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T4 NMR & ,, (400 MHz, CDCl3) 7.05 (d, J = 8.55 Hz, 1H), 6.85 (d, J = 2.85 Hz, 1H)

, 6.77 (dd, J = 2.850 0 O 8.55 Hz, 1H), 5.93 (s, 1H), 5.23 (d, J = 5.92 Hz, 1H),
4.18 (m, 3H), 3.78 (s, 3H), 3.38 (m, 1H), 2.94 (dd, J = 6.360 O O 18.20 Hz, 1H)
, 2.51 (m, 2H), 2.45 (s, 3H), 2.00 (m, 1H), 1.57 (m, 1H), 1.29 (t, J = 7.02 Hz,
3H).
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IH NMR & ,, (400 MHz, DMSO-dg) 12.90 (br s, 1H), 7.11 (d, J = 8.55 Hz, 1H), 6.90
(d, J = 2.63 Hz, 1H), 6.86 (dd, J = 8.55 Hz, 1H), 6.07 (br s, 1H), 5.59 (d, J =
6.36 Hz, 1H), 3.75 (s, 3H), 3.60 (m, 1H), 3.20-3.40 (m, 3H), 2.15 (m, 1H), 1.71
(m, 1H), 1.58 (s, 3H).
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TH NMR & ,, (400 MHz, DMSO-dg) 10.41 (br s, 1H), 7.91 (d, J = 8.77 Hz, 2H), 7.27

(d, J = 8.77 Hz, 2H), 7.16 (d, J = 8.11 Hz, 1H), 6.88 (m, 2H), 3.82 (s, 3H), 3.7
5 (s, 3H), 3.70 (m, 1H), 2.93-3.25 (m, 4H), 2.81 (s, 3H), 2.71 (m, 1H), 2.39-2.5

7 (m, 2H), 2.13 (m, 1H), 1.99 (m, 1H), 1.56 (d, J = 14.25 Hz, 1H), 1.40 (s, 3H).
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TH NMR & ,, (400 MHz, MeOD) 10.02 (s, 1H), 7.87 (m, 2H), 7.57 (m, 2H), 7.00 (d, J

= 8.33 Hz, 1H), 6.71 (d, J = 2.41 Hz, 1H), 6.63 (dd, J = 2.410 O O 8.33 Hz, 1H)
, 3.78 (m, 1H), 3.03-3.16 (m, 3H), 2.86 (s, 3H), 2.16 (m, 1H), 1.95 (dt, J = 4.8
20 0 0 14.25 Hz, 1H), 1.61 (m, 1H), 1.40 (s, 3H).

000000000000 000000%0000000000

0ooooo

0000000000000 000000000000000000000000000¢0
0000000000000 O0000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O00O00000000000000000000000000
0000000O000000000000

TH NMR & ,, (400 MHz, MeOD) 8.37 (d, J = 8.33 Hz, 1H), 7.96 (dd, J = 1.530 0 O 8.

11 Hz, 1H), 7.46 (dt, J = 1.530 0 O 7.23 Hz, 1H), 7.07 (dt, J = 1.100 0 O 7.23 H
z, 1H), 6.99 (d, J = 8.11 Hz, 1H), 6.69 (d, J = 2.63 Hz, 1H), 6.63 (dd, J = 2.63
000 8.33 Hz, 1H), 3.78 (m, 1H), 3.06-3.18 (m, 3H), 2.84 (s, 3H), 2.49-2.70 (m,
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2.11 (dt, J = 14.0, 3.9 Hz, 1H), 1.46-1.38 (m, 4H).
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TH NMR & ,, (400 MHz, DMSO-dg) 13.08 (br s, 1H), 9.31 (s, 1H), 9.10 (br s, 1H), 7 10
.62-7.60 (m, 1H), 7.60-7.57 (m, 1H), 7.46 (t, 1H), 7.33-7.29 (m, 1H), 7.02 (d, J

