hz, 2H), 2.26 (s, 3H), 1.95 - 1.74 (m,

6H),

1.69 - 1.57 (m, 2H), 1.33 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 654.4 (calc = 654.3568) (MultiMode+)
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MS: APCI(+ve) 174 (M+1)
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14 NMR (400 MHz, DMSO) & 8.33 (d, J = 7.3 Hz, 1H), 8.26 (d, J = 3.1 Hz, 1H), 8.
25 (s, 1H), 8.04 (m, 1H), 7.63 (d, J = 8.0 Hz, 1H), 7.49 (m, 1H), 7.26 - 6.85 (m
, 6H), 4.70 (s, 2H), 4.38 - 4.17 (m, 1H), 3.99 (m, 1H), 3.87 (m, 1H), 3.82 - 3.0
3 (m, 7H), 3.41 (s, 3H), 2.81 - 2.48 (m, 2H), 1.81 - 1.60 (m, 8H)O

MS: APCI(+ve) 676 (M+1)
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H NMR (400 MHz, CDCl3) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.11 - 8.05 (m, 3H),
7.56 - 7.50 (m, 4H), 7.41 - 7.32 (m, 5H), 7.22 - 7.14 (m, 2H), 6.67 (d, J = 6.9
Hz, 1H), 4.28 - 4.21 (m, 1H), 4.20 - 4.14 (m, 1H), 2.75 - 2.69 (m, 6H), 2.66 - 2
.63 (m, 2H), 2.60 (s, 3H), 2.39 (s, 3H), 1.98 - 1.64 (m, 12H).
MS: [M+H]+ = 690.3 (calc = 690.3568) (MultiMode+)
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MS: [M+H]+ = 575 (MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.47 (d, J = 7.3 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.06 (dd, J = 8.0, 3.1 Hz, 1H), 7.96 (s, 1H), 7.80 - 7.75 (m, 1H), 7.51 - 7.42 (m
, 2H), 7.37 - 7.35 (m, 1H), 7.18 - 7.15 (m, 1H), 7.03 (s, 1H), 6.94 (t, J = 2.0 40
Hz, 1H), 6.76 (s, 1H), 4.16 - 4.10 (m, 1H), 3.98 - 3.91 (m, 1H), 3.61 (s, 2H), 3
.42 - 3.32 (m, 2H), 3.12 - 3.07 (m, 3H), 2.62 (s, 3H), 2.12 (t, J = 11.8 Hz, 2H)
, 1.91 - 1.78 (m, 6H), 1.76 - 1.64 (m, 2H), 1.25 (d, J = 6.7 Hz, 6H)

MS: [M+H]+ = 673.3 (calc = 673.2972)(MultiMode+)
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MS: [M+H]+ = 572 (MultiMode+)
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H NMR (400 MHz, CD50D) & 8.45 (d, J = 7.2 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.06 (dd, J = 7.9, 3.1 Hz, 1H), 7.51 - 7.42 (m, 3H), 7.38 - 7.36 (m, 1H), 7.16 (d

t, J=7.5, 1.9 Hz, 1H), 7.05 (s, 1H), 6.97 (t, J = 1.8 Hz, 1H), 6.78 (s, 1H), 6
.40 (s, 1H), 4.17 - 4.07 (m, 1H), 3.97 - 3.88 (m, 1H), 3.71 (s, 3H), 3.70 - 3.67
(m, 2H), 3.47 - 3.35 (m, 2H), 3.16 (dd, J = 12.9, 2.2 Hz, 2H), 2.26 (s, 3H), 2.

22 (s, 1H), 2.19 (s, 1H), 1.91 - 1.76 (m, 6H), 1.74 - 1.62 (m, 2H), 1.27 (d, J =
6.7 Hz, 6H)O

MS: [M+H]+ = 670.4 (calc = 670.3517) (MultiMode+)
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MS: [M-H]+ = 532 (MultiMode+)
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TH NMR (300 MHz, CDClZ) & 8.37 (dd, J = 3.1, 7.8 Hz, 1H), 8.08 - 8.03 (m, 2H),
7.56 - 7.53 (m, 4H), 7.42 - 7.35 (m, 3H), 7.15 - 7.10 (m, 1H), 4.38 - 4.31 (m, 1
H), 4.22 - 4.14 (m, 1H), 3.65 - 3.57 (m, 1H), 3.54 (s, 2H), 3.00 - 2.93 (m, 2H),
2.79 (d, J = 16.3 Hz, 2H), 1.85 - 1.61 (m, 11H), 1.41 (s, 9H), 1.04 (d, J = 6.4
Hz, 6H)O
MS: [M+H]+ = 632 (MultiMode+)
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MS: [M-H]+ = 532 (MultiMode+)
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H NMR (400 MHz, DMSO) & 8.82 - 8.80 (m, 1H), 8.37 - 8.35 (m, 2H), 8.26 (d, J =
3.1 Hz, 1H), 8.06 (dd, J = 3.1, 7.8 Hz, 1H), 7.74 (d, J = 7.9 Hz, 1H), 7.68 - 7
.61 (m, 4H), 7.54 - 7.45 (m, 4H), 7.40 (d, J = 7.9 Hz, 2H), 7.23 - 7.20 (m, 1H),
3.40 - 3.32 (m, 2H), 3.15 - 3.08 (m, 2H), 2.52 - 2.47 (m, 3H), 2.33 - 2.32 (m,
2H), 1.79 - 1.69 (m, 9H), 1.18 (d, J = 6.7 Hz, 6H)O

MS: [M+H]+ = 694.3 (calc = 694.3317) (MultiMode+)
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MS: [M+H]+ = 575 (MultiMode+)
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IH NMR (400 MHz, CDLOD) & 8.47 (d, J = 7.2 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8
.06 (dd, J = 7.9, 3.1 Hz, 1H), 7.95 (s, 1H), 7.81 - 7.75 (m, 1H), 7.51 - 7.40 (m

, 4H), 7.37 - 7.34 (m, 1H), 7.13 - 7.10 (m, 1H), 6.88 (d, J = 8.2 Hz, 1H), 4.17

- 4.09 (m, 1H), 4.02 (s, 2H), 3.99 - 3.92 (m, 1H), 3.58 - 3.47 (m, 2H), 3.40 - 3

.32 (m, 2H), 2.62 (s, 3H), 2.53 (t, J = 12.4 Hz, 2H), 1.93 - 1.78 (m, 6H), 1.77

- 1.64 (m,

2H), 1.30 (d, J = 6.7 Hz, 6H)

MS: [M+H]+ = 673.3 (calc = 673.2972) (MultiMode+)
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Biotage( 000 0DODOODCOODOD)IOOODOOOOOOOODOOODOODOOOO
00000000 .000
MS: [M+H]+ = 575 (MultiMode+)
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IH NMR (400 MHz, CD50D) & 8.50 (d, J = 7.1 Hz, 1H), 8.13 (d, J = 3.1 Hz, 1H), 8
.08 (dd, J = 7.9, 3.1 Hz, 1H), 7.96 (s, 1H), 7.46 - 7.38 (m, 4H), 7.27 (dd, J =

7.7, 1.5 Hz, 1H), 7.14 (dt, J = 7.9, 2.0 Hz, 1H), 7.06 (dd, J = 7.4, 1.4 Hz, 1H)
, 6.86 (t, J = 9.3 Hz, 1H), 4.18 - 4.17 (m, 1H), 3.99 - 3.91 (m, 1H), 3.79 (s, 2
H), 3.47 - 3.45 (m, 2H), 3.38 - 3.32 (m, 2H), 3.14 - 3.08 (m, 2H), 2.54 (s, 3H),
2.12 (t, J = 12.3 Hz, 2H), 1.94 - 1.77 (m, 6H), 1.73 - 1.60 (m, 2H), 1.23 (d, J
= 6.7 Hz, 6H)

MS: [M+H]+ = 673.2 (calc = 673.2972) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 8.33 (d, J = 6.9 Hz, 1H), 8.26 (d, J = 3.1 Hz, 1H), 8.
18 (s, 1H), 8.05 (dd, J = 7.3, 3.1 Hz, 1H), 7.64 (d, J = 8.2 Hz, 2H), 7.58 (d, J
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= 7.9 Hz, 1H), 7.52 - 7.48 (m, 3H), 7.37 (d, J = 7.9 Hz, 2H), 7.21 - 7.18 (m, 1

H), 4.70 (s, 2H), 3.36 - 3.27 (m, 2H), 3.05 - 2.97 (m, 2H), 2.53 - 2.47 (m, 6H),

2.15 - 2.03 (m, 2H), 1.80 - 1.63 (m, 8H), 1.17 (d, J = 8.9 Hz, 6H)O

MS: [M+H]+ = 673.2 (calc = 673.2)(MultiMode+)
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14 NMR (400 MHz, DMSO) & 8.61 (d, J = 11.5 Hz, 1H), 8.35 (d, J = 6.9 Hz, 1H), 8
.26 (d, J = 2.8 Hz, 1H), 8.07 (dd, J = 3.1, 7.3 Hz, 1H), 7.78 - 7.65 (m, 4H), 7.
53 - 7.50 (m, 3H), 7.36 (d, J = 7.7 Hz, 2H), 7.30 (t, J = 7.7 Hz, 1H), 7.23 - 7.
21 (m, 1H), 7.02 (t, J = 6.9 Hz, 1H), 6.98 (s, 1H), 3.38 - 3.28 (m, 2H), 3.10 -
3.04 (m, 2H), 2.56 - 2.44 (m, 4H), 2.23 - 2.14 (m, 2H), 1.84 - 1.67 (m, 9H), 1.1
7 (d, J = 10.4 Hz, 6H)O

MS: [M+H]+ = 676.3 (calc = 676.3411)(MultiMode+)
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MS: [M+H]+=556 (MultiMode+)O
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TH NMR (400 MHz, CDCl3) & 8.11 (d, J = 3.1 Hz, 1H), 8.06 (dd, J = 7.9, 3.1 Hz,
1H), 7.61 (s, 1H), 7.58 (d, J = 7.7 Hz, 1H), 7.51 - 7.49 (m, 2H), 7.44 - 7.34 (m
, 3H), 7.21 - 7.15 (m, 1H), 6.40 (s, 1H), 4.15 - 4.07 (m, 1H), 3.98 - 3.09 (m, 1
H), 3.85 (s, 2H), 3.70 (s, 3H), 3.51 - 3.39 (m, 2H), 3.22 (dd, J = 12.9, 2.2 Hz,
2H), 2.36 (t, J = 12.2 Hz, 2H), 2.25 (s, 3H), 1.89 - 1.75 (m, 6H), 1.74 - 1.62
(m, 2H), 1.27 (d, J = 6.7 Hz, 6H)O

MS: [M+H]+ = 654.3 (calc = 654.3568) (MultiMode+)
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TH NMR (400 MHz, CDCl3) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.12 - 8.08 (m, 2H),
7.90 (s, 1H), 7.55 - 7.47 (m, 4H), 7.38 - 7.36 (m, 1H), 7.25 - 7.20 (m, 3H), 7.1
6 - 7.13 (m, 1H), 4.28 - 4.22 (m, 1H), 4.10 - 4.06 (m, 1H), 3.73 - 3.67 (m, 2H),
2.74 (t, J = 7.7 Hz, 2H), 2.60 (s, 3H), 1.96 - 1.79 (m, 8H), 1.69 - 1.61 (m, 2H
)
0o0oo
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TH NMR (400 MHz, CDClZ) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.11 - 8.07 (m, 2H),

7.90 (s, 1H), 7.56 - 7.49 (m, 4H), 7.37 (d, J = 2.1 Hz, 1H), 7.24 - 7.19 (m, 3H)
, 7.15 (dt, J = 7.4, 2.1 Hz, 1H), 4.27 - 4.22 (m, 3H), 4.12 - 4.04 (m, 1H), 3.01
(s, 3H), 2.78 (t, J = 7.6 Hz, 2H), 2.61 (s, 3H), 2.15 - 2.05 (m, 2H), 1.96 - 1.

80 (m, 6H), 1.69 - 1.63 (m, 2H)O
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H NMR (400 MHz, CDCl3) & 13.09 (s, 1H), 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.09 -
8.07 (m, 2H), 7.90 (s, 1H), 7.56 - 7.48 (m, 4H), 7.36 (t, J = 1.9 Hz, 1H), 7.21
- 7.18 (m, 3H), 7.16 (dtd, J = 7.5, 1.8, 0.2 Hz, 1H), 4.28 - 4.22 (m, 1H), 4.11
4.05 (m, 1H), 3.87 - 3.81 (m, 2H), 3.08 - 3.01 (m, 2H), 2.76 - 2.70 (m, 4H),
2.61 (s, 3H), 2.18 - 2.10 (m, 4H), 2.07 - 2.01 (m, 2H), 1.95 - 1.79 (m, 6H), 1.6
7 - 1.62 (m, 2H)O
MS: [M+H]+ = 642.2 (calc
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H NMR (400 MHz, CDCl3;) & 8.35 (dd, J = 8.1, 3.2 Hz, 1H), 8.09 - 8.06 (m, 2H),
7.89 (s, 1H), 7.55 - 7.47 (m, 4H), 7.35 - 7.34 (m, 1H), 7.21 (d, J = 7.9 Hz, 1H)
, 7.19 - 7.14 (m, 3H), 4.25 - 4.20 (m, 1H), 4.08 - 4.01 (m, 1H), 3.60 - 3.54 (m,
4H), 3.47 - 3.42 (m, 4H), 3.02 - 2.97 (m, 2H), 2.70 (t, J = 7.3 Hz, 2H), 2.60 (
s, 3H), 2.09 - 2.01 (m, 2H), 1.93 - 1.77 (m, 6H), 1.68 - 1.58 (m, 2H)O

MS: [M+H]+ = 657.2 (calc = 657.3023) (MultiMode+)
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1H NMR (400 MHz, CDCl3) & 8.37 (dd, J = 8.2, 3.1 Hz, 1H), 8.11-8.07 (m, 2H), 7.
91 (s, 1H), 7.56 - 7.48 (m, 4H), 7.36 (s, 1H), 7.25 - 7.15 (m, 4H), 4.24 (s, 1H)
, 4.11 - 4.04 (m, 1H), 3.85 - 3.78 (m, 2H), 3.46 (d, J = 10.0 Hz, 2H), 3.27 (t,
J = 12.0 Hz, 2H), 3.08 - 3.02 (m, 2H), 2.75 - 2.69 (m, 2H), 2.62 (s, 3H), 2.14 -
2.07 (m, 2H), 1.95 - 1.79 (m, 6H), 1.69 - 1.60 (m, 2H), 1.36 (d, J = 5.1 Hz, 6H
)O

MS: [M+H]+ = 685.3 (calc = 685.3336) (MultiMode+)
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1H NMR (300 MHz, CDClg) & 8.06 (s, 1H), 4.46 - 4.33 (m, 6H), 3.11 (q, J = 7.6 H
z, 4H)O
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IH NMR (400 MHz, CDCl3) & 8.17 (s, 1H), 5.65 - 5.55 (m, 1H), 3.11 (g, J = 7.5 H
z, 2H), 1.43 (t, J = 7.6 Hz, 3H)O
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14 NMR (400 MHz, DMSO) & 8.36 (d, J = 7.4 Hz, 1H), 8.26 (d, J = 3.1 Hz, 1H), 8.
11 (s, 1H), 8.05 (dd, J = 7.8, 3.1 Hz, 2H), 7.67 (d, J = 8.2 Hz, 2H), 7.57 - 7.4
9 (m, 4H), 7.44 (d, J = 7.9 Hz, 2H), 7.24 - 7.19 (m, 1H), 3.43 - 3.39 (m, 2H), 3
.17 - 3.15 (m, 2H), 2.98 (q, J = 7.5 Hz, 2H), 2.52 - 2.49 (m, 4H), 2.34 - 2.31 (
m, 2H), 1.77 - 1.67 (m, 8H), 1.29 (t, J = 7.6 Hz, 3H), 1.20 (d, J = 6.4 Hz, 6H)
0

MS: [M+H]+ = 671.2 (calc = 671.3179) (MultiMode+)
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[M+H]+ = 572 (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.12 (d, J = 3.1 Hz, 1H), 8.07 (dd, J = 7.9, 3.1 Hz,
1H), 7.52 - 7.38 (m, 5H), 7.13 - 7.09 (m, 1H), 6.91 (d, J = 9.2 Hz, 1H), 6.38 (s
, 1H), 4.16 (s, 2H), 4.14 - 4.09 (m, 1H), 3.94 - 3.86 (m, 1H), 3.70 (s, 3H), 3.5
7 - 3.32 (m, 8H), 2.25 (s, 3H), 1.92 - 1.72 (m, 6H), 1.72 - 1.59 (m, 2H), 1.33 (
d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 684.3 (calc = 684.3673) (MultiMode+)
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MS: [M+H]+ = 572 (MultiMode+)
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TH NMR (400 MHz, CD50D) & 8.11 (d, J = 3.1 Hz, 1H), 8.08 (dd, J = 7.9, 3.1 Hz,
1H), 7.47 (t, J = 7.8 Hz, 1H), 7.41 - 7.35 (m, 2H), 7.30 (dd, J = 7.7, 1.5 Hz, 1
H), 7.21 - 7.14 (m, 2H), 6.92 (t, J .6 Hz, 1H), 6.48 - 6.35 (m, 1H), 4.15 - 4
.08 (m, 1H), 4.04 (s, 2H), 3.97 - 3.87 (m, 1H), 3.64 (s, 3H), 3.52 - 3.42 (m, 2H
), 3.37 - 3.30 (m, 2H), 2.52 (t, J = 12.4 Hz, 2H), 2.24 (s, 3H), 1.94 - 1.74 (m,
6H), 1.72 - 1.59 (m, 2H), 1.27 (d, J = 6.4 Hz, 6H)O
MS: [M+H]+ = 670.3 (calc = 670.3517)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.37 (dd, J = 8.2, 3.1 Hz, 1H), 8.11 - 8.05 (m, 2H),
7.55 - 7.47 (m, 4H), 7.37 - 7.35 (m, 1H), 7.25 - 7.22 (m, 2H), 7.16 - 7.12 (m, 1
H), 6.67 (d, J = 7.7 Hz, 1H), 6.50 (s, 1H), 4.27 - 4.19 (m, 1H), 4.12 - 4.01 (m,
1H), 3.70 (t, J = 6.3 Hz, 2H), 3.66 (s, 3H), 2.74 (t, J = 7.8 Hz, 2H), 2.25 (s,
3H) 1.95 - 1.75 (m, 6H), 1.67 - 1.54 (m, 4H)O
MS: [M+H]+ = 586 (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.45 (d, J = 7.6 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8
.07 (dd, J = 7.9, 3.1 Hz, 1H), 7.54 - 7.47 (m, 4H), 7.23 (d, J = 8.2 Hz, 2H), 7.
15 - 7.11 (m, 1H), 6.41 (s, 1H), 4.22 (t, J = 6.3 Hz, 2H), 4.16 - 4.08 (m, 1H),
3.97 - 3.90 (m, 1H), 3.69 (s, 3H), 3.03 (s, 3H), 2.75 (t, J = 7.6 Hz, 2H), 2.25
(s, 3H) 2.08 - 2.00 (m, 2H), 1.90 - 1.76 (m, 6H), 1.73 - 1.62 (m, 2H)O
MS: [M+H]+ = 664 (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.10 (d, J = 3.1 Hz, 1H), 8.05 (dd, J = 8.1, 3.2 Hz,
1H), 7.55 - 7.51 (m, 2H), 7.48 - 7.46 (m, 2H), 7.41 - 7.39 (m, 1H), 7.26 (d, J =
8.2 Hz, 2H), 7.17 - 7.11 (m, 1H), 6.51 - 6.36 (m, 1H), 4.15 - 4.06 (m, 1H), 3.9
8 - 3.87 (m, 1H), 3.70 (s, 3H), 3.67 - 3.58 (m, 2H), 3.21 - 3.13 (m, 2H), 3.07 -
2.98 (m, 2H), 2.72 (t, J = 7.6 Hz, 2H), 2.17 - 1.92 (m, 6H) 1.90 - 1.75 (m, 6H)
, 1.73 - 1.62 (m, 2H)O
MS: [M+H]+ = 639.3 (calc = 639.3459) (MultiMode+)
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1H NMR (400 MHz, CD,0D) & 8.10 (d, J = 3.1 Hz, 1H), 8.05 (dd, J = 7.9, 3.1 Hz,
1H), 7.51 (d, J = 8.2, 2H), 7.46 (d, J = 4.9, 2H), 7.40 (s, 1H), 7.24 (d, J = 8.
2 Hz, 2H), 7.16 - 7.10 (m, 1H), 6.48 - 6.39 (m, 1H), 4.13 - 4.06 (m, 1H), 3.97 -
3.89 (m, 1H), 3.70 (s, 3H), 3.53 - 3.36 (m, 8H), 3.10 - 3.03 (m, 2H), 2.89 (s,
3H), 2.71 (t, J = 7.4 Hz, 2H), 2.25 (s, 3H), 2.07 - 1.98 (m, 2H), 1.89 - 1.73 (m
, 6H), 1.73 - 1.61 (m, 2H)O
MS: [M+H]+ = 668.3 (calc = 668.3724) (MultiMode+)
oooooao
ooooao
oo@oo,00)oo(@,0ooo0DoDoODOoDoDo0o0DO0oo0ooooOoODoDoODO0OO00O0Oo)o
ocoooooH)yY ooo@so@oEoo,oo)Y oo, 0ooooooooooooooog)
O
O

/
N’N
.

ooOoH)ooooooooooobo)yoooooooobooooao

googao

/
N"N
L/

H
N
T
Fu I\N o
\ H
=
N7 0

Ii]'l u'il r/!\NH
N
0000000000000 @0@OQIO,00)O0O@,0000000000
0000000 ooDooDOooOoo)oooooDbOooooooo)H)oooooooooao
0000000 O0O)YdOOoOOODOoDODODODO))ODO0ODODODOODOO0ODO0DO@OOmgO O .0
Ommol)0 (DO ,0O0)ID0,00000000000(CDO.OmgdO .00mmol)0 000
ooodooo@dmboDOooODOo0DODOoDoODOoOO0OoDoOooDooDOoDODOoo0DOooDoDoOooDooDooDooDad
gooDoo0oboooobooooDbooboDbobo0oboDDbOodmg
TH NMR (400 MHz, CDClZ) & 8.11 - 8.07 (m, 1H), 8.07 - 8.02 (m, 1H), 7.51 (d, J
= 6.9 Hz, 2H), 7.46 (d, J = 3.8 Hz, 2H), 7.39 (s, 1H), 7.24 (d, J = 7.2 Hz, 2H),
7.16 - 7.09 (m, 1H), 6.43 (s, 1H), 4.15 - 4.04 (m, 1H), 3.98 - 3.86 (m, 1H), 3.
73 - 3.56 (m, 6H), 3.04 (t, J = 7.6 Hz, 2H), 2.82 (t, J = 12.8 Hz, 2H), 2.71 (t,
J=7.2 Hz, 2H), 2.24 (s, 3H), 2.09 - 1.99 (m, 2H), 1.90 - 1.72 (m, 6H), 1.72 -
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1.61 (m, 2H), 1.35 (d, J = 6.2 Hz, 6H)O
MS: [M+H]+ = 682.3 (calc = 682.3881)(MultiMode+)
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1H NMR (400 MHz, CD,0D) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 (d, J = 3.3 Hz,
1H), 8.06 (s, 1H), 7.56 - 7.48 (m, 3H), 7.38 - 7.35 (m, 1H), 7.29 (s, 1H), 7.15
(dat, 3 =7.4, 2.1 Hz, 1H), 6.67 (d, J = 7.4 Hz, 1H), 6.51 (d, J = 0.8 Hz, 1H), 4
.27 - 4.19 (m, 1H), 3.93 - 3.86 (m, 1H), 3.67 (s, 3H), 2.90 (t, J = 6.5 Hz, 2H),
2.25 (s, 3H) 1.95 - 1.75 (m, 6H), 1.67 - 1.59 (m, 2H)O

MS: [M+H]+ = 572 (MultiMode+)
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MS: [M+H]+ = 650 (MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.08 (d, J = 2.8 Hz, 1H), 8.04 (dd, J = 7.9, 3.1 Hz,
1H), 7.54 (d, J = 7.9 Hz, 2H), 7.46 (d, J = 4.6 Hz, 2H), 7.41 (s, 1H), 7.29 (d,

J = 8.2 Hz, 2H), 7.15 - 7.10 (m, 1H), 6.42 (s, 1H), 4.13 - 4.05 (m, 1H), 3.96 -

3.87 (m, 1H), 3.67 (s, 3H), 3.34 - 3.19 (m, 4H), 3.07 - 3.00 (m, 2H), 2.88 (t, J
= 12.3 Hz, 2H), 2.24 (s, 3H), 1.90 - 1.73 (m, 6H), 1.72 - 1.60 (m, 2H), 1.38 (d
, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 668.3 (calc = 668.3724) (MultiMode+)
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TH NMR (400 MHz, CDCl3) & 8.11 (d, J = 3.1 Hz, 1H), 8.06 (dd, J = 7.9, 3.1 Hz,
1H), 7.54 (d, J = 8.2 Hz, 2H), 7.47 (d, J = 4.9 Hz, 2H), 7.42 - 7.39 (m, 1H), 7.
30 (d, J = 8.2 Hz, 2H), 7.18 - 7.12 (m, 1H), 6.42 (s, 1H), 4.14 - 4.06 (m, 1H),
3.97 - 3.90 (m, 1H), 3.71 (s, 3H), 3.59 - 3.31 (m, 9H), 3.22 - 3.15 (m, 2H), 3.0
3-2.96 (m, 2H), 2.25 (s, 3H), 1.91 - 1.74 (m, 6H), 1.73 - 1.61 (m, 2H), 1.35 (
d, J = 6.7 Hz, 6H)O
MS: [M+H]+ = 682.3 (calc
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4.9 Hz, 1H), 7.74 - 7.43 (m, 5H), 7.26 - 7.20 (m, 2H), 4.13 - 3.88 (m, 4H), 3.67

(s, 2H), 2.
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MHz, DMSO) & 8.98 - 8.86 (m, 1H), 8.81 - 8.79 (m, 1H), 8.38 - 8.34
6 (d, J = 4.6 Hz, 1H), 8.07 (dd, J = 6.6, 6.6 Hz, 1H), 7.80 (d, J =

52 - 2.47 (m, 7H), 1.81 - 1.66 (m, 8H), 1.16 (d, J = 18.2 Hz, 6H)O
717.3 (calc = 710.3266) (MultiMode+)
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1H NMR (400 MHz, DMSO) & 8.39 - 8.37 (m, 2H), 8.25 (d, J = 3.1 Hz, 1H), 8.05 (d

d, J =7.9, 3.1 Hz, 1H), 7.95 - 7.93 (m, 1H), 7.61 (s, 1H), 7.54 - 7.42 (m, 5H),
7.38 (s, 1H), 7.16 - 7.11 (m, 2H), 6.99 - 6.94 (m, 3H), 3.50 - 3.43 (m, 2H), 3.