= 8.3 Hz, 1H), 6.80 (d, J = 2.4 Hz, 1H), 6.67 (dd, J = 8.1, 2.4 Hz, 1H), 4.43-4

.34 (m, 2H), 4.13 (br d, J = 4.6 Hz, 1H), 3.36-3.28 (m, 1H), 3.23-3.14 (m, 1H),
3.12-3.05 (m, 1H), 2.87 (d, J = 4.6 Hz, 3H), 2.53-2.43 (m, 2H), 2.09 (dt, J = 13

.8, 4.6 Hz, 1H), 1.46-1.37 (m, 4H).
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14 NMR & ,, (300 MHz, DMSO-d6) 7.00 (d, J = 7.9 Hz, 1H), 6.69-6.65 (m, 2H), 4.39
(t, J = 4.82Hz, 1H), 3.69 (s, 3H), 3.56-3.50 (m, 1H), 3.10 (m, 1H), 2.98-2.92 (m
1H), 2.88 (d, J = 19.1 Hz, 1H), 2.55-2.48 (m, 1H), 2.30(m, 1H), 2.27 (s, 3H),
.94-1.81 (m, 2H), 1.70 (td, J = 4.4, 12.3 Hz, 1H), 1.30 (s, 3H), 1.18 (d, J = 1
Hz, 1H)
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14 NMR & ,, (300 MHz, CD30D) 8.66 (s, 1HM), 8.23 (d, J = 2.8 Hz, 1H), 7.82 (m, 1H)
, 7.03 (d, J = 8.3 Hz, 1H), 6.79 (d, J = 2.4 Hz, 1H), 6.68 (dd, J = 2.60 0 O 8.3
Hz, 1H), 4.93 (s, 2H), 4.36-4.32 (m, 1H), 3.92-3.88 (m, 1H), 3.82(t, J = 10.1 H

z, 1H), 3.20 (d, J = 19.3 Hz, 1H), 3.05-2.95 (m, 2H), 2.83 (S, 3H), 2.65-2.54 (m
, 2H), 2.10-2.00 (td, J = 4.60 O O 15.6 Hz, 1H), 1.59-1.56 (m, 1H), 1.56 (s, 3H)
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000000 ™ NMR & ,, (400 MHz, DMSO-d6) 8.77 (s, 1H), 8.64 (d, J = 8.1 Hz, 1H)
, 8.26 (bs, 2H), 8.22 (s, 1H), 7.89 (d, J = 7.0 Hz, 1H), 7.74 (d, J = 7.0 Hz, 1H

), 7.66 (t, J = 7.2 Hz, 1H), 7.55 (t, J = 7.2 Hz, 1H), 7.11 (d, J = 7.4 Hz, 1H),
7.02 (d, J = 7.4 Hz, 1H), 6.91 (s, 1H), 6.86-6.75 (m, 2H), 6.69 (d, J = 7.4 Hz,
1H), 6.21 (s, 1H), 5.32 (bs, 1H), 4.0 (s, 1H), 3.75 (s, 3H), 3.71 (s, 3H), 3.34
(ABq, J = 65.8, 18.4 Hz, 2H), 3.18-2.87 (m, 4H), 2.83 (s, 3H), 2.63-2.53 (m, 1H

), 2.40 (s, 3H), 2.08 (t, J = 10.8 Hz, 1H), 1.61 (s, 3H), 1.09 (s, 3H).
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000000 NMR & ,, (400 MHz, DMSO-d6) 9.36 (bs, 1H), 7.80-7.74 (m, 2H), 7.45

-7.34 (m, 2H), 7.05 (d, J = 8.6 Hz, 1H), 7.02 (d, J = 2.5 Hz, 1H), 6.96 (s, 1H),
6.88 (dd, J = 8.6, 2.5 Hz, 1H), 3.88 (d, J = 5.5 Hz, 1H), 3.80 (s, 3H), 3.26 (d

, J =19.7 Hz, 1H), 3.03 (d, J = 11.0 Hz, 1H), 2.84 (d, J = 4.6 Hz, 3 H), 2.46-2

.27 (m, 3H), 1.49 (s, 3H), 1.33 (d, J = 12.0 Hz, 1H).
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d, J = 8.3 Hz, 1H), 7.84 (d, J = 7.7 Hz, 1H), 7.74 (s, 1H), 7.72-7.68 (m, 1H),
7.7 Hz, 1H), 7.48-7.39 (m, 2H), 7.36 (d, J = 8.3 Hz, 1H), 7.25 (d,
= 8.3 Hz, 1H), 6.93 (d, J = 2.0 Hz, 1H), 6.83 (td, J = 7.0, 2.4 Hz, 3H), 6.61
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3 Hz, 1H), 3.77 (s, 3H), 3.70 (s, 3H), 3.63
6H), 3.29-3.09 (m, 4H), 2.93 (d, J = 4.4 Hz,
4.4 Hz, 6H), 2.62-2.38 (m, 2H), 1.91 (d, J
1.06 (s, 3H), 0.97 (s, 3H).
CODooooooooo
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TH NMR & ,, (400 MHz, DMSO-d6) 9.21 (bs, 1H), 8.38 (bs, 1H), 7.48 (d, J = 7.4 Hz,
2H), 7.42 (t, J = 7.4 Hz, 3H), 7.39-7.33 (m, 6H), 7.31 (d, J = 7.9 Hz, 2H), 7.2
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16.

(d, J = 7.9 Hz, 1H), 7.16 (d, J = 7.2 Hz, 1H), 7.13-7.08 (m, 2H), 7.03 (dd, J

8.1, 2.0 Hz, 1H), 6.91-6.76 (m, 5H), 6.74 (d, J = 8.3 Hz, 1H), 6.60 (d, J = 2.
Hz, 1H), 5.17 (s, 2H), 4.95 (s, 2H), 3.93 (dd, J = 13.8, 10.5 Hz, 2H), 3.73 (d
, J = 23.9 Hz, 6H), 3.59 (d, J
Hz, 2H), 2.93 (d, J = 4.6 Hz, 3H), 2.81-2.67 (m, 2H), 2.65 (d, J = 4.6 Hz, 5

0 Hz, 3H), 3.45-3.19 (m, 6H), 3.08 (d, J = 1

14.8 Hz, 2H), 1.76-1.65 (m, 2H), 0.99 (d, J = 55.4 Hz, 6H).
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TH NMR & ,, (400 MHz, DMSO-d6) 9.26 (bs, 1H), 8.49 (bs, 1H), 8.07 (s, 1H), 7.98 (
s, 1H), 7.90 (s, 1H), 7.87-7.79 (m, 2H), 7.74 (d, J = 8.3 Hz, 1H), 7.67 (t, J
4.0 Hz, 1H), 7.52 (t, J = 7.9 Hz, 1H), 7.49 (s, 1H), 7.41 (s, 1H), 7.34 (d, J
7.9 Hz, 1H), 7.30-7.22 (m, 3H), 6.94 (d, J = 2.4 Hz, 1H), 6.81 (ddd, J = 15.4, 8
.3, 2.4 Hz, 2H), 6.59 (d, J = 2.4 Hz, 1H), 4.00 (t, J = 13.4 Hz, 2H), 3.73 (d, J
= 29.8 Hz, 6 H), 3.67-3.57 (m, 2H), 3.48-3.26 (m, 6H), 3.16 (dd, J = 16.7, 5.0
Hz, 2H), 2.96 (d, J = 4.6 Hz, 3H), 2.84-2.66 (m, 3H), 2.65-2.57 (m, 6H), 1.89 (d
,J =15.1 Hz, 1H), 1.03 (d, J = 32.2 Hz, 6H).
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000000 NMR & ,, (400 MHz, DMSO-d6) 9.32 (bs, 1H), 8.11 (s, 1H), 7.92 (s,

1H), 7.72 (d, J = 8.1 Hz, 1H), 7.39 (s, 1H), 7.20 (t, J = 7.7 Hz, 1H), 7.09 (d,

J = 8.1 Hz, 1H), 7.03 (d, J = 5.9 Hz, 1H), 7.01 (s, 1H), 6.85 (dd, J = 8.1, 2.6

Hz, 1H), 6.83 (s, 1H), 3.83-3.77 (m, 2H), 3.80 (s, 3H), 3.24 (d, J = 18.9 Hz, 2H

), 3.03 (d, J = 8.8 Hz, 1H), 2.85 (d, J = 5.3 Hz, 3H), 2.48-2.43 (m, 6H), 1.75 (

s, 1H), 1.51 (s, 3H), 1.31 (d, J = 11.4 Hz, 1H).