36 - 3.33 (m, 2H), 2.66 (s, 3H), 2.50 - 2.49 (m, 6H), 1.81 - 1.71 (m, 8H), 1.20
(d, J = 6.7 Hz, 6H)O

MS: [M+H]+ = 706.3 (calc = 706.3517) (MultiMode+)
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TH NMR (400 MHz, CDCl3) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.11 - 8.07 (m, 2H),

7.90 (s, 1H), 7.55 - 7.49 (m, 4H), 7.37 (t, J = 1.8 Hz, 1H), 7.28 (s, 1H), 7.20
(d, J =7.7 Hz, 1H), 7.15 (dt, J = 7.4, 2.1 Hz, 1H), 4.27 - 4.22 (m, 1H), 4.12 -
4.04 (m, 1H), 3.92 - 3.87 (m, 2H), 2.90 (t, J = 6.5 Hz, 2H), 2.61 (s, 3H), 1.96
- 1.79 (m, 6H), 1.69 - 1.62 (m, 2H)O

MS: [M+H]+ = 575 (MultiMode+)
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TH NMR (300 MHz, CDCl;) & 8.38 (dd, J = 8.3, 3.1 Hz, 1H), 8.10 - 8.06 (m, 2H),
7.90 (s, 1H), 7.57 - 7.49 (m, 4H), 7.38 (d, J = 1.7 Hz, 1H), 7.30 - 7.25 (m, 2H)
, 7.23 - 7.14 (m, 2H), 4.44 (t, J = 6.8 Hz, 2H), 4.28 - 4.21 (m, 1H), 4.13 - 4.0
3 (m, 1H), 3.09 (t, J = 6.8 Hz, 2H), 2.91 (s, 3H), 2.61 (s, 3H), 1.98 - 1.78 (m,
6H), 1.71 - 1.62 (m, 2H)O
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H NMR (400 MHz, CDCl;) & 8.37 - 8.33 (m, 1H), 8.13 (d, J = 7.4 Hz, 1H), 8.09 (
d, J = 1.6 Hz, 1H), 7.94 (s, 1H), 7.57 - 7.49 (m, 4H), 7.39 - 7.35 (m, 2H), 7.27
(d, J =8.2 Hz, 2H), 7.17 (dd, J = 7.7, 1.8 Hz, 1H), 4.25 - 4.21 (m, 1H), 4.10
- 4.06 (m, 1H), 3.70 - 3.63 (m, 2H), 3.48 - 3.38 (m, 2H), 3.25 - 2.95 (m, 6H), 2
.63 (s, 3H), 1.97 - 1.88 (m, 4H), 1.87 - 1.79 (m, 2H), 1.71 - 1.63 (m, 2H), 1.39
(dd, J = 6.7, 1.8 Hz, 6H)O
MS: [M+H]+ = 671.3 (calc = 671.3179) (MultiMode+)
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TH NMR (400 MHz, CDClz) & 8.47 (d, J = 7.2 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8
.06 (d, J = 7.9 Hz, 1H), 7.96 (s, 1H), 7.79 (d, J = 7.9 Hz, 1H), 7.57 (d, J = 8.

2 Hz, 2H), 7.50 - 7.46 (m, 2H), 7.43 - 7.40 (m, 1H), 7.31 (d, J = 8.2 Hz, 2H), 7
.19 - 7.13 (m, 1H), 4.17 - 4.09 (m, 1H), 4.01 - 3.93 (m, 1H), 3.71 (s, 3H), 3.57
- 3.43 (m, 4H), 3.42 - 3.34 (m, 2H), 3.09 - 3.00 (m, 2H), 2.95 (s, 3H), 2.33 -

2.23 (m, 2H), 2.61 (s, 3H), 1.92 - 1.78 (m, 6H), 1.77 - 1.65 (m, 2H)O

MS: [M+H]+ = 671.3 (calc = 671.3179)(MultiMode+)
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14 NMR (500 MHz, DMSO) & 8.31 (d, J = 7.1 Hz, 1H), 8.26 (d, J = 3.1 Hz, 1H), 8.
07 - 8.03 (m, 2H), 7.59 (s, 2H), 7.49 - 7.44 (m, 2H), 7.37 (s, 1H), 7.14 (d, J =
13.9 Hz, 1H), 4.01 - 3.98 (m, 1H), 3.88 - 3.84 (m, 1H), 3.37 (s, 2H), 2.66 - 2.
62 (m, 2H), 2.50 - 2.50 (m, 7H), 2.41 (s, 3H), 2.38 - 2.35 (m, 1H), 1.83 - 1.79
(m, 4H), 1.69 - 1.66 (m, 4H), 1.18 (d, J = 6.4 Hz, 6H)O
MS: [M+H]+ = 673.2 (calc = 673.2972)(MultiMode+)
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IH NMR (400 MHz, CD50D) & 8.10 (d, J = 3.1 Hz, 1H), 8.06 (dd, J = 7.9, 3.1 Hz,
1H), 7.86 - 7.76 (m, 2H), 7.58 - 7.48 (m, 2H), 7.46 - 7.42 (m, 2H), 7.39 - 7.34
(m, 2H), 7.15 - 7.10 (m, 1H), 6.90 (d, J = 8.5 Hz, 1H), 4.19 (s, 2H), 4.17 - 4.1
1 (m, 1H), 4.03 - 3.94 (m, 1H), 3.67 - 3.56 (m, 2H), 3.51 (d, J = 12.8 Hz, 2H),
2.78 (t, J = 12.3 Hz, 2H), 2.47 (s, 3H), 1.91 - 1.82 (m, 6H), 1.79 - 1.68 (m, 2H
), 1.33 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 667 (calc = 667.3408) (MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.48 (d, J = 7.4 Hz, 1H), 8.12 - 7.97 (m, 3H), 7.52 -
7.40 (m, 4H), 7.36 (s, 1H), 7.14 - 7.09 (m, 1H), 6.89 (d, J = 8.2 Hz, 1H), 4.17
- 4.10 (m, 1H), 4.03 (s, 2H), 4.00 - 3.92 (m, 1H), 3.56 - 3.47 (m, 2H), 3.37 (d
, J =13.1 Hz, 2H), 2.56 (t, J = 12.3 Hz, 2H), 1.91 - 1.78 (m, 6H), 1.78 - 1.65
(m, 2H), 1.38 - 1.25 (m, 12H)O

MS: [M+H]+ = 701.2 (calc = 701.3285)(MultiMode+)

Do0o0o0Q0

Doooo

0Do0oOoO,.0O0)DoDOo(@O@ O@OOo,.0o0)io.,.0ooooooooooooo
0D0)00O0)DO0'00000000O000O0O0NO0OOOOON) 0000000 O00O0O0n
Do)oo0OooO0OO0O0)Oo,O0,0,000000000000([0,000]0000000
0oooooo
Do0o0o0a0

;:>
’ N
H
o N\H/[N/
F. S N([ ] o]
| H
L
N 0

Yoo
NH
OHL\I/

,0,0,00doo0U0ooU0oQoUfEo.,.0oojpooooooooooo@o .Omg
O0OmmoDOODOODODOODOD@mU)ODOODOOOOOO@.OOOMLODO .O0mmol)
oooDoo @O0 .OmgU O .CCOmmoHOODODODODODODODODDODDODOODODDDODOOOOO
ooo@Uuo,.0o)yoooooooooooUooH)Y oD@ OWEoD,ooHYoo,
O0ooO0oooOooooOooo)ooo)ooooooooooooooooooo
Ybooooooooooooo@oOmgOO .OOmmoDODOOOOOOO@mL)O
oooDoo@.0o0dmOoC .COmmeHOOOODOO0OOOOOODODDOOOOOO
Oooooooooo@ompiooooooooooooooooE@oOoOgE)
o0ooo0oooooooOoooOoooOoooO0oooooooooooooDoooon
000000000 mg
H NMR (400 MHz, CD,0D) & 8.42 (d, J = 6.9 Hz, 1H), 8.11 - 8.06 (m, 2H), 7.75 (
s, 1H), 7.57 - 7.42 (m, 4H), 7.38 (s, 1H), 7.15 - 7.08 (m, 1H), 6.92 (d, J = 8.5
Hz, 1H), 4.16 - 4.07 (m, 5H), 3.98 - 3.89 (m, 1H), 3.62 - 3.52 (m, 2H), 3.44
, J =12.8 Hz, 2H), 2.95 (t, J = 6.2 Hz, 2H), 2.67 (t, J = 12.6 Hz, 2H), 2.10 -
1.64 (m, 12H), 1.32 (d, J = 6.7 Hz, 6H)O
MS: [M+H]+ = 696.4 (calc = 696.3673) (MultiMode+)
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), 7.15 - 7.11 (m, 1H), 7.06 (s, 1H), 6.92 (d, J = 8.2 Hz, 1H), 4.18 (s, 2H), 4.
17 - 4.11 (m, 1H), 3.98 - 3.90 (m, 4H), 3.66 - 3.56 (m, 2H), 3.52 (d, J = 13.3 H
z, 2H), 2.79 (t, J = 12.6 Hz, 2H), 1.96 - 1.76 (m, 6H), 1.75 - 1.63 (m, 2H), 1.3
3 (d, J =6.4 Hz, 6H)O
MS: [M+H]+ = 724.3 (calc
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TH NMR (400 MHz, CDCl3) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.12 - 8.04 (m, 3H),
7.56 - 7.46 (m, 4H), 7.41 - 7.36 (m, 2H), 7.33 (d, J = 7.9 Hz, 1H), 7.23 - 7.12
(m, 4H), 6.67 (d, J = 6.8 Hz, 1H), 4.30 - 4.12 (m, 2H), 3.68 (dd, J = 11.7, 6.3
Hz, 2H), 2.74 - 2.67 (m, 2H), 2.60 (s, 3H), 1.99 - 1.82 (m, 8H), 1.76 - 1.67 (m,
2H) O
MS: [M+H]+ = 622.2 (calc
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[M+H]+ = 700 (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.49 - 8.36 (m, 2H), 8.13 - 8.05 (m, 2H), 7.73 - 7.56
(m, 2H), 7.54 - 7.44 (m, 4H), 7.42 - 7.39 (m, 1H), 7.23 (d, J = 8.2 Hz, 2H), 7.
18 - 7.11 (m, 2H), 4.19 - 4.01 (m, 2H), 3.50 - 2.89 (m, 10H), 2.74 - 2.64 (m, 5H
), 2.06 - 1.72 (m, 10H)O
MS: [M+H]+ = 690.3 (calc = 690.3568) (MultiMode+)
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7.7 Hz, 1H), 7.84 (d, J = 8.2 Hz, 1H), 7.52 - 7.41 (m, 6H),

m, 2H), 7.91 (d, J =
7.38 (s, 1H), 7.16 - 7.
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10 (m, 1H), 6.87 (d, J = 8.5 Hz, 1H), 4.21 - 4.09 (m, 2H

), 4.07 (s, 2H), 3.62 - 3.49 (m, 2H), 3.41 (d, J = 12.8 Hz, 2H), 2.65 (t, J = 12

-4 Hz, 2H), 1.99 - 1.74
MS: [M+H]+ =
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692.3 (calc

(m, 8H), 1.30 (d, J = 6.7 Hz, 6H)O
= 692.336) (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.46 (d, J = 7.0 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8
.07 (dd, J = 7.9, 3.1 Hz, 1H), 7.54 - 7.52 (m, 1H), 7.51 - 7.40 (m, 4H), 7.36 -

7.34 (m, 1H), 7.16 - 7.08 (m, 2H), 6.88 (d, J = 8.2 Hz, 1H), 6.74 (d, J = 8.2 Hz
, 1H), 4.16 - 4.09 (m, 1H), 4.04 (s, 2H), 4.01 - 3.93 (m, 1H), 3.58 - 3.48 (m, 2
H), 3.39 (d, J = 11.3 Hz, 2H), 2.59 (t, J = 12.4 Hz, 2H), 2.22 (s, 3H), 1.90 - 1
.80 (m, 6H), 1.79 - 1.67 (m, 2H), 1.30 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 682.3 (calc = 682.3404) (MultiMode+)
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14 NMR (400 MHz, CDCI5) & 11.11 (s, 1H), 9.94 (s, 1H), 8.38 (dd, J = 8.2, 3.1 H
z, 1H), 8.07 (d, J = 3.1 Hz, 1H), 7.96 (d, J = 7.2 Hz, 1H), 7.64 (d, J = 8.2 Hz,
1H), 7.61 - 7.56 (m, 2H), 7.42 (t, J = 1.4 Hz, 1H), 7.28 - 7.19 (m, 3H), 4.42 -
4.34 (m, 1H), 4.21 - 4.15 (m, 1H), 3.65 - 3.59 (m, 1H), 1.88 - 1.67 (m, 6H), 1.
54 - 1.46 (m, 2H), 1.41 (s, 9H)O
MS: [M-H]- = 548 (MultiMode-)
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H NMR (400 MHz, CDCl3) & 8.37 (dd, J = 8.2, 3.1 Hz, 1H), 8.07 (d, J = 3.1 Hz,
1H), 8.04 (d, J = 7.4 Hz, 1H), 7.54 - 7.50 (m, 2H), 7.36 - 7.34 (m, 1H), 7.13 -
7.10 (m, 1H), 7.06 - 7.00 (m, 3H), 4.39 - 4.33 (m, 1H), 4.20 - 4.14 (m, 1H), 3.7
3 (s, 2H), 3.63 - 3.58 (m, 1H), 3.02 - 2.94 (m, 2H), 2.91 - 2.87 (m, 2H), 1.86 -
1.67 (m, 8H), 1.50 - 1.44 (m, 2H), 1.41 (s, 9H), 1.07 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+
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= 648 (MultiMode+)
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1H NMR (400 MHz, CDCl3) & 8.31 (dd, J = 8.2, 3.1 Hz, 1H), 8.25 (s, 1H), 8.11 -
8.05 (m, 2H), 7.75 (d, J = 9.2 Hz, 1H), 7.60 - 7.56 (m, 1H), 7.52 - 7.45 (m, 2H)
, 7.37 (t, 3 = 3.7 Hz, 1H), 7.27 (d, J = 8.2 Hz, 1H), 7.17 - 7.11 (m, 3H), 6.98
(d, J = 6.9 Hz, 1H), 4.24 - 4.17 (m, 4H), 3.74 - 3.67 (m, 2H), 3.41 - 3.33 (m, 2
H), 3.23 - 3.15 (m, 2H), 2.72 (s, 3H), 1.96 - 1.78 (m, 8H), 1.36 (d, J = 6.7 Hz,
6H)O
MS: [M+H]+
ogooooao

O
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= 706.3 (calc = 706.3517) (MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.48 (d, J = 7.4 Hz, 1H), 8.43 (d, J = 7.2 Hz, 1H), 8
.12 (d, J = 3.1 Hz, 1H), 8.06 (dd, J = 7.9, 3.1 Hz, 1H), 7.66 (d, J = 9.0 Hz, 1H
), 7.51 - 7.43 (m, 2H), 7.40 - 7.37 (m, 1H), 7.25 - 7.17 (m, 3H), 7.10 - 7.07 (m

, 2H), 6.97 - 6.93 (m, 2H), 4.17 - 4.11 (m, 1H), 4.07 (s, 1H), 4.04 - 3.99 (m, 1
H), 3.58 - 3.51 (m, 2H), 3.45 - 3.40 (m, 2H), 2.64 (t, J = 12.6 Hz, 2H), 1.92 -
1.70 (m, 8H), 1.31 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 692.2 (calc = 692.336)(MultiMode+)
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0D,0000000000000000)DO00)00000000000000000
000)0C00C0O0C0OO0DC0O0D0OO00OO00OO00OO0C0O00O00(@OOmgdO .00 mmol)O O
000O00O0(@.000mMOO0 . 00mmel)J000O00O00(@n)0O00O00O00O000O
000000000000 O0OmMOO000O0D0,0000000000000000000
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0000000000000 000000000000000000000000000¢0
0000000000000 O00000000000000000000000000mg
IH NMR (400 MHz, CD5OD) & 8.47 (d, J = 7.2 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8

.05 (dd, J = 7.9, 3.1 Hz, 1H), 7.96 (s, 1H), 7.80 (d, J = 9.0 Hz, 1H), 7.51 - 7.
43 (m, 2H), 7.37 (t, J = 1.8 Hz, 1H), 7.28 (d, J = 7.7 Hz, 1H), 7.18 (dt, J = 7.
9, 1.8 Hz, 1H), 7.11 - 7.08 (m, 2H), 4.14 - 4.11 (m, 1H), 4.09 (s, 2H), 4.00 - 3
.94 (m, 1H), 3.58 - 3.51 (m, 2H), 3.43 (d, J = 13.3 Hz, 2H), 2.67 - 2.60 (m, 5H)
, 1.88 - 1.67 (m, 84), 1.32 (d, J = 6.7 Hz, 6H)O

MS: [M+H]+ = 673.2 (calc = 673.2972) (MultiMode+)
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D0O0(@OO,00)000000000000N0)IOODOOODOOODO(@OOOONOon
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0000000000000 O00(@.000000.00mmol)J00O000O00D0O00(
0D.00mOCO0.00mmeD0OCOOCDOCODOOODOODOODOOODOODOO
000000000000 .0000000000000000000000(@ .00
0D0.0Ommol) 0000000000000 DOOOODOOOOOOOOOOOOOOOO
00000O00@OOmM)0O00O00O00O00O00O0,(QO0)0000000000000
(0000,)I0000000000000000000000000000.000
TH NMR (400 MHz, CDCl3) & 9.67 (s, 1H), 8.37 (dd, J = 8.1, 3.2 Hz, 1H), 8.22 -
8.18 (m, 1H), 8.11 - 8.07 (m, 2H), 7.95 (d, J = 6.9 Hz, 1H), 7.91 - 7.85 (m, 3H)
, 7.64 - 7.59 (m, 1H), 7.59 - 7.56 (m, 1H), 7.20 - 7.14 (m, 2H), 4.33 - 4.24 (m,
1H), 4.24 - 4.13 (m, 1H), 2.07 - 1.82 (m, 6H), 1.80 - 1.67 (m, 2H)O
MS: [M+H]+ = 612 (MultiMode+)O
Do0o0o0a0
Do(@)ooQOo,0o)§hoo@oooooooo(@o(@,o,01,0000000
0D00,0,000000000000000)00000)I000000)I00000
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00,0 000@O00000000)00000(@.000000.00mmeD0O0OD0
,0"000@O000000000)I000000O0ooo@NIooNoononooooan
0D@.000000.00mmol) 0000000000000 @OM)D0O0O00O0OO0
0000000000000 (@.000000.00mmol)D0O0 QOO ,00)I00 (0
00000000 (@OOO0O0O00O0O00)I000000)000000)d00000
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Doo0ooO0,0"00(@,0,0000000000)C.000000.00mmeD00O0
0000000000000 000000000O0(@OOmM)0000O000O00O0O0n
0000000000000 0000000000000000000000(@OO0

O ODO0DU0O0D0DOoDO0O0o0DoO0oOoU0oDoDoOoO0O0DBiotage(D DD OOODOOOODO)
gooooDoOooooDooOooooDoooooDooOooooDoooo.oood
ooooao
o@)H)ooo@eo ,0o0)H)yoop@oUooobooog(@o@ooopoooooo)
0O000oDo0oooooOo)ooDooOooO)Y oooooo)H)DoooDooooooo
oooo
copro,.0o) W oo@ooboooob@uouo@ ,b,0,0obDboogoogoDoO,
0,000000000000000)00D0OO)00D0D0OO0OO0O0)Y OoOoOoOooOo)dOd
ooooDoooooooooo@odmg0O .OOmoDDOODO@OOOOODODOO)T
ooooO(@.oooOnmcd . O0OmmoHOODOOOODOOO@OOMO O OO mmol)d
ooo@mu)boooco@dmp)booobooDDoooODo(@OooOoobDoboOoo
OHooooo @Y @omgOO . O0OmmoD)OD OO ODODODDODODODOODDOODOODDODOO
gooooo0ooooboOoooooooExOo)yYooouobooogoopbooguogbooo
oooooOD(@OoOoO0OggH)oooooOOODODDOODOO0DO0DO0DOOODOOBIoctage(DO0O0OO
00000000 oo)YoooDoDoOooooDoOooooDoDooUooDooDooooDooOoog
0oooidmg
1H NMR (400 MHz, CDCl3) & 9.51 (s, 1H), 8.39 (dd, J = 8.2, 3.3 Hz, 1H), 8.23 -
8.19 (m, 1H), 8.16 - 8.13 (m, 1H), 8.10 (d, J = 3.1 Hz, 1H), 7.96 (dd, J = 8.2,
1.5 Hz, 1H), 7.89 - 7.76 (m, 2H), 7.70 (d, J = 7.8 Hz, 1H), 7.51 (t, J = 7.8 Hz,
1H), 7.42 - 7.34 (m, 4H), 7.17 - 7.11 (m, 3H), 4.36 - 4.27 (m, 1H), 4.14 - 4.05
(m, 1H), 3.88 (t, J = 6.3 Hz, 2H), 2.83 (t, J = 6.3 Hz, 2H), 2.09 - 1.85 (m, 8H
O
MS: [M+H]+ = 606 (MultiMode+)
ooooao
o@)yYooo@so@oouoooooooo,0oo)yooo@oooooooood
oo0oOo)Yoooooooooooo)oooooooooooog)H)yoooouoooo
oH)oooooooooooao
oo(Qo,.0o0)H)ooo@UouooDoooooD(@O@DoOooooDoDoOo)H)oooo
Oo0o0o0oDoOoOo)ooooooo)Yooooooo)H)oooooooooooooo
(. ooopooo.commoh0OOOCOODOCG .OCOOmMOO .OOmmo)O OO DO (O
mDHOOODODODDODOOoOO0O0oDOOoOoOO0oooDO(@ . o0ooOmcO0 .OD0DmmoH)OODDODOOO
0000000 oo0ooDoooo0oDoDoD0ooDoDoo0o0oo0DoDoDUoo0oo0oDoDoDoooood
goodoo@Oohyoooooooooooooooooobooooooo@oHhoaox
coooooO,@O)oOoOoooOODODDODODOD@WOOOgH)YDDOODODDODDODOOOO
00000000 ooDoo0o0o0oDoDoDO0o0oDoDoo0o0o0DoDoDo0oooDooDoooood
0 mg
H NMR (400 MHz, CD,0D) & 9.41 (s, 1H), 8.15 - 8.07 (m, 3H), 8.02 - 7.99 (m, 1H
), 7.95 - 7.84 (m, 2H), 7.50 - 7.42 (m, 5H), 7.21 - 7.17 (m, 3H), 4.35 (t, J =6
-8 Hz, 2H), 4.22 - 4.15 (m, 1H), 4.08 - 4.00 (m, 1H), 2.93 (s, 3H), 2.01 - 1.73
(m, 10H)O
MS: [M+H]+ = 684 (MultiMode+)
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00
00O

goooooooobooooooobooboooobooooboooooooboooooao
ooooDoOooooDbDOoOO0oO0dmg

TH NMR (400 MHz, CDCl3) & 9.40 (s, 1H), 8.51 (d, J = 6.9 Hz, 1H), 8.29 (d, J =
7.4 Hz, 1H), 8.15 - 8.05 (m, 3H), 8.01 (d, J = 8.5 Hz, 1H), 7.95 - 7.83 (m, 2H),
7.51 - 7.39 (m, 5H), 7.19 - 7.11 (m, 3H), 4.23 - 4.14 (m, 1H), 4.07 - 3.98 (m,
1H), 3.67 - 3.55 (m, 4H), 3.15 - 3.07 (m, 2H), 2.96 - 2.88 (m, 2H), 2.75 (t, J =
12.9 Hz, 2H), 2.02 - 1.71 (m, 8H), 1.37 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 702.5 (calc = 702.3568)(MultiMode+)
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MS: [M+H]+ = 592 (MultiMode+)
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oooooDoOoOooao
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OoooDoO(@ . 000000 .comoDOOOD@mL)DODOOOOODOODODOOO
ooo0ooDoODOoOO0o0ooooooooooO(@.ODooooo0 . oommoOODOOOOOO
Oo0o00oDoDoo0oooo0@m)DO0DD0ODDODO0ODO0DO0DODODODO0DOODOODODODOOOGOOg
I o o o v
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0000000000000 oo0oODoDOoDO0oD00o0DOoo0ooo0oOoDoODDDODOO00Omg
TH NMR (400 MHz, CD,0D) & 8.48 - 8.44 (m, 2H), 8.11 - 8.07 (m, 2H), 7.75 - 7.70
(m, 1H), 7.63 - 7.60 (m, 2H), 7.56 (d, J = 8.3 Hz, 1H), 7.50 (d, J = 5.3 Hz, 2H
), 7.45 - 7.44 (m, 1H), 7.39 - 7.32 (m, 2H), 7.21 - 7.17 (m, 2H), 4.17 - 4.11 (m
, 1H), 4.07 - 4.02 (m, 1H), 3.90 - 3.85 (m, 2H), 2.97 - 2.91 (m, 4H), 2.73 - 2.7
2 (m, 3H), 1.97 - 1.75 (m, 8H)O
MS: [M+H]+ = 662.5 (calc = 662.3255) (MultiMode+)
oooooao
ocooooao
oo@oo,00) oo @o@TOoo,0oH)oo,0o0oo0oo0DoDoODO0DO0Do0O0O0oo
oo)ooo)H)oo"ooooooooooooooooooo)Doooooooooodod
ooy oooooooH)yoo,o,0o, 000000000000 ,0cO0D0J0O0DO0000O00
O
O