000000000000 000000%0000000000

0ooooo

000000 NMR & ,, (400 MHz, DMSO-d6) 8.64-8.58 (m, 1H), 8.28 (s, 1H), 8.13
(bs, 1H), 8.02 (s, 1H), 7.94 (d, J = 7.5 Hz, 1H), 7.84 (d, J = 7.5 Hz, 1H), 7.49
(d, J = 7.7 Hz, 1H), 7.45 (d, J = 3.9 Hz, 1H), 7.36-7.14 (m, 1H), 7.05 (d, J =

8.1 Hz, 1H), 6.86 (d, J = 2.2 Hz, 1H), 6.75 (dd, J = 8.1, 2.2 Hz, 1H), 6.67-6.59
(m, 1H), 6.00 (s, 1H), 3.97 (d, J = 4.4 Hz, 1H), 2.67 (s, 3H), 3.64 (s, 1H), 3.

39 (dd, J = 19.3, 5.3 Hz, 1H), 3.20 (d, J = 18.9 Hz, 1H), 3.10-2.95 (m, 1H), 2.7
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4 (d, J = 4.6 Hz, 3H), 2.66-2.46 (m, 1H), 1.69 (s, 2H), 1.61 (s, 3H).
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TH NMR & ,, (400 MHz, DMSO-d6) 13.13 (bs, 1H), 13.03 (bs, 1H), 9.30 (bs, 1H), 8.5

5 (bs, 1H), 8.11 (s, 1H), 7.92 (d, J = 7.8 Hz, 1H), 7.89 (s, 1H), 7.84 (d, J = 8
.5 Hz, 1H), 7.76 (d, J = 7.8 Hz, 1H), 7.57 (t, J = 7.8 Hz, 1H), 7.43-7.29 (m, 3H

), 7.27 (d, J = 8.5 Hz, 1H), 6.94 (d, J = 2.2 Hz, 1H), 6.82 (dd, J = 11.8, 2.2 H

z, 2H), 6.60 (d, J = 2.4 Hz, 1H), 4.02 (t, J = 11.6 Hz, 1H), 3.73 (d, J = 28.9 H

z, 6 H), 3.67 (dd, J = 15.0, 12.2 Hz, 2H), 3.44-3.27 (m, 6H), 3.25-3.08 (m, 2H),
2.96 (d, J = 4.4 Hz, 3H), 2.84-2.63 (m, 4H), 1.89 (d, J = 15.0 Hz, 1H), 1.80-1.

67 (m, 1H), 1.0 (d, J = 28.7 Hz, 6H).
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TH NMR & ,, (400 MHz, DMSO-d6) 8.11 (s, 1H), 7.74 (d, J = 7.5 Hz, 1H), 7.38-7.08
(m, 5H), 7.00 (d, J = 8.7 Hz, 1H), 6.93 (d, J = 2.2 Hz, 1H), 6.79 (dd, J = 8.3,

2.2 Hz, 1H), 3.77 (s, 3H), 3.34 (s, 2H), 3.10 (d, J = 17.3 Hz, 1H), 2.39-2.08 (m

4H), 1.38 (s, 3H), 1.23-1.07 (m, 1H).
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TH NMR & y (400 MHz, CDz0D) 7.30-7.60 (m, 5H), 7.10 (m, 1H), 6.80 (s, 1H), 6.70