OooooOoogao
ooooao
N/
N1
¥e;
P oy 0
. H
N @]
S O
OH&NH

Oooooooooooaog

ooooo(@.oooooo .Dommo)ODO DO ,O0,0,00000000000D0 [O,0
oojoooDooooo0oo0oooo@.opooo00 . odmmo)DODODDOOO@.OOO
ooo.00mmeDO00DOO@mL)OOODDDODODODODODODODODODOODODOEODO,00)HO
oooooDoOoOoooOooO)yoo@TOD@U, 00O, 000DDODO0O00O0O0O00
oooo)ooo)H)oo*ooooooooooooooooooo)ooooooooodd
oooo(@ . 00000 . 0oommo))0DODDODDOOODO0DODOOO(@.COO0MLOO OO0 mmol)
oooo@m)booO0O0OO0O0OO0DO0OO0ODODODODODOOODDODODOODODODODOO0D,ODOOOO
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oo0oo0oDoDDODO0OO000O0O00ooQooOo0O0DDODO0D00DU0DO0o0OooDoODoOooDoODDOoDOoOOoDOoOg
0 0 mg

1H NMR (400 MHz, DMSO) & 8.33 (d, J = 7.2 Hz, 1H), 8.25 (d, J = 3.4 Hz, 1H), 8.
05 (m, 1H), 7.68 (m, 1H), 7.58 (m, 1H), 7.48 (m, 2H), 7.40 (m, 1H), 7.27 (d, J =
8.1 Hz, 1H), 7.14 (m, 1H), 7.00 (d, J = 8.5 Hz, 1H), 6.34 (s, 1H), 4.18 (m, 2H)
, 4.01 (m, 4H), 3.84 (m, 2H), 3.62 - 3.45 (m, 5H), 2.89 - 2.76 (m, 2H), 2.74 (t,
J=7.1Hz, 2H), 1.96 (m, 2H), 1.81 - 1.60 (m, 8H), 1.24 (d, J = 6.6 Hz, 6H)O
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MS: APCI(+ve): 696 (M+1)
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mDOODODODDO0DODODOD(@.0O0O0OmMOD .00mmo)OO DO @mML)DOOD (@ mL)O
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000000000 ooDO0oDOO0oDbOO0oDbOD@ObODOoDbOoo0DOoDooDOooDOooDOoO))OoDoDOoDODOd
0o0oooooooobobb b o000 0o0o0oddmg
1H NMR (400 MHz, CD50D) & 8.11 (d, J = 3.1 Hz, 1H), 8.07 (dd, J = 7.9, 3.1 Hz,
1H), 7.50 - 7.47 (m, 2H), 7.45 - 7.43 (m, 2H), 7.41 (d, J = 7.9 Hz, 1H), 7.29 (t
, J=7.6Hz, 1H), 7.19 (d, J = 7.7 Hz, 1H), 7.16 - 7.13 (m, 1H), 6.40 (s, 1H),
4.14 - 4.10 (m, 1H), 3.96 - 3.92 (m, 1H), 3.75 (t, J = 6.9 Hz, 2H), 3.68 (s, 3H)
, 2.83 (t, J = 6.9 Hz, 2H), 2.25 (s, 3H), 1.90 - 1.78 (m, 6H), 1.72 - 1.64 (m, 2
H)O
MS: [M+H]+ = 572 (MultiMode+)
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oo(@))ooo(@*o@oQoo,0o)ooo(@,.000D00DO0oO0o0ODO0oO0oDo0ooooao
oooboooooo)ooooooDoooboDbOo)YoUobobooooooooooboDbao
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.000OmOD0.OOmmol) 0000000000000 O0O00O(@.000mO0 .00
mmol)J 0000000 D0OO0OOONOODOONOONOODOOODOOOOOOOOOOOOO
000(@O)I0000000,@O0)I00000000000@O00,)0000
000000000000 0000000O000000Omg
TH NMR (400 MHz, CDCl3) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 - 8.04 (m, 2H),
7.57 - 7.46 (m, 3H), 7.44 - 7.43 (m, 1H), 7.39 - 7.34 (m, 2H), 7.23 (d, J = 7.7
Hz, 1H), 7.17 (dt, J = 7.6, 1.9 Hz, 1H), 6.67 (d, J = 7.4 Hz, 1H), 6.50 (s, 1H),
4.44 (t, J = 6.9 Hz, 2H), 4.26 - 4.20 (m, 1H), 4.10 - 4.04 (m, 1H), 3.67 (s, 3H
), 3.10 (t, J = 6.9 Hz, 2H), 2.88 (s, 3H), 2.25 (s, 3H), 1.94 - 1.78 (m, 6H), 1.
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67 - 1.58 (m, 2H)O
MS: [M-H]- = 647.6 (MultiMode-)
ocooooao
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ooo)Y ooooooo)oooooooooo@o@o@ooooooooo)oo
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Oo0o00D0DDoDOoOO000DO0oO0ooo)Y oooDoODoooooooo)oooooooooao
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mmoDO 0000000 0DDOODO0ODODODODOO0DDODO0OO0@OmgOdO OO0 mmol)O
ooooDoDoo@m)DOOOO0OO0OO0ODDODOODO0DO0DODODO0DOODODODODDODOOOOO
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H NMR (400 MHz, CD,0D) & 8.46 (d, J = 6.9 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.06 (dd, J = 7.9, 3.1 Hz, 1H), 7.51 - 7.45 (m, 4H), 7.43 (s, 1H), 7.34 (t, J =7
.9 Hz, 1H), 7.25 - 7.21 (m, 1H), 7.19 - 7.15 (m, 1H), 6.41 (s, 1H), 4.16 - 4.09
(m, 1H), 3.97 - 3.90 (m, 1H), 3.69 (s, 3H), 3.45 - 3.40 (m, 4H), 3.30 - 3.24 (m,
4H), 3.17 - 3.10 (m, 2H), 3.02 - 2.95 (m, 2H), 2.25 (s, 3H), 1.88 - 1.78 (m, 6H
), 1.74 - 1.64 (m, 2H)O
MS: [M+H]+ = 640 (calc = 640) (MultiMode+)
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0D0O0(@OO0O0O000O000O00) 00000000000 000000000000
0000000000000 000000000000000000000000000
000000000000000000nmg
TH NMR (400 MHz, CD50D) & 8.46 (d, J = 8.2 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8
.06 (dd, J = 7.9, 3.1 Hz, 1H), 7.51 - 7.46 (m, 4H), 7.43 - 7.42 (m, 1H), 7.36 -
7.31 (m, 1H), 7.23 (d, J = 7.7 Hz, 1H), 7.19 - 7.15 (m, 1H), 6.40 (s, 1H), 4.15
- 4.08 (m, 1H), 3.91 (s, 1H), 3.69 (s, 3H), 3.58 - 3.53 (m, 4H), 3.14 - 3.07 (m,
2H), 3.01 - 2.94 (m, 2H), 2.64 (t, J = 12.9 Hz, 2H), 2.25 (s, 3H), 1.87 - 1.77
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(m, 6H), 1.73 - 1.64 (m, 2H), 1.35 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 668.3 (calc = 668.3724)(MultiMode+)
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1H NMR (300 MHz, CDCl3) & 8.59
8.08 - 8.03 (m, 2H), 7.68 (d, J
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8.51 (m, 1H), 8.26 (dd, J = 8.3, 3.1 Hz, 1H),
8.1 Hz, 1H), 7.59 (d, J = 8.3 Hz, 2H), 7.52 -

7.44 (m, 3H), 7.25 - 7.22 (m, 1H), 6.94 - 6.91 (m, 1H), 4.26 - 4.09 (m, 6H), 3.2
0 (t, J = 6.2 Hz, 2H), 2.99 (s, 3H), 2.78 (t, J = 7.5 Hz, 3H), 2.16 - 1.80 (m, 1

4H)O
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14 NMR (400 MHz, DMSO) & 8.38 (d, J = 6.7 Hz, 1H), 8.25 (d, J = 3.1 Hz, 1H), 8.
22 - 8.15 (m, 1H), 8.02 (dd, J = 7.9, 3.1 Hz, 1H), 7.97 - 7.93 (m, 1H), 7.60 (d,

J

8.2 Hz, 2H), 7.53 - 7.50 (m, 2H), 7.44 - 7.43 (m, 1H), 7.31 (d, J = 8.5 Hz,

2H), 7.19 - 7.16 (m, 1H), 4.08 - 4.05 (m, 2H), 3.97 - 3.84 (m, 2H), 3.53 - 3.39
(m, 4H), 2.87 (t, J = 6.2 Hz, 2H), 2.68 - 2.63 (m, 2H), 2.54 - 2.46 (m, 5H), 1.
95 - 1.70 (m, 14H), 1.22 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 708.5 (calc = 708.4037) (MultiMode+)
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.00 - 7.96 (m, 1H), 7.70 (s, 1H), 7.64 (d, J = 9.2 Hz, 2H), 7.61 - 7.57 (m, 1H),
7.50 - 7.44 (m, 6H), 7.21 - 7.16 (m, 1H), 4.02 (t, J = 5.8 Hz, 4H), 3.84 (s, 3H
), 3.32 - 3.28 (m, 4H), 2.95 (t, J = 6.1 Hz, 2H), 2.81 - 2.76 (m, 3H), 2.64 (s,
1H), 2.37 (s, 3H), 1.97 - 1.84 (m, 5H), 1.79 - 1.67 (m, 8H)O

MS: [M+H]+ = 668.5 (calc = 668.3724) (MultiMode+)
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H), 7.63 (m, 1H), 7.58 (t, J = 8.0 Hz, 1H), 7.49 (m, 2H), 7.24 (m, 1H), 6.66 (d,
J = 8.3 Hz, 1H), 6.51 (s, 1H), 4.24 (m, 1H), 4.04 (m, 1H), 3.69 (s, 3H), 3.55 (
s, 3H), 2.27 (s, 3H), 1.98 - 1.81 (m, 8H)O

MS: APCI(+ve): 586 (M+1)O
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14 NMR (400 MHz, DMSO) & 9.81 - 9.54 (m, 1H), 9.03 - 8.77 (m, 1H), 8.34 (d, J =

7.4 Hz, 1H), 8.24 (d, J = 3.3 Hz, 1H), 8.01 (m, 1H), 7.51 (t, J = 7.8 Hz, 1H),
7.46 (d, J = 8.1 Hz, 1H), 7.38 (m, 3H), 7.20 (m, 3H), 6.36 (s, 1H), 4.04 (s, 2H)

, 3.97 (m, 1H), 3.80 (m, 1H), 3.70 (s, 3H), 3.59 - 3.30 (m, 4H), 3.33 (s, 3H), 2

.65 (m, 2H), 2.23 (s, 3H), 1.77 - 1.57 (m, 8H), 1.21 (d, J = 6.5 Hz, 6H)O
MS: APCI(+ve): 684 (M+1)O
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1H NMR (400 MHz, DMSO) & 9.07 - 8.93 (m, 1H), 8.34 - 8.18 (m, 1H), 8.30 (d, J =

7.4 Hz, 1H), 8.25 (d, J = 3.2 Hz, 1H), 8.00 (m, 1H), 7.49 (m, 2H), 7.37 (t, J = 40

7.6 Hz, 1H), 7.31 (m, 1H), 7.19 (m, 3H), 6.37 (s, 1H), 3.95 (m, 1H), 3.87 - 3.5
8 (m, 2H), 3.70 (s, 2H), 3.54 (s, 2H), 3.31 (m, 2H), 2.99 (m, 2H), 2.23 (s, 3H),
2.16 (m, 2H), 1.75 - 1.56 (m, 8H), 1.16 (d, J = 6.5 Hz, 6H)O
MS: APCI(+ve): 688 (M+1)O
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.99 (dd, J = 5.4, 5.4 Hz, 1H), 7.49 - 7.42 (m, 5H), 7.33 (t, J = 7.3 Hz, 1H), 7.
21 - 7.16 (m, 2H), 6.97 (d, J = 7.8 Hz, 1H), 6.35 (s, 1H), 4.04 - 3.98 (m, 1H), 40
3.89 - 3.82 (m, 1H), 3.69 (s, 3H), 2.72 - 2.63 (m, 6H), 2.53 - 2.46 (m, 6H), 2.2
5 (s, 3H), 1.84 - 1.66 (m, 10H)O

MS: [M+H]+ = 654 (calc = 654)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.54 - 8.43 (m, 2H), 8.10 (d, J = 3.1 Hz, 1H), 8.06 (

dd, J = 7.9, 3.1 Hz, 1H), 7.77 - 7.68 (m, 3H), 7.66 - 7.60 (m, 1H), 7.56 - 7.51
(m, 4H), 7.47 - 7.45 (m, 1H), 7.24 - 7.14 (m, 2H), 4.35 (s, 2H), 4.16 - 4.03 (m,
2H), 3.68 - 3.59 (m, 3H), 3.44 - 3.37 (m, 1H), 3.17 - 3.04 (m, 4H), 2.73 (d, J

= 2.8 Hz, 3H), 2.44 - 2.36 (m, 2H), 2.18 - 1.74 (m, 140000 0ODO0OOOODOO
ocooooao

MS: [M+H]+ = 730 (calc = 730) (MultiMode+)
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1H NMR (300 MHz, DMSO) & 6.41 (s, 1H), 4.10 (t, J = 6.2 Hz, 2H), 2.75 (t, J = 6
.3 Hz, 2H), 2.01 - 1.94 (m, 2H), 1.83 - 1.74 (m, 2H)O
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1H NMR (400 MHz, DMSO) & 8.29 - 8.26 (m, 2H), 8.03 (dd, J = 7.9, 3.1 Hz, 1H), 7
.60 - 7.57 (m, 2H), 7.24 - 7.20 (m, 3H), 6.34 (s, 1H), 4.08 (t, J = 6.2 Hz, 2H),
3.99 - 3.93 (m, 1H), 3.87 - 3.81 (m, 1H), 2.75 (t, J = 6.8 Hz, 2H), 2.00 - 1.94
(m, 2H), 1.81 - 1.62 (m, IO0HH)ODO OO .00 0O0O0O0OOOOODODDODOOOODOOOO
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1H NMR (400 MHz, DMSO) & 10.03 (s, 1H), 8.32 (d, J = 7.4 Hz, 1H), 8.26 (d, J
3.1 Hz, 1H), 8.06 (dd, J = 7.9, 3.1 Hz, 1H), 7.91 (dd, J = 15.5, 8.3 Hz, 4H), 7.
66 - 7.64 (m, 2H), 7.57 (t, J = 8.2 Hz, 1H), 7.30 - 7.27 (m, 1H), 7.24 (d, J =7
-9 Hz, 1H), 6.33 (s, 1H), 4.00 (mult, obscured by EtOAc), 3.86 - 3.79 (m, 1H), 2
.74 (£, J = 6.3 Hz, 2H), 1.97 - 1.912 (m, 2H), 1.79 - 1.62 (m, 10H) +0.65 mol%EtO
Acl

ocooooao
oco@yoo@oo,0oo0)yoo@o@Oo@uUu@oooooo)yooo)y @modo
Y OOO)HYOODOo)H)oOoOoooooDooOoooOo)oooooooooooooo)oooao
ocoo)yoo,o,0,00000000D0000@E,000joocooDoDoODO0DO0o0OoOooo
ooooooooo
ocooooDooOoo@@o,0ooH)yooo(@Uouoouoooooo(@TODoODOooooooo
ooooooOoOOoO)Y Ooooooo)YYoooooooH)oo,o,0, 00000000000

OO0 o ooooogoQgog
Ooooooogodg

10

20

30

40

50



(144) JP 5607032 B2 2014.10.15

o[o.,.0o0o0jooooo0g0oooodoooD@uoOomg0 . OO0mmo)DOOOO,00,
oooooDoOOoO0oooOooo,.0oo0o0DO@OU .O00Omg O ..00mme)DO OO (D OmML
) ooooo (@ . Oop OO .00OmeNOODODODODODOOODODDDODODODODODOODODOO
oo0@o.Omg0 0O .OCOmo)DOD0DODOD0DDOODODODDODODODODODDOODOUODDODOO
oooooU0oooOoooUoooUoooUoooD@o,U0o0gH)oooooooooooO
ooo00D . 000000000 QooOo0oDODO0D0DU0DO0oO0o0oo0DoDoOoODDODDDODOO0O0DOoO0oOno
oo0o0o0o0oDDoOD00000O0oooo0o0oo0DoDDOoODO0D00D0DO0o0ooooDooDoOoDoDoODOoOooOg
oo0oo0DoDDoDO0OO000O0O0o0oooo0Ooo0DoDDoODOo0DO00DO0DO0o0oooDoDoDoDoODoDoOoDoOooOog
Oo000DDO0OD0000O00o0o0OooODDDODO0ODO0O00OOdmg

1H NMR (400 MHz, DMSO) & 11.40 (br s, 1H), 11.06 (br s, 1H), 8.33 (d, J = 7.2 H
z, 1H), 8.23 (d, J = 3.1 Hz, 1H), 8.02 (dd, J = 7.9, 3.1 Hz, 1H), 7.72 (dd, J =
14.9, 8.5 Hz, 4H), 7.57 - 7.49 (m, 3H), 7.21 (d, J = 7.9 Hz, 2H), 6.31 (s, 1H),
4.57 - 4.54 (m, 1H), 4.29 - 4.25 (m, 1H), 4.02 (t, J = 6.2 Hz, 2H), 3.98 - 3.93
(m, 1H), 3.83 - 3.79 (m, 1H), 3.69 - 3.62 (m, 4H), 2.81 (s, 6H), 2.71 (t, J = 6.
3 Hz, 2H), 2.66 (s, 3H), 1.96 - 1.90 (m, 2H), 1.77 - 1.60 (m, 10H)O O O O .0O mol
ooooooDooOooooog

MS: [M+H]+ = 668 (calc = 668)(MultiMode+)
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14 NMR (400 MHz, CD5OD) & 8.45 (d, J = 7.9 Hz, 1H), 8.11 (d, J = 3.4 Hz, 1H), 8
.07 (m, 1H), 7.61 (d, J = 8.2 Hz, 2H), 7.49 (d, J = 5.3 Hz, 2H), 7.42 (m, 3H), 7
.16 (m, 1H), 6.38 (s, 1H), 4.13 (m, 1H), 3.94 (m, 1H), 3.79 (s, 2H), 3.43 (m, 2H
), 3.17 (m, 2H), 2.44 (s, 3H), 2.25 (m, 4H), 1.92 - 1.66 (m, 8H), 1.28 (d, J = 6
.9 Hz, 6H)O

MS: APCI(+ve): 641 (M+1)O
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MS: [M-H]- = 548 (MultiMode+)
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MS: [M+H]+ = 653 (MultiMode+)
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14 NMR (300 MHz, DMSO) & 10.29 - 10.21 (m, 1H), 10.03 - 9.96 (m, 1H), 8.35 (d,

J=17.2 Hz, 1H), 8.26 (d, J = 3.4 Hz, 1H), 8.08 - 8.03 (m, 2H), 7.64 (d, J = 8.4

Hz, 2H), 7.59 - 7.47 (m, 3H), 7.34 (s, 1H), 7.31 (s, 1H), 7.22 - 7.17 (m, 1H),

4.05 - 3.97 (m, 1H), 3.91 - 3.83 (m, 1H), 3.78 - 3.68 (m, 2H), 3.13 - 2.95 (m, 3
H), 2.67 (s, 3H), 2.53 - 2.48 (m, 9H), 2.37 - 2.30 (m, 2H), 2.07 - 1.83 (m, 5H),

1.78 - 1.65 (m, 8H)O

MS: [M+H]+ = 711 (calc = 711) (MultiMode+)
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14 NMR (400 MHz, DMSO) & 8.97 - 8.88 (m, 1H), 8.32 (d, J = 7.2 Hz, 1H), 8.26 (d
,J =3.1Hz, 1H), 8.23 - 8.14 (m, 1H), 8.05 (dd, J = 7.9, 3.1 Hz, 1H), 7.66 (d,
J=7.9 Hz, 2H), 7.54 - 7.51 (m, 2H), 7.48 - 7.46 (m, 1H), 7.39 (d, J = 7.9 Hz,
2H), 7.26 - 7.19 (m, 2H), 6.34 (s, 1H), 4.04 (t, J = 6.2 Hz, 2H), 4.00 - 3.96 (
m, 1H), 3.86 - 3.82 (m, 1H), 3.72 - 3.68 (m, 1H), 3.35 - 3.31 (m, 2H), 3.05 - 3.
01 (m, 2H), 2.75 (t, J = 6.3 Hz, 2H), 2.54 - 2.52 (m, 2H DMSOO 0 0D O O O ), 2.16
- 2.07 (m, 1H), 1.99 - 1.93 (m, 2H), 1.80 - 1.61 (m, 10H), 1.17 (d, J = 6.7 Hz,
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MS: [M+H]+ = 680 (calc = 680)(MultiMode+)
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0000000000000 000000000000000000000000000
mg

14 NMR (400 MHz, DMSO) & 8.80 - 8.66 (m, 2H), 8.33 (d, J = 7.2 Hz, 1H), 8.26 (d
, J =3.1Hz, 1H), 8.05 (dd, J = 7.9, 3.1 Hz, 1H), 7.69 (d, J = 7.9 Hz, 2H), 7.5
5 - 7.50 (m, 3H), 7.44 (d, J = 7.7 Hz, 2H), 7.26 - 7.20 (m, 2H), 6.34 (s, 1H), 4
.04 (t, J = 6.2 Hz, 2H), 4.01 - 3.95 (m, 2H), 3.89 - 3.81 (m, 2H), 3.25 - 3.14 (
m, 4H), 2.91 - 2.81 (m, 2H), 2.75 (t, J = 6.3 Hz, 2H), 2.54 - 2.52 (m, 2H), 1.99
- 1.93 (m, 2H), 1.80 - 1.61 (m, 10H)O

MS: [M+H]+ = 652.2 (calc = 652.3411)(MultiMode+)
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TH NMR (400 MHz, CDCl3) & 10.03 (s, 1H), 8.40 (dd, J = 8.3, 3.9 Hz, 1H), 8.10 (
s, 1H), 8.09 - 8.02 (m, 3H), 7.90 (s, 1H), 7.88 (s, 1H), 7.75 (s, 1H), 7.73 (s,
1H), 7.58 (s, 1H), 7.47 - 7.46 (m, 1H), 7.44 - 7.40 (m, 1H), 7.25 - 7.12 (m, 3H)
, 4.30 - 4.23 (m, 1H), 2.00 - 1.81 (m, 6H), 1.76 - 1.65 (m, 2H)O

MS: [M+H]+ = 596.2 (Multimode+)
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TH NMR (400 MHz, CD,OD) & 8.61 - 8.58 (m, 1H), 8.47 (d, J = 7.5 Hz, 1H), 8.30 (

s, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8.06 (dd, J = 7.5, 3.8 Hz, 1H), 7.70 (s, 1H), 10

7.68 (s, 1H), 7.60 - 7.55 (m, 1H), 7.52 - 7.49 (m, 3H), 7.45 - 7.43 (m, 2H), 7.2

3 - 7.19 (m, 1H), 4.24 (s, 2H), 4.15 - 4.08 (m, 1H), 4.08 - 4.00 (m, 1H), 3.98 -

3.77 (m, 2H), 3.32 - 3.29 (m, 2H), 3.23 (t, J = 8.4 Hz, 4H), 3.15 (t, J = 8.4 H

z, 4H), 2.22 - 2.12 (m, 2H), 1.90 - 1.71 (m, 8H)O

MS: [M+H]+ = 724.2 (Multimode+)
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H NMR (400 MHz, CD,0D) & 8.52 (s, 1H), 8.46 (d, J = 7.8 Hz, 1H), 8.12 - 8.04 (

m, 2H), 7.75 (dd, J = 8.8, 7.3 Hz, 1H), 7.64 (d, J = 9.0 Hz, 1H), 7.53 (d, J =8 40
.2 Hz, 2H), 7.47 (d, J = 5.1 Hz, 2H), 7.42 (s, 1H), 7.27 - 7.12 (m, 5H), 4.18 -

4.09 (m, 1H), 4.09 - 4.01 (m, 1H), 3.38 - 3.26 (m, 5H), 2.99 (t, J = 8.1 Hz, 2H)

, 2.72 - 2.67 (m, 1H), 2.03 - 1.74 (m, 10H), 1.29 (d, J = 6.7 Hz, 6H)O

MS: [M+H]+ = 663 (calc = 663)(MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.39 (dd, J = 7.7, 3.0 Hz, 1H), 8.10 - 8.05 (m, 3H),
7.54 - 7.50 (m, 3H), 7.46 - 7.41 (m, 2H), 7.38 - 7.37 (m, 1H), 7.25 - 7.19 (m, 2
H), 7.17 - 7.12 (m, 2H), 4.29 - 4.19 (m, 1H), 4.18 - 4.09 (m, 1H), 3.88 (t, J =
6.1 Hz, 2H), 2.88 (t, J = 6.1 Hz, 2H), 1.99 - 1.79 (m, 6H), 1.74 - 1.64 (m, 2H)
0

MS: [M+H]+ = 612.2 (Multimode+)
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1H NMR (400 MHz, CDCl;) & 8.36 (dd, J = 8.2, 3.5 Hz, 1H), 8.21 (s, 1H), 8.19 -
8.16 (m, 1H), 8.08 (s, 1H), 8.06 (d, J = 2.9 Hz, 1H), 7.62 - 7.42 (m, 7H), 7.28
(s, 1H), 7.22 (d, J = 8.2 Hz, 2H), 4.44 (t, J = 6.8 Hz, 2H), 4.27 - 4.19 (m, 1H)
, 3.07 (t, J = 6.5 Hz, 2H), 2.87 (s, 3H), 2.04 - 1.50 (m, 8H)O

MS: [M+H]+ = 690.2 (Multimode+)
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14 NMR (400 MHz, CD50D) & 8.62 (t, J = 3.8 Hz, 1H), 8.31 (s, 1H), 8.12 - 8.10 (

m, 1H), 8.09 - 8.05 (m, 1H), 7.61 - 7.52 (m, 3H), 7.50 - 7.44 (m, 3H), 7.42 - 7.

40 (m, 1H), 7.30 (s, 1H), 7.28 (s, 1H), 7.18 - 7.15 (m, 1H), 4.16 - 4.08 (m, 1H)
, 4.06 - 4.00 (m, 1H), 3.52 - 3.48 (m, 4H), 3.43 - 3.38 (m, 4H), 3.27 - 3.24 (m,
2H), 3.05 - 2.98 (m, 2H), 1.92 - 1.70 (m, 8H)O

MS: (M+H)+ = 680.2
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TH NMR (400 MHz, CDClZ) & 8.37 (dd, J = 8.2, 3.1 Hz, 1H), 8.08 (d, J = 3.1 Hz,
2H), 7.55 - 7.49 (m, 4H), 7.37 - 7.35 (m, 1H), 7.25 - 7.23 (m, 4H), 7.14 (dt, J
= 4.7, 2.4 Hz, 1H), 6.71 - 6.69 (m, 1H), 6.47 (s, 1H), 4.26 - 4.20 (m, 1H), 4.11
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- 4.05 (m, 1H), 4.00 (t, J = 6.0 Hz, 2H), 3.74 - 3.68 (m, 2H), 2.79 - 2.73 (m,
4H), 2.02 - 1.95 (m, 2H), 1.94 - 1.80 (m, 10H), 1.66 - 1.60 (m, 2H)O
oooooo
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H NMR (400 MHz, CDCl3) & 8.33 (dd, J = 8.7, 2.9 Hz, 1H), 8.07 (s, 1H), 8.06 (d
, J = 3.6 Hz, 1H), 7.66 - 7.59 (m, 1H), 7.57 - 7.48 (m, 5H), 7.43 - 7.41 (m, 1H)
, 7.24 (d, 3 = 7.3 Hz, 2H), 6.67 (s, 1H), 4.29 - 4.14 (m, 2H), 3.00 (s, 3H), 2.8
7 (t, J =6.7 Hz, 2H), 2.78 (t, J = 8.1 Hz, 2H), 2.17 - 2.03 (m, 4H), 1.95 - 1.7
0 (m, 10H)O

MS: [M+H]+ = 690.2 (Multimode+)
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TH NMR (400 MHz, CD,0D) & 8.12 (d, J = 2.4 Hz, 1H), 8.07 (dd, J = 9.2, 2.4 Hz,
1H), 7.52 - 7.46 (m, 5H), 7.39 (s, 1H), 7.23 (d, J = 8.6 Hz, 2H), 7.16 - 7.12 (m
, 1H), 6.38 (s, 1H), 4.14 - 4.09 (m, 1H), 4.01 (t, J = 6.1 Hz, 2H), 3.98 - 3.91
(m, 1H), 2.92 - 2.64 (m, 9H), 2.03 - 1.95 (m, 2H), 1.93 - 1.63 (m, 10H)O

MS: [M+H]+ = 680.3 (Multimode+)
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TH NMR (400 MHz, CDCl3) & 7.63 (d, J = 8.8 Hz, 1H), 7.47 (s, 1H), 6.81 (d, J =
8.8 Hz, 1H), 3.82 - 3.71 (m, 4H), 3.75 (s, 2H), 3.57 (s, 3H), 3.34 (s, 3H), 2.67

- 2.50 (m, 4H)O
MS: APCI(+ve): 281 (M+1)
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1H NMR (400 MHz, CDCl3) & 9.82 (s, 1H), 7.72 (m, 1H), 7.58 (m, 1H), 6.93 (d, J
= 8.7 Hz, 1H), 3.85 - 3.70 (m, 4H), 3.80 (s, 2H), 2.71 - 2.49 (m, 4H)O

MS: APCI(+ve): 222 (M+1)
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TH NMR (400 MHz, CDCl3) & 10.05 (s, 1H), 8.02 (d, J = 2.2 Hz, 1H), 7.90 (dd, J
= 8.3, 2.2 Hz, 1H), 7.44 (d, J = 8.4 Hz, 7H), 3.71 (m, 4H), 3.62 (s, 2H), 2.48 (
m, 4H)O
MS: APCI(+ve): 354 (M+1)
oooooo
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14 NMR (400 MHz, CDCl5) & 10.07 (s, 1H), 8.37 (m, 1H), 8.06 (d, J = 3.1 Hz, 1H)
, 8.00 (m, 1H), 7.96 (d, J = 8.2 Hz, 1H), 7.85 (m, 1H), 7.55 (t, J = 8.0 Hz, 1H)
, 7.50 (d, J = 7.8 Hz, 1H), 7.36 (m, 1H), 7.30 (m, 1H), 7.20 (m, 1H), 4.49 (m, 1
H), 4.17 (m, 1H), 3.63 (m, 1H), 3.58 (m, 4H), 3.49 (s, 2H), 2.36 (m, 4H), 1.88 -
1.46 (m, 8H), 1.42 (s, 9H)O
MS: APCI(+ve): 633 (M+1)
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1H NMR (300 MHz, DMSO) & 11.05 (s, 1H), 8.37 (d, J = 6.5 Hz, 1H), 8.29 (d, J =
3.1 Hz, 1H), 8.15 (m, 3H), 8.05 (dd, J = 8.1, 3.1 Hz, 1H), 7.74 (d, J = 7.9 Hz,
1H), 7.56 (t, J = 7.9 Hz, 1H), 7.47 (d, J = 7.9 Hz, 1H), 7.33 (m, 1H), 7.25 (m,
2H), 4.35 (m, 4H), 4.01 - 3.68 (m, 5H), 3.15 (m, 2H), 2.85 (m, 2H), 2.78 (s, 3H)
, 2.76 (s, 3H), 1.93 - 1.56 (m, 8H)O

MS: [M+H]+ = 562 (calc = 562)(MultiMode+)
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1H NMR (300 MHz, DMSO) & 8.37 (d, J = 6.9 Hz, 1H), 8.28 (d, J = 2.9 Hz, 1H), 8.
09 (s, 1H), 8.05 (dd, J = 7.9, 2.9 Hz, 1H), 7.78 (s, 1H), 7.66 - 7.52 (m, 3H), 7
.46 (d, J = 7.9 Hz, 1H), 7.30 (d, J = 7.7 Hz, 1H), 7.22 (m, 2H), 4.33 (s, 6H), 3
.99 (s, 1H), 3.88 (s, 1H), 3.65 (s, 4H), 2.79 (s, 8H), 2.68 (s, 3H), 1.69 (m, 8H
o

MS: [M+H]+ = 687 (calc = 687)(MultiMode+)
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1H NMR (300 MHz, DMSO) & 8.36 (d, J = 7.1 Hz, 1H), 8.28 (d, J = 3.1 Hz, 1H), 8.
05 (dd, J = 8.0, 3.0 Hz, 1H), 7.77 (s, 1H), 7.67 - 7.52 (m, 3H), 7.48 (d, J = 7.
9 Hz, 1H), 7.22 (m, 3H), 6.40 (s, 1H), 4.33 (s, 6H), 3.96 (s, 1H), 3.84 (s, 1H),
3.75 (s, 3H), 3.66 (s, 4H), 2.79 (s, 8H), 2.26 (s, 3H), 1.70 (m, 8H)O

MS: [M+H]+ = 684 (calc = 684)(MultiMode+)
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TH NMR (400 MHz, CDCl3) & 7.39 (d, J = 10.4 Hz, 2H), 7.05 (d, J = 8.3 Hz, 2H),
3.43 (t, J = 5.4 Hz, 4H), 2.59 (t, J = 7.8 Hz, 2H), 2.38 - 2.31 (m, 6H), 1.78 (g
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uintet, J = 7.4 Hz, 2H), 1.46 (s, 9H)O

MS:
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TH NMR (400 MHz, CDCl3) & 7.72 (d, J

[M+H]+ = 383.0 (Multimode+)
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7.1 Hz, 2H), 7.21 - 7.16 (m, 2H), 3.45 -

3.40 (m, 4H), 2.67 - 2.61 (m, 2H), 2.39 - 2.32 (m, 6H), 1.86 - 1.77 (m, 2H), 1.
45 (s, 9H), 1.24 (s, 12H)O
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[M+H]+ = 431.2 (Multimode+)
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[M+H]+ = 632.43 (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.57 (t, J = 3.1 Hz, 1H), 8.47 (d, J = 7.2 Hz, 1H), 8
.28 (s, 1H), 8.12 - 8.05 (m, 2H), 7.59 - 7.44 (m, 5H), 7.43 - 7.37 (m, 2H), 7.21
(d, J =8.2 Hz, 2H), 7.18 - 7.12 (m, 1H), 4.15 - 4.10 (m, 1H), 4.05 - 4.00 (m,
1H), 3.48 - 3.44 (m, 4H), 3.35 - 3.31 (m, 4H), 3.05 - 2.99 (m, 2H), 2.69 (t, J =
7.4 Hz, 2H), 2.05 - 1.96 (m, 2H), 1.92 - 1.70 (m, 8H)O

MS: [M+H]+ = 694 (calc = 694) (MultiMode+)
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TH NMR (300 MHz, CDClZ) & 8.36 (m, 1H), 8.06 (d, J = 3.2 Hz, 1H), 8.02 (d, J
7.7 Hz, 1H), 7.50 (t, J = 7.8 Hz, 1H), 7.38 (m, 2H), 7.35 (m, 1H), 7.30 (m, 1H),
7.27 (m, 3H), 7.14 (m, 1H), 4.49 (m, 1H), 4.16 (m, 1H), 3.55 (m, 8H), 3.41 (s,
2H), 3.01 (m, 2H), 2.80 (m, 2H), 2.33 (m, 4H), 1.88 - 1.43 (m, 8H), 1.42 (s, 9H)
, 1.10 (d, J = 6.6 Hz, 6H)O
MS: APCI(+ve): 731 (M+1)
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1H NMR (300 MHz, DMSO) & 8.38 (d, J = 6.4 Hz, 1H), 8.28 (d, J = 3.4 Hz, 1H), 8.
22 - 8.14 (m, 1H), 8.14 - 8.03 (m, 2H), 8.04 (m, 5H), 7.76 - 7.65 (m, 1H), 7.56
(t, J = 8.1 Hz, 1H), 7.45 (d, J = 8.1 Hz, 1H), 7.31 (m, 1H), 7.21 (m, 2H), 4.46
- 4.07 (m, 3H), 4.00 - 3.04 (m, 12H), 2.85 - 2.66 (m, 4H), 1.93 - 1.56 (m, 8H),
1.30 (d, J = 6.8 Hz, 6H)O

MS: APCI(+ve): 631 (M+1)
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1H NMR (400 MHz, CD,0D) & 8.73 (m, 1H), 8.45 (s, 1H), 8.13 (d, J = 3.3 Hz, 1H),
8.04 (m, 1H), 7.81 (m, 1H), 7.71 (m, 1H), 7.60 (m, 3H), 7.42 (d, J = 7.9 Hz, 1H
), 7.32 (m, 1H), 7.21 (m, 1H), 7.18 (m, 1H), 4.43 (s, 2H), 4.15 - 4.02 (m, 2H),
4.07 (s, 2H), 3.87 - 3.64 (m, 4H), 3.56 (m, 2H), 3.38 (m, 2H), 3.31 - 3.09 (m, 2
H), 2.98 - 2.75 (m, 2H), 2.66 (t, J = 12.7 Hz, 2H), 1.97 - 1.75 (m, 8H), 1.32 (d
, J = 6.3 Hz, 6H)O

MS: APCI(+ve): 793 (M+1)O
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1H NMR (400 MHz, CD,0D) & 8.73 (s, 1H), 8.12 (d, J = 3.3 Hz, 1H), 8.03 (m, 1H),

7.89 (m, 1H), 7.84 (m, 1H), 7.74 (d, J = 8.8 Hz, 1H), 7.59 (m, 2H), 7.44 (d, J

= 8.3 Hz, 1H), 7.32 (m, 2H), 7.20 (m, 2H), 4.44 (s, 2H), 4.17 - 4.05 (m, 4H), 4.

14 (s, 2H), 3.87 - 3.66 (m, 4H), 3.64 - 3.55 (m, 2H), 3.44 (m, 2H), 3.31 - 3.09

(m, 2H), 2.99 - 2.81 (m, 2H), 2.79 (s, 3H), 2.77 (m, 2H), 2.00 - 1.80 (m, 8H), 1

.33 (d, J = 6.9 Hz, 6H)O

MS: APCI(+ve): 789 (M+1)O
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1H NMR (400 MHz, CD,0D) & 8.12 (d, J = 3.1 Hz, 1H), 8.06 (m, 1H), 8.03 (m, 1H),

7.68 (m, 1H), 7.60 (t, J = 7.8 Hz, 1H), 7.46 (d, J = 8.0 Hz, 1H), 7.33 (m, 1H),

7.24 (d, J = 7.8 Hz, 1H), 7.21 (m, 1H), 6.41 (s, 1H), 4.47 (s, 2H), 4.46 (s, 2H
), 4.09 (t, J = 6.3 Hz, 2H), 3.97 (m, 1H), 3.86 - 3.75 (m, 6H), 3.71 (m, 2H), 3.

34 - 3.18 (m, 4H), 2.97 - 2.75 (m, 2H), 2.79 (t, J = 6.7 Hz, 2H), 2.03 (m, 2H),

1.91 - 1.67 (m, 12H), 1.40 (d, J = 6.4 Hz, 6H)O

MS: APCI(+ve): 779 (M+1) 40
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14 NMR (400 MHz, DMSO) & 9.30 (dd, J

Hz, 1H), 8.55 (s, 1H), 8.48 (d, J

82 - 1.63 (m, 8H), 1.18 (d, J = 6.4 Hz,

OOoooood

= 7.0, 1.6 Hz, 1H), 8.58 (dd, J

= 7.5 Hz, 1H), 8.24 (d, J = 3.1 Hz,
(dd, J = 8.0, 3.1 Hz, 1H), 7.91 (d, J
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oooad
oooaod
oooad
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oooad

=4.2, 1.5

1H), 8.03

= 7.8 Hz, 1H), 7.55 - 7.50 (m, 1H), 7.49
- 7.36 (m, 4H), 7.19 (dd, J = 7.0, 4.2 Hz, 1H), 7.15 - 7.11 (m, 1H), 6.89 (d, J
= 8.5 Hz, 1H), 4.05 - 3.77 (m, 4H), 3.45 - 3.30 (m, 2H), 3.28 - 3.13 (m, 2H), 1.

MS: [M+H]+ = 693 (calc = 693) (MultiMode+)
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H NMR (400 MHz, CDCl;) & 8.38 (dd, J = 8.9, 3.2 Hz, 1H), 8.08 (d, J = 3.4 Hz,
2H), 7.54 - 7.51 (m, 2H), 7.41 - 7.36 (m, 3H), 7.32 (t, J = 7.7 Hz, 1H), 7.20 -
7.14 (m, 2H), 6.70 - 6.65 (m, 1H), 6.50 (s, 1H), 4.27 - 4.20 (m, 1H), 4.10 - 4.0
2 (m, 1H), 3.68 (t, J = 6.6 Hz, 2H), 3.66 (s, 3H), 2.74 (t, J = 7.7 Hz, 2H), 2.2
4 (s, 3H), 1.96 - 1.79 (m, 8H), 1.68 - 1.58 (m, 2H)O

MS: [M+H]+ = 586.2 (Multimode+)
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H NMR (400 MHz, CDCl3) & 8.35 (dd, J = 8.7, 4.4 Hz, 1H), 8.07 (d, J = 2.9 Hz,
2H), 7.55 - 7.52 (m, 2H), 7.44 - 7.41 (m, 3H), 7.34 (t, J = 7.6 Hz, 1H), 7.21 -
7.17 (m, 2H), 6.94 (d, J = 7.3 Hz, 1H), 6.52 (s, 1H), 4.23 (t, J = 6.2 Hz, 2H),
4.25 - 4.19 (m, 1H), 4.12 - 4.04 (m, 1H), 3.72 (s, 3H), 2.99 (s, 3H), 2.79 (t, J
= 7.3 Hz, 2H), 2.27 (s, 3H), 2.10 (quintet, J = 6.9 Hz, 2H), 1.92 - 1.82 (m, 6H
), 1.70 - 1.60 (m, 2H)

MS: [M+H]+ = 663.9 (Multimode+)
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IH NMR (400 MHz, CD50D) & 8.10 (d, J = 3.3 Hz, 1H), 8.06 (dd, J = 7.8, 2.8 Hz,
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1H), 7.48 (d, J = 5.0 Hz, 2H), 7.45 - 7.41 (m, 3H), 7.31 (t, J = 7.8 Hz, 1H), 7.
21 - 7.13 (m, 2H), 6.38 (s, 1H), 4.15 - 4.08 (m, 1H), 3.95 - 3.87 (m, 1H), 3.78
(d, J = 13.0 Hz, 4H), 3.69 (s, 3H), 3.23 - 3.16 (m, 2H), 3.03 (t, J = 11.7 Hz, 2
H), 2.71 (t, J = 7.8 Hz, 2H), 2.23 (s, 3H), 2.14 - 2.04 (m, 2H), 1.90 - 1.73 (m,
6H), 1.72 - 1.61 (m, 2H), 1.37 (d, J = 3.9 Hz, 6H)O

MS: m/z (APCI+), (M+H)+ = 682.4
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0oo0o0o0DD0D0OD00000o0ooo0oODoODDODODO00D0DO0O0g0.0oao

MS: [M+H]+ = 690 (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.45 (d, J = 10.8 Hz, 1H), 8.11 (d, J = 4.8 Hz, 1H),
8.07 - 8.03 (m, 1H), 7.53 (d, J = 7.8 Hz, 2H), 7.48 - 7.46 (m, 2H), 7.39 - 7.37
(m, 1H), 7.26 (d, J = 7.8 Hz, 2H), 7.16 - 7.13 (m, 1H), 6.38 (s, 1H), 4.13 - 4.0
7 (m, 1H), 4.03 (t, J = 6.4 Hz, 2H), 3.98 - 3.92 (m, 1H), 3.68 - 3.59 (m, 3H), 3
.52 - 3.45 (m, 1H), 3.40 (t, J = 7.6 Hz, 2H), 3.22 - 3.18 (m, 2H), 2.80 - 2.71 (
m, 4H), 2.26 - 2.20 (m, 2H), 2.11 - 1.97 (m, 4H), 1.87 - 1.77 (m, 8H), 1.73 - 1.
65 (m, 2H), 0.89 - 0.82 (m, 2H)O

MS: [M+H]+ = 694 (calc = 694) (MultiMode+)
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IH NMR (400 MHz, CD5OD) & 8.44 (d, J = 15.0 Hz, 1H), 8.11 (d, J = 3.3 Hz, 1H),
8.07 - 8.04 (m, 1H), 7.53 (d, J = 7.4 Hz, 2H), 7.47 (d, J = 7.4 Hz, 2H), 7.40 -
7.38 (m, 1H), 7.25 (d, J = 6.2 Hz, 2H), 7.16 - 7.12 (m, 1H), 6.38 (s, 1H), 4.15
- 4.08 (m, 1H), 4.01 (t, J = 5.9 Hz, 2H), 3.98 - 3.92 (m, 1H), 3.66 (t, J = 7.0
Hz, 2H), 3.10 (t, J = 7.9 Hz, 2H), 3.03 - 2.98 (m, 2H), 2.80 - 2.71 (m, 4H), 2.0
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3-1.96 (m, 4H), 1.88 - 1.78 (m, 10H), 1.74 - 1.64 (m, 2H)O

MS: [M+H]+ = 669 (calc = 669)(MultiMode+)
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TH NMR (400 MHz, CD50D) & 8.45 (d, J = 7.2 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8

.04 (dd, J = 7.9, 3.1 Hz, 1H), 7.51 - 7.43 (m, 2H), 7.36 (t, J = 1.9 Hz, 1H), 7.
32 (d, 3 = 7.7 Hz, 1H), 7.18 (dt, J = 7.8, 1.9 Hz, 1H), 7.13 - 7.10 (m, 2H), 6.4
2 (s, 1H), 4.17 (s, 2H), 4.11 - 4.08 (m, 1H), 3.97 - 3.91 (m, 1H), 3.73 (s, 3H),
3.63 - 3.56 (m, 2H), 3.53 - 3.47 (m, 2H), 2.75 (t, J = 12.6 Hz, 2H), 2.26 (s, 3
H), 1.86 - 1.77 (m, 6H), 1.74 - 1.64 (m, 2H), 1.33 (d, J = 6.7 Hz, 6H)O

MS: [M+H]+ = 670 (calc = 670)(MultiMode+)
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14 NMR (400 MHz, CDZOD) & 8.45 (d, J = 7.4 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.08 - 8.04 (m, 1H), 7.52 (d, J = 8.2 Hz, 2H), 7.48 - 7.45 (m, 2H), 7.41 - 7.38 (
m, 1H), 7.25 (d, J = 8.2 Hz, 2H), 7.17 - 7.11 (m, 1H), 6.42 (s, 1H), 4.15 - 4.07