(m, 1H), 5.05 (s, 1H), 4.05 (s, 1H), 2.50-3.50 (m, 10H), 1.70-2.10 (m, 2H), 1.55

(s, 3H).
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14 NMR & ,, (400 MHz, CD5OD) 8.10 (m, 2H), 7.70 (m, 1H), 7.50 (m, 1H), 7.05 (m, 1
H), 6.80 (s, 1H), 6.65 (m, 1H), 4.15 (s, 1H), 3.95 (s, 1H), 3.40 (s, 2H), 2.30-3
.30 (m, 8H), 1.60 (s, 3H), 1.40 (m, 1H).
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T4 NMR & ,, (400 MHz, CD5OD) 7.90-8.00 (m, 2H), 7.40-7.60 (m, 2H), 6.90 (m, 1H),
6.70 (m, 1H), 6.50 (m, 1H), 4.90 (s, 1H), 3.95 (s, 1H), 2.30-3.30 (m, 9H), 2.10
(m, 1H), 1.65 (m, 1H), 1.50 (s, 3H).
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TH NMR & ,, (400 MHz, CDZOD) 7.95 (m, 2H), 7.40 (m, 2H), 6.90 (m, 1H), 6.65 (m, 1
H), 6.50 (m, 1H), 4.90 (s, 1H), 3.95 (s, 1H), 2.30-3.30 (m, 9H), 2.10 (m, 1H), 1
.65 (m, 1H), 1.50 (s, 3H).
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Hz, 1H), 7.23-7.17 (m, 2H), 6.94
(d, J = 8.3 Hz, 1H), 6.84 (d, J = 8.3 Hz, 1H), 6.72 (s, 1H), 6.64 (d, 8.3 Hz, 1
H), 4.20-4.15 (m, 1H), 3.95-3.91(m, 1H), 3.59-3.52 (t, 10.1 Hz, 1H), 3.04-2.95(m
68-2.58 (m, 1H), 2.46-2.39(m, 1H), 1.91 (t, J = 16.9 Hz, 1
Hz, 1H), 1.37 (s, 3)0 0000000000000 O0O0O0
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T4 NMR & ,, (400 MHz, ACN-d3) 8.20 (s, 1H), 8.11 (d, J
= 8.1 Hz, 1H), 7.66 (t, J = 7.9 Hz, 1H), 7.28 (d, J
8.1 Hz, 1H), 6.82 (s, 1H), 3.80 (s, 3H), 3.79-3.71 (m, 1H), 3.67 (d, J = 15.6 Hz

, 1H), 3.41 (d, J

14.7 Hz, 1H), 3.06 (d, J

8.

g Ooooooooooao
ugboobooooobogood
oooooOoooooboonn
gbobooooooood

7.5 Hz, 1H), 7.73 (d, J
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z, 1H), 2.82-2.73 (m, 1H), 2.71 (s, 3H), 2.62 (td, J = 14.5, 3.8 Hz, 1H), 2.57-2
.49 (m, 1H), 0.99 (s, 3H).
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TH NMR & ,, (400 MHz, ACN-d3) 8.45 (s, 1H), 7.98-7.67 (m, 2H), 7.28 (t, J = 8.1 H

z, 1H), 7.17 (d, J = 8.1 Hz, 1H), 7.08-6.99 (m, 2H), 6.88 (dd, J = 8.6, 2.6 Hz, 10

1H), 3.90-3.83 (m, 1H), 3.85 (s, 3H), 3.19 (d, J = 19.5 Hz, 1H), 3.12 (d, J = 11
.0 Hz, 1H), 2.87 (s, 3H), 2.79-2.49 (m, 3H), 1.55 (s, 3H), 1.40 (d, J = 11.0 Hz,
1H) .
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TH NMR & ,, (400 MHz, ACN-d3) 8.53 (s, 1H), 8.12 (d, J = 8.3 Hz, 1H), 7.67 (t, J
2.9 Hz, 1H), 7.16 (d, J = 8.3 Hz, 1H), 6.97 (d, J = 2.6 Hz, 1H), 6.85 (dd, J =
8.3, 2.6 Hz, 1H), 3.95 (bs, 1H), 3.79 (s, 3H), 3.80-3.77 (m, 1H), 3.58 (dd, J
21.0, 6.8 Hz, 1H), 3.25 (d, J = 18.9 Hz, 2H), 2.81 (s, 3H), 2.78-2.67 (m, 2H), 20

1.80-1.69 (m, 2H), 1.68 (s, 3H).

oo0oO0O0O0O0O0oO0O0OoOoOoOooOoOoO®Oo0O0O0O0OoOoOoOoOaO
goooboon
oooooao
godooooboooooboooDbOo0oboDbooboDbOoUobOo0oooDboooDbooooboao
goooooboooboooDbooboboobboUobboooboooDboobboo
0o0oDooooOooooOo0o0ooDbOOo0ooDobOOoo0ooDoOOoooDoOooDbOoOooDobOooooOoan
0
gooooo
goooao 30

HO

HO/,’
N MeO)&Me
o /N PISA. rt, 16h

Cl

RA38a RA38 40
0o0o0DoooooooobOo0ooDoOOo0ooDoOOoo0ooDobOoooDoOooobOoOooDoboooooaon
gooobooboooooboooDboooDbooboDboUobO0oooboooDboooboboao
goboooobooobooobo0oboboobboUobooUoboUooDboUobboo
0o0oDooooOooooOo0o0ooDbOOo0ooDobOOoo0ooDoOOoooDoOooDbOoOooDobOooooOoan
oodoooobooooobooooDoboooDoDoooDoOoooDoooDbOoooDboooooao
gobooooboooboooDboooboobooooao
goboooo



(148) JP 6400592 B2 2018.10.3

gboooad

O
RA38 / Cl I/TEOK
SNy \N
ey

N = N
iy A %4 2 hAN HC
5 OH [ — . o —_—
i NaH, DMF DGM. MeGH
RA38
\

CH

OH
/c “OH Cla o
N = | *
< ANy

/
N
TGN EBry, DCM c” N
gy —_— g
RA40
OH

—
™y
=

[ Y
O 0Oo0ooo
O 0Oooo

oo
O
OooOoo0ooood

OoooogogQgogao
O

Oo0oooQgoao
Ooo0oooOoogoo
Oo0oooQgoao
Ooo0oooQgogoao
Oo0ooogoQgogao
Ooo0oooQgogoao
Ooo0ooooOoogoo
Oo0o0ooogo-gogao
Ooo0oooQgoao
Ooo0oooQooao
OO0ooogo-gogaog
Oo0ooogoQgoao
Oo0oooQgogoao
OoooooOoogoao
O 0O oo

Oo0oooQgogoao
Ooo0oooQooo
OO0o0ooogo-gogaog
Oo0oooQgoao
DO Oooooogodg
OooOooooOoogoao
Oo0ooogoQgogao
Oo0oooQgoao
Ooo0oooOooo
OO0o0ooogo-gogao
Oo0oooQgoao
Ooo0oooQgogoao
OooOooooOoogoao
Oo0ooogoQgogao
Ooo0oooQgogoao

O
O

O OooOooo
O 0Ooooo
O 0Ooo0ooao
OO o0Ooo
O 0Ooooo
O 0Ooo0ooo
O 0Oo0ooOoo
O OooOooo
O 0Ooooo
O 0Ooo0ooao
O 0OoOooog
O 0Ooooo
L [ [ |
O 0O o0Ooo
O OooOooo
O 0Ooo0ooo
O 0Oo0ooOoao
O 0OoOooog
O 0Ooooo
O 0Ooo0ooao
OO oO0ooo
O Ooooo
O 0Ooooo
O 0ooo
O Oooo
O Oooo
O 0Oooo
O 0Oooo
O Oooo
O Oooo
O 0Ooo
O Oooo
O Oooo
O 0Oooo

i -
Oo0oooogao
OO0ooo
OO0o0o0O0
oo 000
Oooooogao
Oo0oooogao
Ooooogaog
Oo0oooogao
OO0ooo
OO0ooao
i R R
Oo0ooo
OO0ooo
OO0o0o0O0
OO0ooo
Oo0ooo
OO0ooao
Oo0oo
OO0ooo-
OO0ooo
Oooo
OO0ooo
OO0ooo
N~ O000oogaog
oo

0 00, O
0000 O 0 TH NMR & ,, (300 MHz, CDL0D)
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(d, J = 2.6 Hz, 1H), 6.62 (dd, J = 2.6, 8.3 Hz, 1H), 3.71 (s, 3H), 3.23 (m, 1H),