/
N/N
|

/

(m, 1H), 3.98 - 3.89 (m, 1H), 3.72 (s, 3H), 3.39 (t, J = 5.3 Hz, 4H), 3.22 - 3.
11 (m, 4H), 2.92 - 2.86 (m, 2H), 2.71 (t, J = 7.4 Hz, 2H), 2.26 (s, 3H), 2.03 -

1.93 (m, 2H), 1.89 - 1.75 (m, 6H), 1.74 - 1.64 (m, 2H)O
MS: [M+H]+ = 654 (calc = 654)(MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.38 (dd, J = 7.1, 2.1 Hz, 1H), 8.12 - 8.08 (m, 2H),
7.90 (s, 1H), 7.52 (s, 1H), 7.40 - 7.36 (m, 3H), 7.32 (t, J = 7.6 Hz, 1H), 7.21
- 7.15 (m, 3H), 4.30 - 4.22 (m, 1H), 4.12 - 4.02 (m, 1H), 3.68 (t, J = 6.3 Hz, 2
H), 2.74 (t, J = 7.0 Hz, 2H), 2.60 (s, 3H), 1.99 - 1.77 (m, 8H), 1.72 - 1.58 (m,
2H)0O
MS: [M+H]+ = 589.2 (Multimode+)
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TH NMR (400 MHz, CDCl;) & 8.37 - 8.33 (m, 1H), 8.12 - 8.06 (m, 2H), 8.01 (s, 1H

), 7.68 (d, J = 7.3 Hz, 1H), 7.54 - 7.49 (m, 2H), 7.42 (s, 2H), 7.34 (&, J = 7.9
Hz, 1H), 7.26 (d, J = 2.0 Hz, 1H), 7.21 - 7.16 (m, 2H), 4.24 (t, J = 6.2 Hz, 2H

), 4.19 - 4.10 (m, 1H), 2.99 (s, 3H), 2.80 (t, J = 8.0 Hz, 2H), 2.76 (s, 3H), 2.
10 (quintet, J = 6.6 Hz, 2H), 1.96 - 1.66 (m, 8H)O

MS: [M+H]+ = 667.2 (Multimode+)
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TH NMR (400 MHz, CD,0D) & 8.48 (d, J = 7.6 Hz, 1H), 8.12 (d, J = 2.9 Hz, 1H), 8
.06 (dd, J = 7.6, 2.9 Hz, 1H), 7.95 (s, 1H), 7.50 - 7.47 (m, 2H), 7.45 - 7.40 (m
, 3H), 7.31 (t, J = 7.9 Hz, 1H), 7.21 - 7.15 (m, 3H), 4.17 - 4.10 (m, 1H), 3.99
- 3.92 (m, 1H), 3.48 (m, 4H), 3.42 - 3.36 (m, 4H), 3.12 - 3.07 (m, 2H), 2.72 (t,
J = 7.3 Hz, 2H), 2.61 (s, 3H), 2.08 - 1.99 (m, 2H), 1.91 - 1.63 (m, 8H)O

MS: [M+H]+ = 657.2 (MultiMode+)
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TH NMR (400 MHz, CD50D) & 8.49 (d, J
.12 (d, J = 3.1 Hz, 1H), 8.07 (dd, J = 7.9, 3.1 Hz, 1H), 7.66 (d, J
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8.41 (d, J = 6.9 Hz, 1H), 8

1H

9.0 Hz,

). 7.50 - 7.45 (m, 4H), 7.42 - 7.41 (m, 1H), 7.25 - 7.20 (m, 1H), 7.18 - 7.13 (m
, 3H), 6.96 - 6.92 (m, 2H), 4.17 - 4.12 (m, 1H), 4.04 - 3.98 (m, 1H), 3.41 (t, J
= 5.4 Hz, 4H), 3.24 - 3.19 (m, 4H), 2.94 - 2.89 (m, 2H), 2.64 (t, J = 7.6 Hz, 2
H), 1.99 - 1.68 (m, 10H)O

MS: [M+H]+ =
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TH NMR (400 MHz, CD,0D) & 8.45 (d, J = 7.2 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8
.05 (dd, 3 = 7.9, 3.1 Hz, 1H), 7.51 (d, J = 8.2 Hz, 2H), 7.47 (d, J = 5.1 Hz, 2H
), 7.40 - 7.39 (m, 1H), 7.24 (d, J = 8.2 Hz, 2H), 7.15 - 7.12 (m, 1H), 6.39 (s,

1H), 4.14 - 4.07 (m, 1H), 4.03 (t, J = 7.3 Hz, 2H), 3.99 - 3.92 (m, 1H), 3.41 (t
, J=5.1Hz, 4H), 3.24 - 3.19 (m, 4H), 2.95 - 2.90 (m, 2H), 2.87 (t, J = 7.3 Hz
, 2H), 2.71 (t, J = 7.4 Hz, 2H), 2.61 - 2.53 (m, 2H), 2.04 - 1.95 (m, 2H), 1.87

- 1.77 (m, 6H), 1.73 - 1.64 (m, 2H)O

MS: [M+H]+ = 666 (calc = 666)(MultiMode+)
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TH NMR (400 MHz, CD,0D) d 8.48 (d, J = 11.4 Hz, 1H), 8.12 (d, J = 6.7 Hz, 1H), 8
.06 (dd, J = 7.9, 3.1 Hz, 1H), 7.97 (s, 1H), 7.53 (d, J = 9.0 Hz, 2H), 7.48 - 7.
46 (m, 2H), 7.40 - 7.38 (m, 1H), 7.26 (d, J = 8.2 Hz, 2H), 7.16 - 7.13 (m, 1H),
4.15 - 4.10 (m, 1H), 3.99 - 3.93 (m, 1H), 3.71 (s, 4H), 3.52 - 3.45 (m, 4H), 2.9
4 (s, 3H), 2.72 (£, J = 7.5 Hz, 2H), 2.62 (s, 3H), 2.29 - 2.23 (m, 2H), 2.11 - 2
.03 (m, 2H), 1.88 - 1.79 (m, 6H), 1.75 - 1.67 (m, 2H), 0.89 - 0.82 (m, 2H)O
MS: [M+H]+ = 685 (calc = 685)(MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.48 (d, J = 11.0 Hz, 1H), 8.12 (d, J = 4.4 Hz, 1H),
8.05 (dd, J = 7.9, 3.1 Hz, 1H), 7.96 (s, 1H), 7.53 (d, J = 8.1 Hz, 2H), 7.48 - 7
.46 (m, 2H), 7.40 - 7.38 (m, 1H), 7.26 (d, J = 7.3 Hz, 2H), 7.17 - 7.13 (m, 1H),
4.15 - 4.10 (m, 1H), 3.99 - 3.93 (m, 1H), 3.68 - 3.58 (m, 4H), 3.52 - 3.45 (m,
2H), 3.40 (t, J = 6.0 Hz, 2H), 2.73 (t, J = 6.7 Hz, 2H), 2.62 (s, 3H), 2.27 - 2.
21 (m, 2H), 2.11 - 2.04 (m, 2H), 1.89 - 1.78 (m, 6H), 1.75 - 1.65 (m, 2H), 0.88
- 0.83 (m, 2H)O

MS: [M+H]+ = 671 (calc = 671)(MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.47 (d, J = 7.5 Hz, 1H), 8.11 (d, J = 10.3 Hz, 1H),

Oooooooogdg
OooooooQgodg

10

20

30

40

50



(171) JP 5607032 B2 2014.10.15

8.07 - 8.04 (m, 1H), 7.96 (d, J = 4.0 Hz, 1H), 7.53 (d, J = 10.9 Hz, 2H), 7.49 -
7.46 (m, 2H), 7.40 - 7.39 (m, 1H), 7.24 (d, J = 8.9 Hz, 2H), 7.17 - 7.13 (m, 1H

), 4.15 - 4.09 (m, 1H), 4.00 - 3.93 (m, 1H), 3.66 (t, J = 7.4 Hz, 2H), 3.10 (t,

J =8.2 Hz, 2H), 3.01 (t, J = 7.9 Hz, 2H), 2.72 (t, J = 8.4 Hz, 2H), 2.62 (s, 3H

), 2.03 - 1.95 (m, 2H), 1.91 - 1.77 (m, 8H), 1.76 - 1.65 (m, 2H)O

MS: [M+H]+ = 646 (calc = 646)(MultiMode+)
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0 mg

TH NMR (400 MHz, CD,0D) d 8.42 (d, J = 6.9 Hz, 1H), 8.10 - 8.06 (m, 2H), 7.74 (s

, 1H), 7.53 (d, J = 8.2 Hz, 2H), 7.50 - 7.46 (m, 2H), 7.41 - 7.39 (m, 1H), 7.28

(d, J = 8.2 Hz, 2H), 7.16 - 7.12 (m, 1H), 4.15 - 4.08 (m, 3H), 3.98 - 3.91 (m, 1

H), 3.40 (t, J = 5.4 Hz, 4H), 3.21 - 3.16 (m, 4H), 2.97 - 2.89 (m, 4H), 2.72 (t,
J=7.4 Hz, 2H), 2.07 - 1.96 (m, 6H), 1.92 - 1.80 (m, 6H), 1.75 - 1.66 (m, 2H). 40
MS: [M+H]+ = 680 (calc = 680)(MultiMode+)
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TH NMR (400 MHz, CDCl3) & 10.05 (s, 1H), 8.37 (m, 1H), 8.07 (d, J = 3.4 Hz, 1H)
, 8.04 - 7.98 (m, 2H), 7.78 (m, 1H), 7.54 (t, J = 7.9 Hz, 1H), 7.46 (d, J = 7.9
Hz, 1H), 7.33 (m, 2H), 7.22 (m, 1H), 6.67 (d, J = 7.5 Hz, 1H), 6.52 (s, 1H), 4.2
2 (m, 1H), 4.06 (m, 1H), 3.71 (s, 3H), 3.58 (m, 4H), 3.47 (s, 2H), 2.35 (m, 4H),
2.28 (s, 3H), 1.96 - 1.53 (m, 8H)O
MS: APCI(+ve): 655 (M+1)O
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1H NMR (400 MHz, CD,0D) & 8.46 (d, J = 7.7 Hz, 1H), 8.13 (d, J = 3.2 Hz, 1H), 8
.03 (m, 1H), 7.91 (d, J = 2.1 Hz, 1H), 7.62 (m, 2H), 7.50 (d, J = 7.7 Hz, 1H), 7
.34 (m, 1H), 7.22 (m, 1H), 7.17 (m, 1H), 6.45 (s, 1H), 4.44 (s, 2H), 4.41 (s, 2H
), 4.09 (m, 1H), 3.96 (m, 1H), 3.82 - 3.71 (m, 4H), 3.77 (s, 3H), 3.20 - 2.78 (m
, 12H), 2.28 (s, 3H), 1.88 - 1.68 (m, 8H)O
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MS: APCI(+ve): 742 (M+1)O
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H NMR (400 MHz, CD,0D) & 8.46 (d, J = 8.9 Hz, 1H), 8.12 (s, 1H), 8.07 (d, J =
8.9 Hz, 1H), 7.49 - 7.46 (m, 2H), 7.45 - 7.41 (m, 3H), 7.31 (t, J = 7.8 Hz, 1H),
7.21 - 7.14 (m, 2H), 6.38 (s, 1H), 4.16 - 4.06 (m, 1H), 3.95 - 3.85 (m, 1H), 3.
69 (s, 3H), 3.64 (t, J = 13.3 Hz, 4H), 3.43 - 3.34 (m, 1H), 3.12 - 3.02 (m, 3H),
2.89 (t, J = 13.3 Hz, 1H), 2.70 (t, J = 7.8 Hz, 2H), 2.24 (s, 3H), 2.03 (quinte

t, J =8.0 Hz, 2H), 1.91 - 1.74 (m, 6H), 1.72 - 1.61 (m, 2H), 1.35 (d, J = 6.7 H
z, 3H)O

MS: [M+H]+ = 668 (MultiMode+)
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.88 (m, 2H), 1.87 - 1.66 (m, 6H), 1.63 - 1.51 (m, 2H), 1.40 (s, 9H)O

8.04 (d, J = 7.5 Hz, 1H), 7.55 - 7.49 (m, 4H), 7.36 - 7.34 (m, 1H), 7.29 (d
= 8.2 Hz, 2H), 7.14 - 7.08 (m, 1H), 4.42 - 4.29 (m, 1H), 4.22 - 4.14 (m, 1H)
71 (t, J = 6.4 Hz, 2H), 3.65 - 3.55 (m, 1H), 2.76 (t, J = 7.7 Hz, 2H), 1.98

[M+H]+ = 564 (MultiMode+)
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[M+H]+ = 642 (calc = 642) (MultiMode+)
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[M+H]+ = 560 (MultiMode+)
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m, 1H), 7.25 (d, J = 8.2 Hz, 2H), 7.17 - 7.11 (m, 1H), 6.39 (s, 1H), 4.15 - 4.07
(m, 1H), 4.04 (t, J = 7.3 Hz, 2H), 3.98 - 3.91 (m, 1H), 3.58 - 3.47 (m, 4H), 2.
94 - 2.83 (m, 4H), 2.71 (t, J = 7.1 Hz, 2H), 2.64 - 2.52 (m, 4H), 2.06 - 1.93 (m
, 2H), 1.89 - 1.76 (m, 6H), 1.74 - 1.63 (m, 2H), 1.33 (d, J = 6.2 Hz, 6H)O

MS: [M+H]+ = 694 (calc = 694) (MultiMode+)
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14 NMR (400 MHz, CDLOD) & 8.47 (d, J = 6.3 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.08 - 8.04 (m, 2H), 7.53 - 7.49 (m, 2H), 7.48 - 7.45 (m, 2H), 7.41 - 7.38 (m, 1H
Y, 7.25 - 7.22 (m, 2H), 7.17 - 7.11 (m, 1H), 4.72 (s, 2H), 4.17 - 4.09 (m, 1H),
4.00 - 3.92 (m, 1H), 3.36 (t, J = 5.3 Hz, 4H), 3.13 - 3.07 (m, 4H), 2.87 - 2.81
(m, 2H), 2.71 (t, J = 8.1 Hz, 2H), 2.01 - 1.91 (m, 2H), 1.90 - 1.77 (m, 6H), 1.7
6 - 1.64 (m, 2H)O

MS: [M+H]+ = 673 (calc = 673)(MultiMode+) 10
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H NMR (400 MHz, CD,0D) & 8.46 (d, J = 7.8 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.08 - 8.04 (m, 1H), 7.53 - 7.49 (m, 2H), 7.49 - 7.46 (m, 2H), 7.41 - 7.38 (m, 1H
), 7.26 - 7.22 (m, 2H), 7.17 - 7.12 (m, 1H), 6.42 (s, 1H), 4.15 - 4.07 (m, 1H),
3.98 - 3.90 (m, 1H), 3.71 (s, 3H), 3.56 - 3.33 (m, 4H), 2.84 - 2.77 (m, 2H), 2.7
5-2.65 (m, 3H), 2.51 (t, J = 12.3 Hz, 2H), 2.26 (s, 3H), 2.01 - 1.90 (m, 2H), 40
1.88 - 1.76 (m, 6H), 1.74 - 1.62 (m, 2H), 1.32 (d, J = 6.7 Hz, 3H)O

MS: [M+H]+ = 668 (calc = 668)(MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.79 (d, J = 7.4 Hz, 1H), 8.56 - 8.54 (m, 1H), 8.48 (
d, J =6.9 Hz, 1H), 8.13 (d, J = 3.1 Hz, 1H), 8.10 - 8.07 (m, 1H), 7.49 - 7,43 (
m, 4H), 7.42 - 7.40 (m, 1H), 7.17 - 7.10 (m, 3H), 7.08 - 7.04 (m, 1H), 7.02 (s,
1H), 4.19 - 4.13 (m, 1H), 4.03 - 3.97 (m, 1H), 3.56 - 3.44 (m, 4H), 2.88 - 2.82
(m, 2H), 2.65 - 2.59 (m, 2H), 2.52 (t, J = 12.2 Hz, 2H), 1.98 - 1.68 (m, 10H) 1.
33 (d, J = 6.4 Hz, 6H)O
MS: [M+H]+ = 705 (calc = 705)(MultiMode+)
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TH NMR (400 MHz, CD50D) & 8.14 (d, J = 2.9 Hz, 1H), 8.04 (m, 1H), 7.74 (m, 1H),
7.58 (t, J = 7.9 Hz, 1H), 7.51 (m, 1H), 7.38 (m, 2H), 7.32 (m, 1H), 7.20 (m, 1H

), 7.16 (m, 1H), 4.43 (s, 2H), 4.12 (m, 1H), 3.98 (m, 1H), 3.90 - 3.66 (m, 4H),
3.79 (s, 2H), 3.43 (m, 2H), 3.29 - 2.74 (m, 4H), 3.13 (m, 2H), 2.44 (s, 3H), 2.2
7 (t, J = 12.3 Hz, 2H), 1.93 - 1.74 (m, 8H), 1.29 (d, J = 6.6 Hz, 6H)O

MS: APCI(+ve): 756 (M+1)
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H NMR (400 MHz, CD,0D) & 8.14 (d, J = 2.9 Hz, 1H), 8.03 (m, 1H), 7.70 (m, 1H),
7.57 (m, 2H), 7.48 (m, 1H), 7.34 (d, J = 8.0 Hz, 1H), 7.30 (m, 1H), 7.17 (m, 3H
), 6.77 (d, J = 8.6 Hz, 1H), 4.40 (s, 2H), 4.11 (m, 1H), 3.97 (m, 1H), 3.82 - 3.
63 (m, 4H), 3.75 (s, 2H), 3.46 - 3.36 (m, 2H), 3.27 - 2.67 (m, 4H), 3.11 (m, 2H)
, 2.25 (s, 3H), 2.24 (t, J = 12.1 Hz, 2H), 1.90 - 1.74 (m, 8H), 1.28 (d, J = 7.0
Hz, 6H)O
MS: APCI(+ve): 765 (M+1)
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H NMR (400 MHz, CD,0D) & 8.83 (m, 1H), 8.67 (m, 1H), 8.52 (m, 1H), 8.15 (m, 1H
), 8.13 (d, J = 3.3 Hz, 1H), 8.04 (m, 1H), 7.74 (t, J = 7.7 Hz, 1H), 7.71 (m, 1H
), 7.55 (d, J = 7.9 Hz, 1H), 7.53 (m, 1H), 7.45 (m, 1H), 7.32 (m, 1H), 7.26 (d,
J =7.9 Hz, 1H), 7.17 (m, 2H), 4.39 (s, 2H), 4.26 (m, 1H), 4.10 (m, 1H), 3.84 (s
, 2H), 3.83 - 3.59 (m, 4H), 3.45 (m, 2H), 3.26 - 2.65 (m, 4H), 3.18 (m, 2H), 2.3
6 (t, J = 11.8 Hz, 2H), 2.01 - 1.82 (m, 8H), 1.29 (d, J = 7.0 Hz, 6H)O

MS: APCI(+ve): 786 (M+1)
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TH NMR (400 MHz, CD,0D) & 8.46 (d, J = 8.3 Hz, 1H), 8.16 (d, J = 8.6 Hz, 1H), 8
.14 (d, J = 3.3 Hz, 1H), 8.05 (m, 2H), 7.99 (m, 1H), 7.80 (m, 1H), 7.67 (m, 2H),
7.57 (t, J = 8.2 Hz, 1H), 7.43 (m, 1H), 7.33 (m, 2H), 7.17 (m, 2H), 4.40 (s, 2H

), 4.15 (m, 1H), 4.07 (m, 1H), 3.84 - 3.59 (m, 4H), 3.74 (s, 2H), 3.41 (m, 2H),

3.28 - 2.66 (m, 4H), 3.10 (m, 2H), 2.25 (t, J = 11.8 Hz, 2H), 1.99 - 1.79 (m, 8H

), 1.27 (d, J = 7.2 Hz, 6H)O

MS: APCI(+ve): 786 (M+1)

DoooooQ

Dooooo
0DO0(OO0,00)IODO0O@OOONDOONDOoOONOoO(@0@O@o00Noonoono)don
O)YOOOODOODOOOOODOO)IODODOOOO)IOOOODOO)Ooooooood
Dooooooo0oo0on

goboooo
0 HNK
No 4
F\N'O‘)/(S
L H 0

N"0

Y o

00000(@.000000.00meD00O00O0O0O0ONO0OO(@O(O "0(@O 0

o,00)oo0ooboobo0ooboobboooboogo)oopoooopbooogoobooboo
00O0o)Yoooooooooo)Yoooo)H)oooooooooooooooo(@ .ooo
Ooo0.0o0ommo)JODOOCOOOODOOOOODOOOODOCG .OOODCOO.O0OMmMmDO
goooooo(@.ooomlOO0 .COmoDOOOO@MHOOOODOODOODDODOO
0o0o0o0Doo0ooooDoooooDooooooDoooooD@UmM)DoODoOo0o0o0oDooad
cooocoooooo@o,O00p)H)000000000O00O0O0O0C0DOO0OCODOO0BG (@
Om)0OOCOOOODDOOOOOODOCOOO@OOO .OcOCmme)ODODOOOODODOO
goooooooobooooooogooooboooobooOoooDbbooguoDbooo
0o0ooDooo0oooDoooooooooooDoooo0oDooo0ooDoDo@dmL)ODood
ooo@mb)booooooooo@.ooomo00 .OcOmo)DODODOCOOODDODOO
ooo(@.cooob.cdmohO0O0O0ODOOOODOOOODODOOUOODODOO
00o0o0oooo0oo0oDoooo0oDooo0oooDoooo0oDooDo0ooDoDoooo0oDood
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TH NMR (400 MHz, CD50D) & 8.47 (d, J = 7.3 Hz, 1H), 8.12 (d, J = 3.3 Hz, 1H), 8
.06 (m, 1H), 7.98 (m, 1H), 7.52 (d, J = 8.7 Hz, 2H), 7.47 (m, 2H), 7.40 (m, 1H),
7.36 (s, 1H), 7.24 (d, J = 8.7 Hz, 1H), 7.14 (m, 1H), 4.13 (m, 1H), 3.96 (m, 1H

). 3.41 (t, J = 5.7 Hz, 4H), 3.20 (m, 4H), 2.92 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H

), 2.39 (s, 3H), 2.03 - 1.70 (m, 10H)O

MS: APCI(+ve): 657 (M+1)
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3.1 Hz, 1H), 8

.09 - 8.04 (m, 2H), 7.53 - 7.49 (m, 2H), 7.48 - 7.45 (m, 2H), 7.41 - 7.38 (m, 1H

)
4

, 7.26 - 7.21 (m, 2H), 7.17 - 7.10 (m, 1H), 4.71 (s, 2H), 4.18 - 4.10 (m, 1H),
.00 - 3.91 (m, 2H), 3.54 - 3.41 (m, 4H), 2.88 - 2.81 (m, 2H), 2.70 (t, J = 7.3

Hz, 2H), 2.47 (t, J = 11.6 Hz, 2H), 2.03 - 1.92 (m, 2H), 1.91 - 1.76 (m, 6H), 1.
75 - 1.64 (m, 2H), 1.32 (d, J = 6.7 Hz, 6H).
MS: [M+H]+ = 701 (calc = 701)(MultiMode+)
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14 NMR (400 MHz, CDClZ) & 7.59 (s, 1H), 5.29 (s, 2H), 4.50 (q, J = 7.0 Hz, 2H),
2.13 (s, 3H), 1.45 (t, J = 7.3 Hz, 3H)O
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H NMR (400 MHz, DMSO) & 7.78 (s, 1H), 4.63 (s, 2H).
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TH NMR (400 MHz, CD,0D) & 8.47 (d, J = 7.2 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.09 - 8.05 (m, 1H), 7.62 - 7.60 (m, 1H), 7.53 - 7.49 (m, 2H), 7.48 - 7.45 (m, 2H
), 7.40 - 7.38 (m, 1H), 7.26 - 7.22 (m, 2H), 7.16 - 7.12 (m, 1H), 4.65 - 4.63 (m
, 2H), 4.17 - 4.09 (m, 1H), 4.01 - 3.92 (m, 2H), 3.50 - 3.35 (m, 4H), 2.81 - 2.7
5 (m, 2H), 2.70 (t, J = 7.4 Hz, 2H), 2.39 (t, J = 12.1 Hz, 2H), 2.00 - 1.70 (m,
10H), 1.31 (d, J = 6.7 Hz, 6H)O

MS: [M+H]+ = 701 (MultiMode+)
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TH NMR (400 MHz, CDCl3) & 10.09 (s, 1H), 8.38 (dd, J = 8.2, 3.3 Hz, 1H), 8.12 (
t, J =1.7 Hz, 1H), 8.07 (t, J = 3.1 Hz, 1H), 7.99 (d, J = 7.4 Hz, 1H), 7.91 - 7
.86 (m, 2H), 7.64 (t, J = 7.6 Hz, 1H), 7.59 (d, J = 5.1, 2H), 7.45 - 7.41 (m, 1H
), 7.22 - 7.16 (m, 1H), 4.23 - 4.13 (m, 1H), 3.70 - 3.53 (m, 1H), 1.88 - 1.65 (m
, 6H), 1.55 - 1.45 (m, 2H), 1.40 (s, 9H)O

MS: [M+H]+ = 534 (MultiMode+)
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MS: [M+H]+ = 632 (MultiMode+)
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MS: [M+H]+ = 532 (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.48 (d, J = 7.2 Hz, 1H), 8.39 (d, J = 7.5 Hz, 1H), 8
.13 (d, J = 3.1 Hz, 1H), 8.10 - 8.05 (m, 1H), 7.68 - 7.63 (m, 1H), 7.58 - 7.55 (
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m, 1H), 7.54 - 7.47 (m, 3H), 7.45 - 7.42 (m, 1H), 7.36 - 7.17 (m, 4H), 6.96 - 6.
92 (m, 2H), 4.19 - 4.12 (m, 1H), 4.04 - 3.97 (m, 1H), 3.72 (s, 2H), 3.44 - 3.34
(m, 2H), 3.15 - 3.09 (m, 2H), 2.20 (t, J = 12.4 Hz, 2H), 1.98 - 1.68 (m, 8H), 1.
24 (d, J = 6.7 Hz, 6H)O

MS: [M+H]+ = 676 (calc = 676)(MultiMode+)
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TH NMR (400 MHz, CDCl;) & 8.40 - 8.34 (m, 1H), 8.11 - 8.06 (m, 2H), 7.57 - 7.47
(m, 4H), 7.38 - 7.36 (m, 1H), 7.28 - 7.20 (m, 2H), 7.17 - 7.13 (m, 1H), 6.72 -

6.68 (m, 1H), 6.52 (s, 1H), 4.28 - 4.20 (m, 1H), 4.11 - 4.04 (m, 1H), 3.86 - 3.7

8 (m, 2H), 3.69 (s, 3H), 3.20 - 3.06 (m, 2H), 2.94 - 2.88 (m, 2H), 2.73 - 2.66 (

m, 4H), 2.25 (s, 3H), 1.95 - 1.59 (m, 10H)O

MS: [M+H]+ = 643 (calc = 643) (MultiMode+)
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TH NMR (400 MHz, CD50D) & 8.11 (d, J = 3.3 Hz, 1H), 8.05 (dd, J = 8.2, 3.3 Hz,
1H), 7.86 - 7.77 (m, 2H), 7.50 (d, J = 8.2 Hz, 2H), 7.47 - 7.44 (m, 2H), 7.41 -
7.39 (m, 1H), 7.37 (d, J = 7.4 Hz, 1H), 7.23 (d, J = 8.2 Hz, 2H), 7.16 - 7.12 (m
, 1H), 4.16 - 4.10 (m, 1H), 4.02 - 3.95 (m, 1H), 3.56 - 3.46 (m, 8H), 3.19 - 3.1
4 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.45 (s, 3H), 2.06 (quintet, J = 8.2 Hz, 2H
), 1.90 - 1.79 (m, 6H), 1.79 - 1.66 (m, 2H)O

MS: m/z (APCI+), (M+H)+ = 651.2
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TH NMR (400 MHz, CDCl3) & 8.45 (d, J = 7.9 Hz, 1H), 8.11 (d, J = 3.3 Hz, 1H), 8
.07 - 8.03 (m, 1H), 7.60 - 7.56 (m, 2H), 7.51 - 7.46 (m, 2H), 7.41 - 7.39 (m, 1H

), 7.35 - 7.31 (m, 2H), 7.19 - 7.14 (m, 1H), 6.42 (s, 1H), 4.21 - 4.18 (m, 1H),

4.16 - 4.07 (m, 1H), 3.98 - 3.90 (m, 1H), 3.87 - 3.77 (m, 2H), 3.72 (s, 3H), 3.4

9 - 3.34 (m, 4H), 3.23 - 2.04 (m, 8H), 2.50 - 2.47 (m, 2H), 2.26 (s, 3H), 2.20 -
1.98 (m, 6H), 1.89 - 1.75 (m, 6H), 1.74 - 1.63 (m, 2H)O

MS: [M+H]+ = 708 (calc = 708)(MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.88 (d, J = 2.1 Hz, 1H), 8.18 (d, J = 2.1 Hz, 1H), 8
.12 (d, J = 3.1 Hz, 1H), 8.08 - 8.05 (m, 1H), 7.52 - 7.45 (m, 5H), 7.43 - 7.40 (
m, 1H), 7.23 - 7.19 (m, 2H), 7.14 - 7.09 (m, 1H), 4.17 - 4.10 (m, 1H), 4.02 - 3.
95 (m, 1H), 2.91 - 2.78 (m, 4H), 2.63 (t, J = 7.9 Hz, 2H), 2.39 - 2.33 (m, 2H),
1.92 - 1.66 (m, 9H), 1.60 (t, J = 11.4 Hz, 2H), 1.04 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 671 (calc = 671)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.45 (d, J = 8.0 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.05 (dd, J = 7.9, 3.1 Hz, 1H), 7.54 - 7.50 (m, 2H), 7.48 - 7,44 (m, 2H), 7.40 -

7.37 (m, 1H), 7.26 - 7.22 (m, 2H), 7.16 - 7.10 (m, 1H), 6.44 (s, 1H), 4.14 - 4.0

6 (m, 1H), 3.99 - 3.92 (m, 1H), 3.64 - 3.53 (m, 4H), 3.03 - 2.96 (m, 2H), 2.75 -
2.66 (m, 4H), 2.28 (s, 3H), 2.07 - 1.98 (m, 2H), 1.88 - 1.64 (m, 6H), 1.35 (d,

J = 6.4 Hz, 6H)O

MS: [M+H]+ = 668 (calc = 668)(MultiMode+)

oooao

oooao

oooDoDooo@@o,0o)yooo@oooooooooooDoDoODooooooo

O)ooooooo)ooo(@o@u@oououooooooo)yooooH)yoooodo

000000 Ooooooao

O Ooo0oooo
O 0Ooo0oooao

0000
H
n—N
H\M
o]
F ,J::::r’ o]
% N
| H
o
N o]

(/A\NH
)

00000000 (@OoO@ O@OoOQOOo.00)DODo0oooooooooooon
0) 0000000000000 O0O00O0O0)000000000)I000)0
000000000000 C@O0mgdCO .00mmo)DOO0C0O0OC0O(@mL)IO
000000000000000000000(@O.Omgd0.00mmo)0OOO
00O00(@.000mOO0.OOmmol)D00O00O0O00O0O00.00000000
00000000000 (@.000mI00 .00mmeDODO0OODO0OODOOODOO
00000000000 0000000000, (0O0)I000000000000 (X
0)DO0O0O0000O000000O0000O0C@OO0D0,)00000000000000
0000000000 @mDOIOODODOOODOOODO@mMDOODOO0OODOOODOOONOO
0000000000000 000000000000000000000000000
00(@O)IO0DOD0DO00O00O00O00O00O0,(QO0)I000000000000000

O

O

O 0Ooo0oooo
O 0Ooo0oo0ooo
OO0 o0ooogd

oo0oo0o0o0oOD0000O0O0o0ooooOoOoo0oDoDOoODO0O0O0OoO0ooooooDooDoDoOoooOg

godododooooobooooooooo gooboobbouobbOoUodmg

1H NMR (400 MHz, CD50D) & 8.45 (d, J = 6.8 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.07 - 8.04 (m, 1H), 7.52 (d, J = 8.2 Hz, 2H), 7.47 - 7.45 (m, 2H), 7.39 - 7.37 (

m, 1H), 7.24 (d, J = 8.2 Hz, 2H), 7.15 - 7.12 (m, 1H), 6.44 (s, 1H), 4.11 - 4.08
(m, 1H), 3.97 - 3.93 (m, 1H), 3.43 (t, J = 5.4 Hz, 4H), 3.29 - 3.23 (m, 4H), 3.

00 - 2.95 (m, 2H), 2.72 (s, 2H), 2.28 (s, 3H), 2.05 - 1.97 (m, 2H), 1.86 - 1.78
(m, 6H), 1.74 - 1.66 (m, 2H)O

MS: [M+H]+ = 640 (calc = 640)(MultiMode+)
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MS: [M+H]+ = 464 (calc = 464)(MultiMode+)
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MS: [M-H]- = 659 (calc = 659)(MultiMode+)

ocooooao
oo@ooo(oo,0o)yooo@oooooooo@To@o@ooooooo
OooooDOoOH)YOOoDOoO)H)oooOooOoODoDOoODODOoDOoDOoDO)DoooooOoD)HYOODODOoOoOoo)

20

30

40

50



(189) JP 5607032 B2 2014.10.15

oooooDoDoOOoOooooog
ocoo@Oo@uooooooDooo,0oH)oo@ooooDoDOoODOoOOoOoOoO)oOo
ooo0o0oDoDoOO0O000oO0)ooooOOoODOO0OO0DUOO)DO0DOoDOOODDODOODMY OODOOO
oooooooo(@.cooo.oommoD00ODOCOOODDO@mML)DOOO0DOODDODOO
ooooDoDoDoOo0Oo(@.O00oomlOO0 .00mmeD 00O ODODODODOOODDODDOODOOOO
OO000DDOD0O000O0O00O0O0OO0O0Phenomenex GeminiO OO ODDODDDODOOODOOOO
oo0o00D0OD0O00 . 0000000000000 Ooo0ooooooDoDoDoODOoo0ooOogoo
oo0oo0DoDDoDO0OO000O0O0o0oooo0Ooo0DoDDoODOo0DO00DO0DO0o0oooDoDoDoDoODoDoOoDoOooOog
oodooadmg

1H NMR (400 MHz, CDCl;) & 8.38 (dd, J = 8.2, 3.1 Hz, 1H), 8.14 (d, J = 15.6 Hz,
1H), 8.09 - 8.04 (m, 2H), 7.97 (d, J = 6.7 Hz, 1H), 7.70 (t, J = 7.3 Hz, 1H), 7
.52 - 7.45 (m, 4H), 7.38 - 7.37 (m, 1H), 7.24 - 7.13 (m, 4H), 4.31 - 4.24 (m, 1H
), 4.14 - 4.06 (m, 1H), 3.82 (t, J = 5.3 Hz, 2H), 2.90 (t, J = 5.0 Hz, 2H), 2.70
- 2.65 (m, 4H), 2.44 (s, 3H), 1.98 - 1.63 (m, 12H)O

MS: [M+H]+ = 640 (calc = 640) (MultiMode+)
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MS: [M+H]+ = 600 (calc = 600)(MultiMode+)
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[M+H]+ = 608 (calc = 608)(MultiMode+)
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MS: [M+H]+ = 686 (calc = 686)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.37 (d, J = 6.9 Hz, 1H), 8.12 - 8.06 (m, 2H), 7.64 (
d, J =8.2 Hz, 1H), 7.48 - 7.43 (m, 6H), 7.21 (t, J = 7.9 Hz, 1H), 7.14 - 7.10 (
m, 3H), 6.94 (s, 1H), 4.17 - 4.12 (m, 1H), 4.04 - 3.96 (m, 1H), 3.59 (t, J = 6.3
Hz, 2H), 2.66 (t, J = 7.5 Hz, 2H), 2.60 - 2.55 (m, 4H), 1.97 - 1.66 (m, 12H)O
MS: [M+H]+ = 665 (calc = 665)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.46 (d, J = 7.9 Hz, 1H), 8.12 (d, J = 3.9 Hz, 1H), 8
.08 (dd, J = 7.1, 3.9 Hz, 1H), 7.51 (d, J = 7.9 Hz, 2H), 7.48 (d, J = 4.7 Hz, 2H
), 7.41 (s, 1H), 7.24 (d, J = 7.9 Hz, 2H), 7.17 - 7.13 (m, 1H), 7.07 (s, 1H), 4.
17 - 4.09 (m, 1H), 3.98 - 3.90 (m, 1H), 3.94 (s, 3H), 3.35 (t, J = 5.5 Hz, 4H),
3.12 - 3.04 (m, 4H), 2.82 (t, J = 7.9 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 1.99 -
1.62 (m, 10H)O

MS: [M+H]+ = 708 (calc = 708) (MultiMode+)
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MS: [M+H]+=619 (calc=619) (MultiMode+)
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[M+H]+=697 (calc=697)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.64
(dd, J = 8.3, 1.7 Hz, 1H), 8.11

8.59 (m, 2H), 8.53 (d, J = 15.4 Hz, 1H), 8.38
8.05 (m, 3H), 7.68 (t, J = 8.0 Hz, 1H), 7.45 -

7.41 (m, 5H), 7.34 - 7.30 (m, 1H), 7.18 - 7.14 (m, 3H), 4.26 - 4.21 (m, 1H), 4.
16 - 4.10 (m, 1H), 3.67 (t, J = 6.2 Hz, 2H), 3.09 (t, J = 7.3 Hz, 2H), 2.99 (t,
J =8.2 Hz, 2H), 2.68 (t, J = 6.5 Hz, 2H), 2.00 - 1.81 (m, 12H)O
MS: [M+H]+=676 (calc=676)(MultiMode+)
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[M-Boc]+ = 528 (calc = 528)(MultiMode+)
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= 646 (calc = 646) (MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.45 (d, J = 7.2 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8
.06 (dd, J = 8.0Hz, 3.1Hz, 1H), 7.52 (d, J = 8.2Hz, 2H), 7.48 - 7.46 (m, 2H), 7.

41 - 7.39 (m, 1H), 7.27 (d, J = 8.2Hz, 2H), 7.18 - 7.12 (m, 1H), 6.38 (s, 1H), 4
.11 (s, 1H), 4.01 (t, J = 6.1Hz, 2H), 3.98 - 3.92 (m, 1H), 3.48 - 3.34 (m, 4H),

2.92 (s, 4H), 2.77 (t, J = 6.4Hz, 2H), 2.36 (t, J = 12_.1Hz, 2H), 2.04 - 1.96 (m,
2H), 1.87 - 1.78 (m, 8H), 1.73 - 1.65 (m, 2H), 1.32 (d, J = 6.5Hz, 6H)O

MS: [M+H]+ = 694 (calc = 694)(MultiMode+)
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1H NMR (400 MHz, CD,0D) & 8.46 (d, J = 7.0Hz, 1H), 8.11 (d, J = 3.1Hz, 1H), 8.0
6 (dd, J = 8.0Hz, 3.1Hz, 1H), 7.57 (d, J = 2.2Hz, 1H), 7.53 (d, J = 8.2Hz, 2H),
7.47 (dd, J = 6.7Hz, 3.3Hz, 2H), 7.40 (d, J = 1.2Hz, 1H), 7.28 (d, J = 8.2Hz, 2H
), 7.17 - 7.13 (m, 1H), 6.65 (d, J = 2.3Hz, 1H), 4.12 (s, 1H), 3.96 (s, 1H), 3.8
4 (s, 3H), 3.51 - 3.41 (m, 4H), 3.00 - 2.91 (m, 4H), 2.45 (t, J = 12.0Hz, 2H), 1
.89 - 1.78 (m, 6H), 1.75 - 1.65 (m, 2H), 1.33 (d, J = 6.5Hz, 6H)O

[M+H]+ = 654 (calc = 654)(MultiMode+)
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MS: [M+H]+ = 609 (calc = 609)(MultiMode+)
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MS: [M+H]+ = 687 (calc = 687)(MultiMode+)

oooo
@a)ooouo,jg)Yyooo@oooooooo@TU@o@ooooooo
0000 ODOoO)ooooooOoDOoDOoOooOoOo)Doooooo)YoOoooooo)
O0[0.,.000j0000o0oooooooooog
Oo@*o@uuooooooo@oo,0o)yoog@oooo,0o0o0poooo
00000000 )J0O0oOoOoOoODDODOoOOoOoDO)I0oo0oooDoDoODOoOoOoOo)DOO
oooooOOoO)Y OooooooooooDoo(@ . Oooooo.commehO OO OOOO
0O@mbOOODODODDOOOODODOOOO0OODDOO@.ODOoOOmMLOO .O0mmo)DDO OO
00000000 o0DoOO000o0Do0o0O00oo0ooDoOO0oO0O0DO00ddadaOPhenomenex N-XO O
oooo0DDoDoOO0o000O0o0o0oo0oOODDO . O00O00o0o0o0ooODoDDDODOO0DOoDOoO0Ooon
oooooDoODO0OO000oU0oO0ooooOOoO0ODDODDODO0DO00DU0DO0O0DOoDOoDoODOooDoODDODOOoDOoDOg
0000000000000 00O0mg

H NMR (400 MHz, CD;0D) & 8.93 (dd, J = 5.3, 5.3 Hz, 1H), 8.49 (s, 1H), 8.26 (d
d, J =3.2, 3.2 Hz, 1H), 8.12 - 8.06 (m, 2H), 7.46 - 7.43 (m, 4H), 7.41 - 7.38 (
m, 2H), 7.13 - 7.09 (m, 3H), 6.94 - 6.91 (m, 1H), 4.18 - 4.07 (m, 2H), 3.60 (t,
J =7.3 Hz, 2H), 2.68 - 2.57 (m, 6H), 1.95 - 1.66 (m, 12H)0O

MS: [M+H]+ = 666 (calc = 666)(MultiMode+)
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MS: [M+H]+ = 608 (calc = 608)(MultiMode+)
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MS: [M-H]-=684 (calc=684)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.76 (s, 1H), 8.50 (d, J = 13.3 Hz, 1H), 8.11 (d, J =
6.8 Hz, 3H), 8.08 (dd, J = 7.9, 3.1 Hz, 1H), 7.92 (d, J = 11.0 Hz, 1H), 7.85 (d
, J =9.4Hz, 1H), 7.52 - 7.45 (m, 5H), 7.42 - 7.40 (m, 1H), 7.22 - 7.14 (m, 1H)
, 4.17 - 4.11 (m, 2H), 3.66 (t, J = 4.7 Hz, 2H), 3.10 (t, J = 6.5 Hz, 2H), 3.00
(t, J = 7.8 Hz, 2H), 2.70 (t, J = 7.8 Hz, 2H), 2.01 - 1.79 (m, 12H)0O

MS: [M+H]+ = 665 (calc = 665)(MultiMode+)
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1H NMR (400 MHz, CD,0D) & 8.46 (d, J = 7.5 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.08 - 8.04 (m, 1H), 7.58 - 7.56 (m, 1H), 7.54 - 7.50 (m, 2H), 7.48 - 7.45 (m, 2H
), 7.41 - 7.38 (m, 1H), 7.26 - 7.23 (m, 2H), 7.17 - 7.12 (m,1H), 6.65 (d, J = 2.
3 Hz, 1H), 4.16 - 4.08 (m, 1H), 4.00 - 3.90 (m, 1H), 3.84 (s, 3H), 3.58 - 3.46 (
m, 4H), 2.95 - 2.87 (m, 2H), 2.71 (t, J = 7.6 Hz, 2H), 2.57 (t, J = 12.8 Hz, 2H)
, 2.05 - 1.94 (m, 2H), 1.91 - 1.77 (m, 6H), 1.74 - 1.62 (m, 2H), 1.33 (d, J = 6.
7 Hz, 6H)O

MS: [M+H]+ = 668 (calc = 668)(MultiMode+)

ogooooad

ocooooao

oooo,00) oD@, 00000000 D0D0DO0DO0D0DO0oD0DOoO0DOoODOO0OO0OODnD)o
oooooo)yyooooooooopo(@Oo@o@oooooo,0c0o0ooDooooad
O
O

OH)ooo)H)ooooooooooooo)H)ooooooo
ooooao

/

N/N
F . LN o]
\ H
-
N e}

C
e

N

ocoo@o@u@@@ou,oo0)yooo(@,000o0o0o0o0ooDooDoDDDODOoDo0o0oO0oon

Ooo0o0ODO)Y OOOoOoOoooooooOoOoDH)YOOoDUODODOoOoooooOoODDOoODOoOOoOoOOoOoo)o

0o0o0oooooo)y oooooDoooooDo@uoOmgD 0 . O0mmoD)DOODOODOO

o@dmb)OooOooooDOoOOOoOoOoD,. 0000000 @.ODOO0OMLO00 .OCOmmo)D O OO

oo0oo0oDoDDoDO0OO000O0O0Oooo0o0O0oo0DDDODO0DO00DO0DO0O0OoDOoDoDoODoDoODDOoODOoOOoDOoOO

Oo00D0DO0ODO0000000Omg

H NMR (400 MHz, CDCl;) & 8.48 - 8.42 (m, 1H), 8.12 - 8.10 (m, 1H), 8.09 - 8.03
(m, 1H), 7.60 - 7.56 (m, 2H), 7.51 - 7.47 (m, 2H), 7.41 - 7.39 (m, 1H), 7.35 -

7.30 (m, 2H), 7.19 - 7.14 (m, 1H), 6.42 (s, 1H), 4.17 - 4.07 (m, 1H), 3.96 - 3.8

4 (m, 1H), 3.77 - 3.70 (m, 7H), 3.58 - 3.38 (m, 6H), 3.10 - 3.03 (m, 2H), 2.96 (

s, 3H), 2.33 - 2.24 (m, 3H), 1.96 - 1.62 (m, 10H)O

MS: [M+H]+ = 668 (calc = 668)(MultiMode+)
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H NMR (400 MHz, CDCl3;) & 8.47 - 8.42 (m, 1H), 8.12 - 8.10 (m, 1H), 8.07 - 8.03
(m, 1H), 7.55 - 7.51 (m, 2H), 7.50 - 7.46 (m, 2H), 7.41 - 7.39 (m, 1H), 7.30 -
7.26 (m, 2H), 7.17 - 7.12 (m, 1H), 6.42 (s, 1H), 4.18 - 4.08 (m, 1H), 3.97 - 3.9
1 (m, 1H), 3.92 (s, 3H), 3.72 (s, 3H), 3.23 - 2.87 (m, 12H), 2.83 (s, 3H), 1.90
-1.75 (m, 6H), 1.74 - 1.62 (m, 2H)O

MS: [M+H]+ = 654 (calc = 654)(MultiMode+)
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1H NMR (400 MHz, DMSO) & 5.87 (s, 1H), 4.30 (t, J = 5.2 Hz, 2H), 4.14 (t, J
.3 Hz, 2H), 2.50 (m, 2H)O
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1H NMR (400 MHz, CD,0D) & 8.12 (d, J = 3.1 Hz, 1H), 8.06 (m, 1H), 7.52 (m, 2H),
7.47 (m, 2H), 7.40 (m, 1H), 7.25 (m, 2H), 7.14 (m, 1H), 5.83 (s, 1H), 4.27 (m,
2H), 4.11 (m, 1H), 4.05 (t, J = 6.2 Hz, 2H), 3.92 (m, 1H), 3.56 (m, 4H), 2.96 (m
, 2H), 2.72 (t, J = 7.5 Hz, 2H), 2.66 (t, J = 13.5 Hz, 2H), 2.20 (m, 2H), 2.02 (
m, 2H), 1.89 - 1.61 (m, 8H), 1.34 (d, J = 6.5 Hz, 6H)O

MS: [M+H]+ = 710 (calc = 710)(MultiMode+)
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IH NMR (400 MHz, CDCl3) & 7.80 (d, J = 2.1 Hz, 1H), 7.65 (d, J = 8.2 Hz, 1H), 7
.39 (dd, J = 8.3, 2.2 Hz, 1H), 3.59 (s, 2H), 2.82 - 2.67 (m, 8H)O
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MS: [M+H]+ = 300/302 (calc = 300/302)(MultiMode+)
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MS: [M+H]+ = 3987400 (calc = 398/400) (MultiMode+)
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MS: [M+H]+ = 747 (calc = 747)(MultiMode+)
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MS: [M+H]+ = 647 (calc = 647)(MultiMode+)
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H NMR (400 MHz, CDCl3) & 8.38 (s, 1H), 8.16 (d, J = 3.1 Hz, 1H), 8.05 (dd, J =
7.7, 3.1 Hz, 1H), 7.76 - 7.74 (m, 1H), 7.66 (dd, J = 10.0, 4.9 Hz, 1H), 7.59 (t
, J=7.9Hz, 1H), 7.55 - 7.49 (m, 2H), 7.39 (d, J = 7.9 Hz, 1H), 7.35 - 7.30 (m
, 1H), 7.22 - 7.18 (m, 1H), 7.17 - 7.15 (m, 1H), 4.42 (s, 2H), 4.15 - 4.02 (m, 2
H), 3.88 (s, 2H), 3.53 - 3.42 (m, 2H), 3.00 - 2.59 (m, 8H), 2.40 (t, J = 12.0 Hz
, 2H), 1.94 - 1.73 (m, 8H), 1.30 (d, J = 6.4 Hz, 6H)O