2.95 (d, J = 18.4 Hz, 1H), 2.88 (dd, J = 4.4, 12.9 Hz, 1H), 2.55 (dd, J = 5.9,
18.2 Hz, 1H), 2.40 (m, 1H), 2.37 (s, 3H), 2.25-2.17(t, J = 12.7, 1H), 2.06-1.98
(td, J = 3.3, 12.5 Hz, 1H),), 1.84-1.76 (td, J = 4.8, 12.7 Hz, 1H), 1.76-1.70 (m
1H), 1.33 (s, 3H), 1.28(m, 1H), 1.24(m, IH)0 D OO OODOODOOCOOOOCOOO
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5 ., (300 MHz, CD50D) 7.40-7.36 (m, 2H), 7.13 (dd, J = 2.0, 8.1 Hz, 1H), 7.02 (d,
J = 8.5 Hz, 1H), 6.75-6.71 (m, 2H), 3.67 (s, 3H), 3.41 (m, 3H), 3.29 (dd, J =

.8, 14.0 Hz 1H), 3.19-3.10 (m, 1H), 3.07-3.00 (m, 1H), 2.95-2.88 (m, 1H), 2.85-2
.78(dd, J = 10.1, 14.0 Hz, 1H), 2.73 (s, 2H), 2.54 (d, J = 9.4, 3H), 2.09 (m, 1H
1.89-1.79 (td, J = 5.0, 13.8 Hz, 1H), 1.46 (d, J = 13.6 Hz, 1H), 1.41 (s, 3H)
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000000000 NMR 3 ,, (400 MHz, CDClZ) 7.0 (d, J
2.4 Hz, 1H), 6.77 (dd, J = 2.60 0 0 5.4 Hz, 1H), 3.56

1H), 3.37 (d, J = 18.4 Hz, 1H), 3.04 (dd, J = 7.00 O O 18.8 Hz),

2.58 - 2.68 (m, 3H), 2.36 (d, J = 6.4 Hz, 2H), 2.04 - 2.12 (m, 1H), 1.56 - 1.62
(m, 1H), 1.33 (s, 3H), 1.18 (d, J = 6.9Hz, 6H), 0.68 - 0.73 (m, 1H), 0.39 - 0.4

2 (m, 2H), -0.08 - 0.02 (m, 2H).
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0000000 NMR & ,, (400 MHz, CDOD) 7.8 (s, 1H), 7.62 (d, J = 15.1 Hz, 1H)
, 7.48 (s, 1H), 6.98 (d, J = 8.3 Hz, 1H), 6.84 (s, 1H), 6.79 (d, J = 2.8 Hz, 1H)
, 6.71 (d, J = 2.4 Hz, 1H), 6.62 (dd, J = 2.60 0 0 8.3 Hz, 1H), 4.2 (d, J = 3.9
Hz, 1H), 3.87 (s, 1H), 3.3 - 3.36 (m, 3H), 3.28 (s, 3H), 2.98 - 3.08 (m, 2H), 2.
62 - 2.7 (m, 1H), 2.28 - 2.36 (m, 1H), 1.46 (s, 3H), 1.41 - 1.43 (m, 1H), 1.04 -
1.12 (m, 1H), 0.65 - 0.7 (m, 2H), 0.38 - 0.42 (m, 2H)0 00O O0OO0OOOO0OO
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DO0oO00O00O00O00O0000
TH NMR & ,, (400 MHz, CD5OD) 7.74 (s, 1H) 7.48 (d, J = 15.2 Hz, 1H), 7.44 (s, 1H)
, 6.98 (d, J = 8.8 Hz, 1H), 6.62 - 6.74 (m, 4H), 4.82 - 4.93 (m, 1H), 3.85 - 3.9
7 (m, 1H), 3.16 - 3.23 (m, 1H), 2.91 - 3.12 (m, 3H), 2.79 (s, 3H), 2.53 - 2.63 (
m, 1H), 2.02 - 2.31 (m, 1H), 1.64 (d, J = 14.8 Hz, 1H), 1.44 (s, 3H), 0.96 - 1.1
3 (m, 1H), 0.68 (d, J = 7.6 Hz, 2H), 0.38 - 0.51 (m, 2H).
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0000000000000 000000000000000000000002%H NMR
& (400 MHz, CDCl;) 7.68 (d, J = 8.7 Hz, 2H), 7.58 (d, J = 8.8 Hz, 2H), 6.97 (d,