MS: [M+H]+ = 809 (calc = 809)(MultiMode+)
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14 NMR (400 MHz, CDCI5) & 8.36 (m, 1H), 8.06 (d, J = 3.1 Hz, 1H), 8.01 (d, J
7.7 Hz, 1H), 7.50 (t, J = 8.0 Hz, 1H), 7.38 (s, 1H), 7.35 (m, 1H), 7.29 (m, 1H),
7.27 (s, 1H), 7.14 (m, 1H), 4.54 - 4.08 (m, 2H), 3.77 - 3.47 (m, 2H), 3.56 (m,
4H), 3.41 (s, 2H), 2.70 (m, 8H), 2.33 (m, 2H), 1.87 - 1.46 (m, 10H), 1.42 (s, 9H
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1H NMR (400 MHz, DMSO) & 8.37 (d, J = 6.8 Hz, 1H), 8.29 (d, J = 3.4 Hz, 1H), 8.
23 - 8.09 (m, 4H), 8.05 (m, 1H), 7.79 (d, J = 8.1 Hz, 1H), 7.56 (t, J = 7.8 Hz,
1H), 7.46 (d, J = 7.4 Hz, 1H), 7.33 (m, 1H), 7.27 (m, 1H), 7.24 (m, 1H), 4.38 (s
, 2H), 3.97 - 3.57 (m, 8H), 3.45 - 3.08 (m, 8H), 2.79 (m, 2H), 1.92 - 1.59 (m, 1
oH)UO
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H NMR (400 MHz, CD;0D) & 8.13 (d, J = 3.1 Hz, 1H), 8.10 (s, 1H), 8.03 (m, 1H),
7.92 (d, J = 1.7 Hz, 1H), 7.61 (m, 2H), 7.48 (d, J = 8.0 Hz, 1H), 7.33 (m, 1H),
7.22 (m, 1H), 7.19 (m, 1H), 4.79 (s, 2H), 4.45 (s, 2H), 4.41 (s, 2H), 4.11 (m,
1H), 3.99 (m, 1H), 3.94 - 3.56 (m, 4H), 3.43 - 2.69 (m, 12H), 1.93 - 1.68 (m, 8H
)o

MS: [M+H]+ = 761 (calc = 761)(MultiMode+)
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MS: [M+H]+=604 (calc=604)(MultiMode+)

oooooao
oco@yooo,0o)yooo@oooooooo@To@ooooooooo)
oooooOoOOoOO0oOoOoOooo)Yooooooo)Y oooooo)oo,o,0,000000
oooO0o0oOoO[o,000jooooooooooood
ocooooooOoo(@o,0o0)y o oo@oooooooo@o(@,o,0,00000
oooo0D,0,00000000000000O0H)00O0OO)Y ODODODOOOH)DOOO

ocoo)yoo,o,0,00000000D0O000@E,000joocoo0DDDODO0DO0O0OoOooo
O@.oooooo.ocomoDhO OO O @mDOOODODODO@OUODOODOOO)YY OO
oo(@.0o0Do0OmO0 . OOmmo)DOODDODDOOODODO@.OOOOODO.O00MmMMmo)OO
Q. 000m)00DO0DO0DO0Q0O0OO0ODODO0ODO0DO0D@UOODOOODDODDDODNY OODOOO@)E@
AOo0ooDoo . oommoh)D0 00000 OO0DODDDODODOODDODOOODODODDOOOODOD
oo0oo0DoDDoDO0OO000O0O0o0oooo0Ooo0DoDDoODOo0DO00DO0DO0o0oooDoDoDoDoODoDoOoDoOooOog
OO000DDO0O000O0O0O0O0O0OOD0ISCO Companiond DO ODODOOODDODOOOOO
oo0o0o0o0oDoD00000O00ooo0o0O0oo0o0DDODO0DO0U0DO0O0DO0ooooDooDoODoODOoOoooOg
0Oo0o00D0DDoODO00000000o0o0o0o0DDDODO0D00D0D0O0o0Do0Do0DoDoDoODDOoDOoOOoDOoDOOg
ooooDo0oO00mg

MS: [M+H]+ = 598 (calc = 598)(MultiMode+)
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MS: [M+H]+ = 676 (calc = 676)(MultiMode+)
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1H NMR (400 MHz, CD50D) & 8.11 (d, J = 3.1 Hz, 1H), 8.06 (dd, J = 8.2, 3.1 Hz,

1H), 7.56 (d, J = 7.8 Hz, 2H),
33 (d, J = 8.2 Hz, 2H), 7.18 -
4.02 (t, J = 6.6 Hz, 2H), 3.98

7.48 (d, J = 5.9 Hz, 2H), 7.42 - 7.40 (m, 1H), 7.
7.13 (m, 1H), 6.38 (s, 1H), 4.14 - 4.07 (m, 1H),
- 3.91 (m, 1H), 3.67 (s, 4H), 3.52 - 3.41 (m, 4H)

, 3.35 (t, J = 8.4 Hz, 2H), 3.06 (t, J = 7.7 Hz, 2H), 2.93 (s, 3H), 2.78 (t, J =
6.2 Hz, 2H), 2.30 - 2.22 (m, 2H), 2.04 - 1.96 (m, 2H), 1.88 - 1.76 (m, 8H), 1.7

4 - 1.62 (m, 2H)O

MS: [M+H]+ = 694 (calc = 694)(MultiMode+)

oooooo
oooooao

0o0@oOo,0O0)Doo(@oE@-

D@oQoo,00)Io,0ooooooooooao

ocooo)oDooo)oooooooooooboo)H)ooooooooooooooH)ooo
ocooo)oDo,0ooooooooooboo o, 0o00]pobooobDbbob0oo0ooooo

O
oooooo

0D(@)0D0O00DO0O00DO0O0@O
0000000000000 )O
000000 )DO0O0OOoOO
0000000000000 (@
00O00D0)D0O00O0O0O0O0
000000000 )0O0000
0D,00)I0,00000000
m)DOOOODOO0O0OO0O0D0O000

Oo0oooooooooogQgog

ogb.obooan

,00)ooo(@o@ "o@ooo.oo)o,oo
000)IO000O000O000O00O0)O0O00O0O0
Doooo
'0@O0EDO0,00)O0O0(@OOO0OODO0DO0OODOOoO
0000)I0DO0DO00O0O00O0O0O0O0O0O0O0O0O0O0O0)
00000000 (@.000000.00mmel)00O0(
000(@.000000.00mme)J00O00D000(
0000000000000 O0O0O0O0O0O0O00O0O00

ooooooooobooooobooooboooooobOboooboboooOooobooo
goboooooooboobotbobooooboobobobobooboboboboboo
OCOO0ODDODOIsCo CompanionD O OO DODODOOOOOOOOOOOOODOOOOOO
ooooooooooboboooobooooboooooobOboooboboooOoobooo
gobooooogoobooboboooooboobobobobooooboboboboo

10

20

30

40

50



(206) JP 5607032 B2 2014.10.15

MS: [M+H]+ = 660 (calc = 660)(MultiMode+)
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MS: [M+H]+ = 560 (calc = 560)(MultiMode+)
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TH NMR (400 MHz, CD50D) & 8.05 (s, 1H), 8.01 (d, J = 8.3 Hz, 1H), 7.42 (s, 2H),
7.38 - 7.32 (m, 3H), 7.27 - 7.23 (m, 1H), 7.16 - 7.06 (m, 2H), 6.30 (s, 1H), 4.
08 - 4.02 (m, 1H), 3.95 - 3.91 (m, 2H), 3.88 - 3.69 (m, 3H), 3.06 - 2.94 (m, 2H)
, 2.80 - 2.75 (m, 2H), 2.69 - 2.58 (m, 2H), 2.54 - 2.44 (m, 2H), 2.10 - 1.95 (m,
2H), 1.84 - 1.65 (m, 6H), 1.64 - 1.52 (m, 4H), 1.40 - 1.25 (m, 6H), 0.97 - 0.90

(m, 1H)O

[M+H]+ = 694 (calc = 694) (MultiMode+)

oooooao

ocooooao

oo@oo,00) oo (@UoOooooDoDoDoODOooDUoDO0oo0o0oooDooDoDoOoDoDoooOog)
oooooDoOoO)Y O ooooooooo@O@UuU@UoUooooooDoOo)Dooo)o
ooooDoDoDOoOOoOooOoOg)oooooao

oooooao

H
H \
N._ Ao
PON
F\LN 0
| H
-

N 0]

O |/\NH
)

10

20

30

40

50



(207) JP 5607032 B2 2014.10.15

0000000000000 0O00O0(@O@ O0@oOQoOo.,.00)D0ooooooo
0000000000 )IO0O0DO0OO0O0OO0OO0O0OOODOOOOOOOO)0O00O0OO0OnOn

yoooo)ooooooooooDoOOOOoOo@.oooooD .OOmmo)OOODODODO
oco@mboooooooooooooooDOoDooooooooDoDooDoDoD @ .oOoog
ococo.00moh)DOOOOOQCOOODO(@.OO0OmOO0 .OC0mmo)ODOOOOOOO
ocooooooO0oO0ooOoooooooODbDOOO0 . DoooooboooODbDDbDDbOO0O0O0oO0oo
oooo(@.oooboo . .obomo)oooOOO0OO0O0oDOOO0OO0OOODOOOO0ODDODOO
gcoooooOoOOoOoOoOoOoooooooOooODOO0DO0O0oOoOooooooooODOoOoOooOoOo
coooooOOO0OO0OO0oO0oOoOooOOoO(@.ODOmMOO0 . OOmmoDOOOODDOOOOOO
OO0O0D0OO0OO0OO0O0O0OWwaters X-BridgeO O O ODOOOOODODOOOODOODOODOD.OO
ocoooooOOO0oO0oOoOoOoooooOoOooODOOoO0O0OoOooooooooDoDOoOooOod
cooooooOoOoOoOoOooooooooODbDOOoO0OoOoOooooooooODOoOoOoOoOo
ocooo(@ .Om)ooooooobooDbObOOoO0o(@.ooooH)yooooDbboOooooo
OOO00DDO0O00O0O0O0oOoOoOoODOwWaters X-BridgeD O OODODDOOOODOOOO
cooooooOoO0 . ooooooooOoDbDOoOoOoOoOoOoooobooOooODbDDbDbOO0DOoOoOooo
ocooooobOOOO0oO0oOoooooooOODOOO0OO0OOoO0DOooooOOODODDODODODOOO
godoobdmg

H NMR (400 MHz, CD,0D) & 8.45 (d, J = 8.1 Hz, 1H), 8.12 (s, 1H), 8.06 (d, J =

8.1 Hz, 1H), 7.51 (d, J = 9.3 Hz, 2H), 7.47 - 7.44 (m, 2H), 7.38 (s, 1H), 7.23 (

d, J = 9.3 Hz, 2H), 7.15 - 7.11 (m, 1H), 6.32 (s, 1H), 4.13 - 4.06 (m, 1H), 3.97
- 3.89 (m, 1H), 3.41 - 3.36 (m, 4H), 3.19 - 3.12 (m, 4H), 2.92 - 2.84 (m, 2H),

2.71 (¢, J = 7.0 Hz, 2H), 2.02 - 1.63 (m, 11H), 0.98 (g, J = 7.0 Hz, 2H), 0.69 (

d, J = 4.6 Hz, 2H)O

MS: [M+H]+ = 666 (calc = 666)(MultiMode+)
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1H NMR (300 MHz, CD,0D) & 8.14 - 8.06 (m, 2H), 7.53 - 7.42 (m, 6H), 7.32 (t, J
= 9.6 Hz, 1H), 7.22 - 7.15 (m, 2H), 6.36 (s, 1H), 4.19 - 4.09 (m, 1H), 4.03 - 3.
90 (m, 3H), 3.87 - 3.67 (m, 4H), 3.22 (t, J = 8.6 Hz, 2H), 3.06 (t, J = 12.0 Hz,
2H), 2.79 - 2.70 (m, 4H), 2.16 - 1.96 (m, 4H), 1.93 - 1.61 (m, 10H), 1.39 (d, J
= 17.1 Hz, 6H)O

MS: [M+H]+ = 708 (calc = 708) (MultiMode+)
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MS: [M+H]+=295/297 (calc=295/297) (MultiMode+)
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MS: [M+H]+ = 298/300 (calc = 298/300) (MultiMode+)
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MS: [M+H]+ = 396/398 (calc = 396/398) (MultiMode+)
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MS: [M-H]- = 743 (calc = 743)(MultiMode+)
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MS: [M+H]+ = 645 (calc = 645)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.50 - 8.43 (m, 2H), 8.13 (d, J = 2.6 Hz, 1H), 8.04 (
dd, J = 7.9, 2.7 Hz, 1H), 7.86 - 7.81 (m, 1H), 7.66 - 7.50 (m, 4H), 7.40 (d, J =
8.2 Hz, 1H), 7.32 (d, J = 8.9 Hz, 1H), 7.21 (d, J = 7.5 Hz, 1H), 7.17 - 7.16 (m
, 1H), 7.10 (d, J = 6.8 Hz, 1H), 4.20 - 4.07 (m, 3H), 3.90 - 3.79 (m, 3H), 3.76
- 3.59 (m, 2H), 3.56 - 3.45 (m, 3H), 3.25 - 3.16 (m, 2H), 3.06 - 2.97 (m, 2H), 2
.73 (s, 3H), 1.95 - 1.59 (m, 8H), 1.34 - 1.21 (m, 6H), 1.04 - 0.99 (m, 3H)O

[M+H]+ = 803 (calc=803)(MultiMode+)
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[M+H]+ = 752 (calc = 752) (MultiMode+)
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MS: [M+H]+ = 652 (calc = 652) (MultiMode+)
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MS: [M+H]+ = 828 (calc = 828)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.46 (d, J = 7.3 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.09 - 8.06 (m, 1H), 7.55 - 7.52 (m, 2H), 7.49 - 7.48 (m, 2H), 7.42 - 7.40 (m, 1H
), 7.28 (d, J = 8.2 Hz, 2H), 7.18 - 7.13 (m, 1H), 7.07 (s, 1H), 4.16 - 4.11 (m,

1H), 3.97 - 3.91 (m, 4H), 3.38 - 3.35 (m, 4H), 3.13 - 3.09 (m, 4H), 3.05 - 2.99

(m, 2H), 2.96 - 2.91 (m, 2H), 1.93 - 1.67 (m, 8H)O

MS: [M+H]+ = 694 (calc = 694)(MultiMode+)
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MS: [M+H]+ = 777 (calc = 777)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.47 (d, J = 7.1 Hz, 1H), 8.12 (d, J = 3.1 Hz, 1H), 8
.06 (dd, J = 7.9, 3.1 Hz, 1H), 7.96 (s, 1H), 7.55 - 7.47 (m, 4H), 7.42 - 7.40 (m
, 1H), 7.29 (d, J = 8.2 Hz, 2H), 7.17 - 7.14 (m, 1H), 4.15 - 4.10 (m, 1H), 3.99
- 3.94 (m, 1H), 3.43 - 3.39 (m, 4H), 3.25 - 3.21 (m, 4H), 3.14 - 3.10 (m, 2H), 3
.00 - 2.95 (m, 2H), 2.61 (s, 3H), 1.88 - 1.67 (m, 8H)O

MS: [M+H]+ = 643 (calc = 643) (MultiMode+)
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MS: [M+H]+ = 802 (calc = 802)(MultiMode+)
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MS: [M+H]+ = 702 (calc = 702) (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.52 (d, J = 6.8 Hz, 1H), 8.48 (s, 1H), 8.13 (d, J
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3.8 Hz, 1H), 8.02 (dd, J = 7.5, 3.0 Hz, 1H), 7.74 (s, 1H), 7.55 - 7.50 (m, 2H),

7.35 (d, J = 8.3 Hz, 1H), 7.29 (dd, J = 8.3, 2.3 Hz, 1H), 7.18 - 7.13 (m, 2H), 6
.97 (s, 1H), 4.41 (s, 2H), 4.17 - 4.11 (m, 1H), 4.10 - 3.96 (m, 7H), 3.80 - 3.64
(m, 2H), 3.51 (s, 2H), 3.17 - 3.01 (m, 8H), 2.77 (s, 3H), 2.53 (s, 3H), 1.99 -
1.75 (m, 8H), 1.15 (d, J = 6.8 Hz, 6H)O

MS: [M+H]+ = 875 (calc = 875)(MultiMode+)
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MS: [M+H]+ = 647 (calc = 647)(MultiMode+)
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MS: [M+H]+ = 775 (calc = 775)(MultiMode+)
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MS: [M+H]+ = 675 (calc = 675)(MultiMode+)
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TH NMR (400 MHz, CDCl;) & 8.11 - 8.03 (m, 2H), 7.48 - 7.37 (m, 2H), 7.22 - 7.14
(m, 3H), 7.12 - 7.07 (m, 2H), 6.88 (d, J = 6.9 Hz, 2H), 4.20 - 4.09 (m, 1H), 4.
06 - 3.96 (m, 1H), 3.89 (d, J = 13.1 Hz, 1H), 3.63 - 3.54 (m, 4H), 3.52 - 3.31 (
m, 9H), 3.31 - 3.26 (m, 2H) 3.09 - 2.96 (m, 2H), 2.81 - 2.70 (m, 4H) 2.69 - 2.59
(m, 4H), 2.53 (s, 3H), 2.44 - 2.36 (m, 1H), 2.23 - 2.11 (m, 1H), 1.96 - 1.68 (m
, 10H), 0.75 (d, J = 6.2 Hz, 3H)O

MS: [M+H]+ = 848 (calc = 848)(MultiMode+)
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1H NMR (400 MHz, CDCl3) & 8.12 - 8.06 (m, 2H), 7.94 - 7.82 (m, 2H), 7.70 (d, J
= 7.9 Hz, 1H), 7.43 (d, J = 7.9 Hz, 1H), 7.38 - 7.31 (m, 2H), 7.24 - 7.10 (m, 5H
), 7.07 (d, J = 7.9 Hz, 1H), 4.25 - 4.18 (m, 1H), 4.16 - 4.09 (m, 1H), 3.82 (d,
J = 13.9 Hz, 1H), 3.64 - 3.58 (m, 5H), 3.49 - 3.43 (m, 1H), 3.40 - 3.31 (m, 1H)
3.03 - 2.93 (m, 2H), 2.81 - 2.73 (m, 5H) 2.72 - 2.62 (m, 7H), 2.39 - 2.31 (m, 1H
), 2.12 - 2.03 (m, 1H), 1.98 - 1.74 (m, 10H), 0.66 (d, J = 6.2 Hz, 3H)O

MS: [M+H]+ = 819 (calc = 819)(MultiMode+)
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[M+H]+ = 745 (calc = 745)(MultiMode+)
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MS: [M+H]+ = 645 (calc = 645)(MultiMode+)
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14 NMR (400 MHz, DMSO) & 10.32 - 10.16 (m, 1H), 9.63 - 9.47 (m, 1H), 8.36 (d, J
= 6.9 Hz, 1H), 8.26 (d, J = 3.1 Hz, 1H), 8.04 - 8.00 (m, 2H), 7.65 - 7.59 (m, 1
H), 7.54 (t, J = 7.9 Hz, 1H), 7.48 - 7.42 (m, 1H), 7.38 - 7.32 (m, 1H), 7.28 (d,
J=7.9 Hz, 1H), 7.19 - 7.14 (m, 2H), 6.59 (s, 1H), 4.45 - 4.21 (m, 1H), 3.96 -
3.89 (m, 1H), 3.92 (s, 3H), 3.82 - 3.42 (m, 7H), 3.25 - 2.63 (m, 7H), 2.55 - 2.
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35 (m, 8H), 2.14 (s, 3H), 1.84 - 1.59 (m, 10H), 0.91 (t, J = 7.4 Hz, 3H)O

MS: [M+H]+ = 767 (calc = 767) (MultiMode+)
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MS: [M+H]+ = 649 (calc
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MS: [M+H]+ = 777 (calc = 777)(MultiMode+)
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MS: [M+H]+ = 677 (calc = 677)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.13 (d, J = 3.1 Hz, 1H), 8.08 (dd, J = 7.9, 3.1 Hz,
1H), 7.44 (£, J = 7.8 Hz, 1H), 7.34 (s, 1H), 7.26 (t, J = 1.9 Hz, 1H), 7.18 (dd,
J=7.9, 2.1 Hz, 2H), 7.13 (s, 2H), 6.91 - 6.87 (m, 2H), 4.18 - 4.13 (m, 1H), 4
.04 - 3.98 (m, 1H), 3.62 - 3.56 (m, 4H), 3.37 (s, 2H), 2.79 - 2.73 (m, 4H), 2.69
- 2.62 (m, 9H), 2.54 (s, 3H), 2.46 - 2.43 (m, 4H), 2.41 - 2.38 (m, 4H), 1.94 - 30
1.72 (m, 10H)O

MS: [M+H]+ = 850 (calc = 850)(MultiMode+)
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MS: [M+H]+ = 645 (calc = 645)(MultiMode+)
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1H NMR (400 MHz, DMSO) & 10.18 - 9.97 (m, 1H), 9.44 - 9.23 (m, 1H), 8.36 (d, J
= 6.4 Hz, 1H), 8.27 (d, J = 3.1 Hz, 1H), 8.04 - 8.00 (m, 2H), 7.65 - 7.61 (m, 1H
), 7.54 (£, J = 7.9 Hz, 1H), 7.50 - 7.45 (m, 1H), 7.36 (d, J = 7.9 Hz, 1H), 7.29
(d, J = 8.2 Hz, 1H), 7.22 - 7.14 (m, 2H), 6.59 (s, 1H), 4.36 - 3.59 (m, 20H), 3
.51 - 3.38 (m, 2H), 3.21 - 2.94 (m, 4H), 2.82 - 2.64 (m, 1H), 2.52 - 2.38 (m, 2H
), 2.14 (s, 3H), 1.84 - 1.60 (m, 8H), 1.25 (d, J = 6.4 Hz, 3H)O
MS: [M+H]+ = 767 (calc = 767)(MultiMode+)
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MS: [M+H]+ = 777 (calc = 777) (MultiMode+)
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H NMR (400 MHz, CD,0D) & 8.47 (d, J = 7.3 Hz, 1H), 8.12 (d, J = 4.0 Hz, 1H), 8
.07 (dd, J = 8.1, 4.0 Hz, 1H), 7.53 (d, J = 8.1 Hz, 2H), 7.48 - 7.46 (m, 2H), 7.
42 - 7.40 (m, 1H), 7.36 (s, 1H), 7.27 (d, J = 8.1 Hz, 2H), 7.17 - 7.13 (m, 1H),
4.17 - 4.09 (m, 1H), 3.99 - 3.93 (m, 1H), 3.34 (t, J = 5.7 Hz, 4H), 3.09 - 3.03
(m, 4H), 2.99 - 2.89 (m, 4H), 2.39 (s, 3H), 1.91 - 1.68 (m, 8H)O
MS: [M+H]+ = 643 (calc = 643)(MultiMode+)
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MS: [M+H]+ = 731 (calc = 731)(APCIl)+ve

oooooaod

goo@)ooo@wo ,.ogH)ooooOoobooUoooo)H)boooopboooo e o
(CooooDoo, 0000000 oDoDoOoO)Y oo o o@UuUUOoDooDOoOo)Oon
oooooo)ooooooao
goooooogoooboo@uo,bo)ygoo(@oboogobooo@DEWowoo
,0oooooooooogo)ooo)ooro(@oooooboogog)ooooooao
0O0)H)ODO0oO0oO0o0OoO)YooooooooooDoo@oomgd d-O0Ommol)O
ooo@mb)yooooooooooooooDo@emLlooC O .OO0Ommol)d O
goooooOooooboooooboogoobboboOogoboogoobooobooao
0o0oooo.0oooao
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d, 3 =7.9, 3.1 Hz, 1H), 7.93 (d, J = 7.7 Hz, 1H), 7.70 - 7.66 (m, 1H), 7.58 - 7
.51 (m, 3H), 7.47 - 7.42 (m, 2H), 7.29 (d, J = 7.9 Hz, 1H), 7.21 - 7.19 (m, 2H),
6.98 (d, J = 6.9 Hz, 1H), 4.42 - 2.70 (m, 22H), 2.84 (s, 3H), 2.66 (s, 3H), 2.1
2 -2.02 (m, 2H), 1.84 - 1.67 (m, 8H)O
MS: [M+H]+ = 789 (calc = 789)(MultiMode+)
oooooao
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goooooobbob bbbt oooooobobbbbooboo 30
0 0O mg
TH NMR (400 MHz, CDCl3) & 9.37 (s, 1H), 8.16 - 8.03 (m, 3H), 7.98 (d, J = 7.9 H
z, 1H), 7.94 - 7.80 (m, 2H), 7.51 - 7.37 (m, 5H), 7.14 (d, J = 7.7 Hz, 3H), 4.22
- 4.10 (m,1H), 4.08 - 3.94 (m, 1H), 3.61 - 3.42 (m, 8H), 3.27 - 3.20 (m, 2H), 3
.01 - 2.90 (m, 2H), 2.04 - 1.69 (m, 8H)O
MS: [M+H]+ = 674 (calc = 674)(MultiMode+)
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TH NMR (400 MHz, CD,0D) & 8.47 (d, J = 7.6 Hz, 1H), 8.11 (d, J = 3.1 Hz, 1H), 8

.07 (m, 1H), 7.61 (s, 1H), 7.52 (m, 2H), 7.47 (m, 2H), 7.40 (m, 1H), 7.25 (d, J

= 8.2 Hz, 2H), 7.14 (m, 1H), 4.64 (s, 2H), 4.13 (m, 1H), 3.96 (m, 1H), 3.45 (t,

J = 5.4 Hz, 4H), 3.30 (m, 4H), 3.01 (m, 2H), 2.72 (t, J = 7.8 Hz, 2H), 2.02 (m,

2H), 1.92 - 1.69 (m, 8H)O

MS: [M+H]+ = 673 (calc = 673)(MultiMode+)
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oooo
Fz1
Fhaf | k&4 1% i 'H NMR5 — # MS
M+H+
'H NMR (400 MHz,
=\ CDCly) & 8.16 (d, J=
: \\ﬁw,[:Tﬂo ) 3.1 Hz, 1H), 8.05 -
| 2l . 8.01 {(m, 1H), 8.00 (s,
o ] 1H), 7.73 - 7.71 (m,
N-((1s, 4s) 4~ O 1H), 7.58 (t, ] = 4.0
(2- (47 - (((3s, | Hz, 1H), 7.53 - 7.50
5R) -3, 5" AFw N m, 1H), 7.38 (d, J =
t°257?°V71*4W) ’IWL‘ ;.9 Hz% LH), 7?34Jf
AN =27~ (FFEME 7.30 (m, 1H), 7.22 -
188 U/)‘Tﬂl’)t\jx:ﬁl 7.18 (m, 1H), 7.16 - 795
3 AWAFY) 5T 7.13 (m, 1H), 4.42 (s,
Aozafurib ) v 2H), 4.13 - 4.08 (m,
NEYI) -4, 5,6, T- 1H), 4.03 - 3.96 (m,
AR A ), 3.79 (s, 2H),
[1,5-alt Iy v 3.49 - 3.38 (m, 2H),
1 M 5.17 - 3.10 (m, 2H),
2.96 - 2.75 (m, 12H)
2.68 (s, 4H), 2.27 (t,
J=12.0Hz, 2H), 1.89
- 1.70 (m, 8H), 1.2¢
(d, J = 6.4 Hz, 6H).
'H NMR (400 MHz,
N;Q CDCly) & 8.16 (d, J=
ﬁ\/[:jﬂkWL%’ 5.1 Hz, 1H), 8.05 -
F , N 8]
jjiI% §.02 (m, LH), 7.72 -
N {ij 7.70 (m, 1H), 7.61 -
O 7.56 (m, 1H), 7.54 -
N-{((1s, 45) —4- O 7.50 (m, 1H), 7.38 (d,
(2- (47 - (((3s, ] J=7.9Hz, 1H), 7.34
5R) -3, 56— AT ,l::l\ - 7.30 (m, 1H), 7.22 -
AT IV =140 " 7.18 (m, 1H), 7.15 -
ATV =27 — (FAEWH 7.13 (m, 1H), 6. 40 (s,
189 [ V/aFm) e Taci 1H), 4.41 (s, 2H), 772
3 AWAFY) 5T 4.09 (t, J = 6.2 Hz,
FozafuTih ) v 3H), 4.01 - 3.93 (m,
NFYN) =2 AT 1H), 3.77 (s, 2H),
AR RS T T 5.48 - 3.37 (m, 2H),
b 5.16 - 3.07 (m, 2H),
2.94 - 2.57 (m, TH)
2.23 (t, J=11.5 Hz,
2H), 2.08 - 1.99 (m,
2H), 1.90 - 1.67 (m,
SH), 1.28 (d, J =6.4
Hz, 6H).
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o000
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M+H+
'H NMR (400 MHz, CD,0D)
N,z;' § 8.13 (d, J = 3.1 He,
. ‘I::ij(kﬁf 1H), 8.04 - 8.01 (m,
FwifjfLN : 2H), 7.76 (s, LH), 7.860
N0 ‘/\o - 7.52 (m, 2H), 7.38 (d,
O N\)/L J=17.9 Hz, 1H), 7.31
i s, S N A 10
3, 5V ATMET AT Hz, 1H}, 7.16 - 7.14 (m,
Y1) AT 1H), 4.42 (s, 2H), 4.14
190 ﬁb)—?’—(%fva/iT ~ 4,08 (m, 1H), 4.03 - 784
W) b 7o k=3 -4kt E 3.94 (m, 1H), 3.88 (s,
¥)=5-7kFozaFyys 2H), 3.85 - 3.61 (m,
Py VsuaF L) -2 4H), 3.52 - 3.44 (m,
Y7 e W ETYT 2H), 3.25 - 3.18 (m,
—4-hET FE R 4H), 2.96 - 2.78 (m,
2H), 2.39 (¢, J = 11.2
Hz, 2H), 1.89 - 1.74 (m, 20
8H), 1.54 — 1.40 (m,
1H), 1.37 (d, J =6.7
Hz, 6H), 1.30 (d, J =
5.4 Hz, GH).
¢ 'H NMR (500 MHz, CD,0D)
) jrﬂ;>‘é¥ 5 8.56 - 8.47 (m, 1H),
F Mliifﬁo C o821 (d J = 2.9 H,
Py ~ 1H), 8.14 - 8.03 (m,
O N\)/L 1H), 7.75 (s, 1H), 7.63
2-(4" - (((38,5R) "‘D - (t, J=7.8 Hz, 1H),
=3, 5=V AFWET AT N 7.55 (d, J = 7.0 Hz, 30
Y= 1-AN) AT 1H), 7.39 (dd, J = 26.1
W) =27 = (FHEvR) J A Hz, 7.9 Hz, 2H), 7.25
Fh) ™ Txs =341t (d, J = 7.2 Hz, 1H),
) —5-7 ko 7.17 (d, J = 18.2 Hz, |823
N-((1s, 4s) -4 ( 2H), 4.46 (s, 2H), 4.16
L=AFh=5-(FI7ktn (s, 1H), 4.09 - 4.05 (m,
AFW) 108" 797 W SH), 4.03 - 3.99 (m,
SRRy A S SN 1H), 3.78 (s, 2H), 3.45
paFyl) zaF 7 b (s, 2H), 3.13 (4, J =
12.2 Hz, 2H), 2.87 (s, 20
8H), 2.24 (¢, J = 11.8
Hz, 2H), 2.00 - 1.76 (m,
8H), 1.32 (d, J = 6.4
Hz, 6H).
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o000
Emidl | k&4 % i 'H NMR5 — # MS
M+H+
'H NMR (500 MHz, CD,0D)
w’§ § 8.40 (d, J=17.0 Hz,
i o ’L::f“j(Lﬂ 1H), 8.09 (4, J = 3.0
[ Hz, 1H), 7.97 (dd, J =
o Ji:j 7.8 Hz, 3.0 Hz, 1H),
E.n B 7.63 (s, 1H), 7.51 (t,
N-((1s, 4s) -4- (2 ) [ |3 =7t 1w, T4 10
—(4" - (((38, 5R) - (d, T = 7.8 Hz, 1H;,
3, 5=V AFNE AT 7.32 - 7.28 (m, 21,
Y= 1-A0) A 7.24 (d, J = 8.0 Hz,
Lo Wy =2" = (FTiil /4 1H), 7.12 (4, J = 7.8 —
FMYL" -3t Hz, 1H), 7.08 (s, 1H),
¥Y)-5-ThfnzaFsT 4.34 (s, 2H), 4.04 (s,
)V Ieagy) —4- 1H), 3.90 (s, 1H), 3.67
AFVET Y —=h=2-h (s, 2H), 3.40 - 3.32 (m,
TRESA 2H), 3.43 - 2.52 (m,
8H), 3.09 - 2.96 (m,
2H), 2.36 (s, 3H), 2.13 20

(t, J = 12.0 Hz, 2H),

1.87 - 1.65 (m, 8H),

1.20 d, J = 6.5 Hz,

6H) .

7(4;% 'H NMR (500 MHz, CD,0D)
|

th%g:fON\ 5 8.44 (d, J = 7.6 Haz,
| =

1H), 8.39 (s, 1H), 8.08

L (d, T = 3.0 Hz, 1H),
g 0 |/L” 7.94 (dd, J = 7.8 Hz,
(NN 3.0, 1H), 7.60 (s, 1H),

7.44 (t, J = 7.9 Hz,
IH), 7.37 (d, J = 7.7
Hz, 1H), 7.19 (t, J =

Yiu—1—{) AT

7.2 Hz, 2H), 7.08 (d, ]
V) -2 — (FFENH]
2 (FaTva) // = 7.7 Hz, 1H), 7.05 (s,

193 |FMt Jezb-3-1bt 820
FYI-5-7htnzafyy 1H), 6.89 (s, 1H), 4.31

(s, 2H), 4.06 (s, 1H),

N-((1s, 4s)-4-(2
(4" = (({35, 5R) -
3, 5-V AFbE AT T

30

SMLISE
’ s i 2H , 3 4:0 - 331 ]
Jell,b-alb s ) o

2H), 3.53 - 2.48 (m,
8H), 3.03 (t, J =17.6 40
Hz, 2H}, 2.68 (s, 38H),
2.43 (s, 8H), 2.12 (1,
J = 12.0 Hz, 2H), 1.90
- 1.68 (m, 8H), 1.20 (d,
J = 6.6 Hz, 6H).

VAR T ML Sl
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0000
EigFE | L&A & 'H NMRS"— # MS
M+H+
1
) Nﬁri$>ﬁ H NMR (400 MHz, CD,0D)
N Lw/[:j/ T § 813 (4, J = 2.4 Hz,
[ 1H), 8.04 (dd, J=7.8
N0 Y\o
L] 3.1Hz, 1H), 7.95 - 7.92
N- (15, 45) ~4- (2 g (m, 1H), 7.61 - 7.50 (n,
—(4" - (((35, 5R) ~ “‘D 2H), 7.41 - 7.38 (m,
3, 5-%° AFwET AT 5 N 2H), 7.34 - 7.31 (m,
Y y=1-4 ) AF /IQJ\ H), 7.20 (d, T =17.6
Wy -2 - (((8)-3-4 Hz, 2H), 7.16 - 7. 14 (m,
194 |FvEvsl ) aFme 7 2H), 4.19 - 4.10 (m, 770
1o =34 MRy ) —5- 2H), 4.01 - 3.95 (m,
TWFnZaFsTIN ) v 3H), 3.86 - 3.81 (m,
ey i) —4—AF BFT 1), 3.75 - 3.51 (m,
YT —h=2-h T TH), 3.03 - 2.99 (m,
b 1H), 2.47 - 2.39 (m,
5H), 1.89 - 1.59 (m,
gH), 1.31 - 1.25 (m,
GH), 1.04 - 1.00 (m,
3H) .
rf;ik 'H NMR (400 MHz, CD,0D)
! § §.92 - 8.87 (m, 1H)
N = . . m, s
0]
FTifIfkmi:j/ b=/ |s.14 4, 7 = 3.0 Ha,
- 1H), 8.05 (dd, J = 7.7,
N-({1s, 4s)-4-(2 N \I:j ) (dd, J
4 (55, 5R) - ‘ 3.0 Hz, 1H), 7.99 (d, J
s L = 7.7 Hz, 1H), 7.97 -
3, 5=V AFNET A 7
. 7.93 (m, 1H), 7.90 (d,
yum1-Aw) i "™ J=8.6 Hz, 1H), 7.59
s = . Z, B . -
Wy -2 - (((S) 34 LA i
. 7.49 (m, 3H), 7.37
195 FVENVEN ) AFNIET 7 789
X 7.32 (m, 2H), 7.22 -
1o 3-AWtFv)-5-
e 7.17 (m, 2H), 4.17 -
FvinzaFyTiv ) vy
X L 3.99 (m, 4H), 3.83 -
Ay )y —1H-~" Y
e 3.46 (m, 5H), 3.02 -
(A]A3F7 0 =h—d—
b E 2.95 (m, 1H), 2.60 -
e 2.50 (m, 2H), 1.97 -
1.57 (m, SH), 1.35 -
1.22 (m, 6H), 1.05 -
1.00 (m, 3H).
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o000
EigFE | L&A & 'H NMRS"— # MS

M+H+
= 'H NMR (400 MHz, CD;0D)
. ’[:j»Nfl;Q;Q; 5 855 - & 47 (m, 2H),

8.14 (d, J = 6.1 Hz,

N (o] o] _
N (15, 4s) - (2 e 1H), 8.04 (dd, J = 8.9,
(55, 5R) O 4.1Hz, 1H), 7.78 - 7.75
3 5,:/“)H.wh:,\°i O (l'ﬂ, 1H), 7.56 — 7.47 (rn,
. M 2H), 7.30 (d, J = 12.7
YT y=1-4W
! s ’KNJ\ Hz, 2H), 7.20 - 7.12 (m,

Wy =27 = (((S) -3-4
FVENE] 1) )T 2. 6.98 (s, 1D, 4. 18

196 | ) 5 - 4.05 (m, 3H), 3.87 - |818

IFazaFyT ) v 3.79 (m, 3H), 3.74
. e 3.56 (m, 2H), 3.54 -
naky i) =5, T-4%7 iF
e e 3.44 (m, 3H), 3.22 -
W 79 a1, 5-a]
Y Y3 3.15 (m, 2H), 3.03% -
. 2.95 (m, 2H), 2.78 (s,

e
y SH), 2.54 (s, 3H), 2.05

~ 1,60 (m, SH), 138 -
1.20 (m, 6H), 1.06 -
1.01 (m, 3H).

) IH NMR (400 MHz, CDs0D)

F \1J$ﬂf%3 5 9.06 (dd, J = 7.4,

1.9 Hz, 1H), 8.62 (dd,

W o (o J=4.2, 1.9 Hz, 1H),
i'“ S 8.54 (s, 1H), 8.14 (4,
N-((1s, 45) -4~ (5 O @ J = 3.3 Hz, 1H), 8. 02
—7hfe-2-(2° - (ti (dd, J = 7.9, 2.8 Hz,
K AFM) 4" - (T4t 1H), 7.87 (4, J = 0.9
WE ) AFWY T T 2z Hz, 1H), 7.59 - 7.53 (m,
V97| ey agurs 2H), 7.40 (4, J=7.9 |
MYy anEuk) L7 Hz, 1H), 7.32 (dd, J =
Y e[1,5-alt 3 8.4, 2.8 Hz, 1H), 7.19
DAVEEES TS S - 7.14 (m, 3H), 4.41 (d,

J =4.8 Hz, 4H), 4.16 -
4.06 (m, 2H), 3.78 -
3.7¢ (m, BH), 3.05 -
2.83 (m, 6H), 1.94 -
1.77 (m, 8H).
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EmE | (LS E 1 & 'H NMRF — & MS
MAH+
o TH NMR (400 MHz, CD,0D)
. ,E:TNWKKQ § 8.48 (d, J = 8.4 Hz,
e 1H), 8.14 (d, J = 2.8
" éi 3 Hz, 1H), 8.05 (dd, J =
y 8.4, 3.7 Hz, 1H), 7.80
N-{(ls, 4s)-4-(5 Y : ’ ’
77£;US s)oad LT G, 762 - 756 o
2H), 7.45 (d, J = 6.5
-2-(4" - ((4-(2-( ) (d, J 10

Hz, 1H), 7.40 (s, 1H),

YT mET YISy -2-
;;Yl%W)tTm°;y*y 7.34 (dd, J=7.7, 2.4
Hz, 1H), 7.21 (d, J =

198 —1-Ak) AT 827
Wy =0 - (EWE) /AT §.8Hz, 1H), 7.18 - 7.16

WYE 72z p-3-4ut% ;m,lﬁillj),4 354% (séH?H),
YyzaFy7ibt) vioa . : m, ,

o . 4.03 - 3.96 (m, 21,
N AT 3.82 - 3.68 (m, 2H),

VaThVEESLE 3.47 (s, 2H), 3.16 -
3.02 (m, 14H), 2.45 (s,
2H), 1.92 - 1.76 (m, 20
8H), 1.15 (d, J =
Hz, &H).
'H NMR (400 MHz, CD,0D)
§ 8.47 (4, J = 5.6 Hz,
L\,I::TN\WL\) 1H), 8.14 (d, J =
‘[fi[l Hz, 1H), 8.03 (dd, J =
§.4, 2.8 Hz, 1H), 7.90
A Ein P 7.84 (m, 1H), 7.65 -
N ((1s. 45) -4 O 3 |7-88 (o am, 7.51
AW 1H-t" 39 — J = 8.4 Hz, 1H), 7.34 %
s )y (dd. J = 8.0, 2.3 Hz,
B M), 7.22 (4, J =66 |

Hz, 1Hy, 7.16 (s, 1H),
6.67 (d, J = 2.5 Hz,
1H), 4.44 - 4.41 (m,
4H), 4.14 - 4.07 (m,
1H), 4.01 - 3.94 (m,
1H), 3.90 (s, 3H), 3.80
- 3.70 (m, 5H), 3.05 -
2.86 (m, 5H), 1.88 -
1.72 (m, 8H), 1.33 -
1.26 (m, 1H).

My =2-(2" = (x Wkl /
AFV) 4" = (FAE0E)
JAFRY R Tz k=34
Wdy) aF 7 In

40
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EmE | (e & 'H NMRF — & MS
M+H+
. 'H NMR (400 MHz, CD,0D)
. Ly § 8.46 (d, J = 8.1 Hz,
S kWK:TN° IH), 8.13 (d, J = 2.8
i :i 3 Hz, 1H), 8.03 (dd, J =
. 7.0, 3.0 Hz, 1H), 7.78
/\N 3 El il
I:I;}E;is e O : /TY (s, 1H), 7.62 - 7.56 (m,
(4~ (4= (2~ 2H), 7.44 (d, J = 8.0
197 Bt 4T7)) 0 Hz, 1H), 7.33 (dd, J =
X Lo 7.7, 2.8 Hz, 1H), 7.21
FRJTFIN LA 7Y (d, T = 8.1 Hz, 1M
717 jV jj" £l - El £l
4,) 7.15 - 7.14 (m, 1H),
200 | M2 -(Enfl AT 6 41 (s 1), 4 43 (s 850
WL Tz=h3hE% 2ﬁ) 412 - 4.05 (m ’
LI, 5H). 403 - 3.94 (m,
v) 4.8, 6, T 2H), 5.84 - 5.65 (m.
Ah \\Utc 4\\\D El . . 1
E1}5fa]zzuv°v AH), 3.49 (s, 2H), 3.16
—zlﬁw1°#ﬁ¢%° - 2.99 (m, 10H), 2.80
o (t, J = 5.5 Hz, 2H),
2.07 - 2.01 (m, 2H),
1.89 - 1.69 (m, 10H),
1.14 (d, J = 8.3 He,
6H) .
~ 'H NMR (400 MHz, CD,OD)
o o 5§ 8.94 (s, 1H), 8.13
F o W=
5 g“i:fi (s, 1H), 8.04 (d, J =
N (s, 4s) 4 (5 ] 8.0 Hz, 1H), 7.99 (d, J
: g e = 8.0 Hz, 1H), 7.90 (d
77}1%“[3 O J\)/TY N 3 H
o4 (4 (2 J =7.0 Hz, 1H), 7.79
IR (s, 1H), 7.60 - 7.53 (m,
AIT wT W) - SH), 7.40 (d, T = 8.0
FIFN LT 57T He. 1), 7.32 (d, ] -
717 ﬂl/ ] ) . 1 -
201 4,)iT 8.0 Hz, 1H), 7.21 - 7.16 | 846
Wy=2° = (EWk 1 AF (m 2H). 4.41 (s, 2H)
WL Fashed b 4m17 _ 407 ( S;LH) ’
Yyza¥dyy i) vhen ) ' ’ ’
#;W)ilHiﬁéiyé 3.98 (quintet, J = 6.8
- Hz, 1H), 3.80 - 3.67 (m,
d1438 Y —h—-4-
ifgiﬁfbg i GH), 3.43 (s, 2H), 3.09
i (d, J = 18.8 Hz, 12H),
1.97 - 1.80 (m, S8H),
1.13 (d, J = 8.7 Hz,
6H) .
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ooono
EMmA | LEHA 1 & 'H NMRF — & M3
M+H+
“ 'H NMR (400 MHz, CD,0D)
. L 5 8.72 (s, 1H), 8.51
S kmii:jﬂ o n=" | (d, J =289 Hz, 1H),
o (:j 8.16 (d, J = 2.8 Hz
v 1H), 8.04 (dd, T =7.9,
N-((Ls, ds) 4 (2 g Je ) (dd, J
4 (35, 5R) - O N'\)N\ 3.1 Hz, 1H), 7.97 (d, J
; 57yqﬂ%WE:AO? =7.4 Hz, 1H), 7.86 (d
o J=17.9 Hz, 1H), 7.68
vyl A (s, 1H), 7.59 - 7.49 (m
W) =27 = (FEEMEY 2 A ! T : ’
. 3H), 7.33 - 7.28 (m,
202 Fi) b Fxzi—3—AWF 791
4y —B—TpinzatyT 2H), 7.20 - 7.14 (m,
e . 2H), 4.38 (s, 2H), 4.17
) v heaty
o s -4.09 (m, 2H), 3.71 (s,
W) =1H-~"w9" [d]A
B b 2H), 3.44 - 3.36 (m,
N ' 2H). 3.24 - 2.72 (m,
i EH), 3.07 (d, J = 11.9
Hz, 2H), 2.19 (t, J =
12.0 Hz, 2H), 1.96 -
1.84 (m, 8H), 1.27 (d,
J = 6.7 Hz, &H).
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OOo00oao
# 2
5 Jiti 15 PDE4B2 pIC., ESSiRil PDE4B2 plIC.,
1 9.9 19 11.0
2 10.8 20 10.5
3 8.9 21 10.3
4 7.2 22 10.4
5 8.3 2 3 9.5
6 8.5 2 4 10.0
7 8.2 25 8.5
8 9.2 26 9.7
9 10.5 27 9.2
10 10.5 28 10.6
11 10.3 29 10.4
12 10.3 30 10.4
13 10.7 31 9.3
14 10.7 32 9.5
15 10.7 33 9.2
16 10.5 34 10.6
17 8.8 35 9.9
18 10.8 36 10.0
37 9.7 69 9.4
38 10.4 70 10.1
39 10.7 71 10.6
Oooogoao
4 0 9.1 72 10.2
41 10.0 73 10.2
4 2 10.3 7 4 10.6
4 3 9.9 75 10.5
4 4 10.0 76 10.2
45 10.8 77 10.2
46 9.9 78 10.1
47 9.1 79 10.5
48 10.2 80 10.4
4 9 10.6 8 1 10.5
50 9.5 8 2 10.7
51 10.0 8 3 10.6
52 10.3 8 4 9.8
53 9.4 8 5 10.2
5 4 10.2 8 6 10.5
55 10.0 8 7 10.6
56 10.6 8 8 10.5
57 10.2 8 9 10.1
58 10.2 90 9.7
59 10.1 91 9.6
60 10.3 9 2 9.9
6 1 10.7 9 3 10.0
6 2 10.6 9 4 10.2
6 3 9.9 95 9.7
6 4 9.9 96 9.7
6 5 10.4 9 7 9.9
6 6 10.5 98 10.0
6 7 10.0 99 10.1
6 8 10.6 100 9.8
101 10.2 133 10.3
102 10.4 134 10.2
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Doooo

103 10.5 135 10.3
104 10.5 136 10.0
105 9.2 137 10.3
106 9.6 138 10.6
107 9.8 139 10.1
108 10.7 140 10.5
109 10.2 141 10.2
110 9.7 142 10.6
111 — 143 10.1
112 10.4 144 10.5
113 10.3 145 10.7
114 9.8 146 10.5
115 9.2 147 10.3
116 10.5 148 10.4
117 10.0 149 10.5
118 10.4 150 10.1
119 10.1 151 10.2
120 10.3 152 10.4
121 10.2 153 10.5
122 10.4 154 10.5
123 10.2 155 10.4
124 10.3 156 9.9
125 10.2 157 10.1
126 10.3 158 10.5
127 10.1 159 10.3
128 9.9 160 11.0
129 10.5 161 10.9
130 10.5 162 10.4
131 9.9 163 10.4
Doooao

132 10.4 164 9.9
165 10.2 184 10.4
166 10.4 185 10.7
167 10.3 186 10.4
168 10.3 187 9.7
1609 10.7 188 10.7
170 10.3 189 10.8
171 10.1 190 10.4
172 10.2 191 10.7
173 10.4 192 10.7
174 10.0 193 10.6
175 10.7 1914 10.5
176 10.3 195 10.7
177 10.3 196 10.6
178 10.4 197 10.7
179 10.3 198 10.6
180 10.8 199 10.7
181 9.6 200 10.6
182 10.4 201 10.8
183 9.7 20 2 10.9
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