J = 8.3 Hz, 1H), 6.77 (d, J = 2.6 Hz, 1H), 6.68 (dd, J = 2.40 0 O 8.1 Hz, 1H),
3.8 - 4.1 (m, 1H), 3.08 - 3.17 (m, 2H), 2.64 - 2.72 (m, 4H), 2.5 - 2.56 (m, 1H),
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2.46 (s, 3H), 2.04 - 2.22 (m, 1H), 1.94 - 2.02 (m, 1H), 1.48 - 1.52 (m, 1H), 1.
47 (s, 3)00 00000000 O0OOOOOOOOOCOY 000000000000
Do0o0o0a0
00000000000 00000000000000000000000 NWMR 3 4
00 MHz, CDCl3) 7.57 (dd, J = 1.90 0 0 8.7 Hz, 2H), 7.51 (d, J = 8.7 Hz, 2H), 7.0

(d, J = 7.9 Hz, 1H), 6.76 (d, J = 2.6 Hz, 1H), 6.69 (dd, J = 2.40008.1 Hz, 1
H), 3.64 - 3.69 (m, 1H), 3.52 - 3.56 (m, 1H), 3.24 - 3.26 (m, 1H), 3.14 (s, 3H),

2.96 - 3.04 (m, 1H), 2.6 - 2.66 (m, 1H), 2.55 (s, 3H), 2.36 - 2.44 (m, 1H), 2.1

TH NMR & ,, (400 MHz, CD5OD) 7.58 (s, 4H) 6.98 (d, J = 8.8 Hz, 1H), 6.71 (d, J
2.8 Hz, 1H), 6.62 (dd, J = 2.80 0 0 7.6 Hz, 1H), 4.24

6 - 2.22 (m, 1H), 1.47 (s, 3H), 1.24 - 1.32 (n, IO OO COODCOCOOCOOOO
ooooooo®0o00O00O00o0oood

DoooooQ

0000000000 0000000000

000000000000 0O000000000000000000000000000
0000000000000 000000000000000000000000000¢0
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(d, J = 5.6 Hz, 1H), 3.27

- 3.40 (m, 1H), 3.23 (s, 3H), 3.00 - 3.11 (m, 1H), 2.62 - 2.70 (m, 1H), 2.28 - 2

.37 (m, 1H), 1.47 (s, 3H), 1.44 (d, J =
0.71 (m, 2H), 0.38 - 0.44 (m, 2H).
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TH NMR & ,, (400 MHz, CD50D) 7.52 - 7.59 (m, 4H), 6.99 (d, J =
(s, 1H), 6.63 - 6.67 (m, 1H), 6.42 (s, 1H), 3.91 - 3.98 (m, 1H), 2.94 - 3.13 (m,
3H), 2.69 (s, 3H), 2.52 - 2.66 (m, 1H), 2.02 - 2.29 (m, 1H), 1.62 (d, J = 14.0
Hz), 1.45 (s, 3H), 0.97 - 1.23 (m, 1H), 0.68 (d, J = 15.6 Hz, 2H), 0.37 - 0.44 (
m, 2H).
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ogooogo
Rl: XV ELNT 7 RO EEYORE AR
Ki (nM)
BIE ORL1 TEAA FRAE
n K
1 >20 uM 12098.38
2 >20puM 2581.00 +121.72
3 >20 uM >20 uM
4 >20 uM > 20 uM
5 >20 uM 10692.95 £
6 >20 uM 316334+ 1240.16
7 278.94 = 39.80
8 > 20 uM
9 18852.90 £3125.86
10 2140.72 + 150.62
11 > 20 uM
12 > 20 uM
13 > 20 uM
14 14295.63
15 > 20 uM
16 186.49 = 33.99
17 8991 + 14.68
18 5576.32 £ 1014.93
19 8516.26 = 604.62
20 1946.74 £ 537.74
21 1220.02 = 331.89
22 2571874
23 13246.68
24 1.17 £0.09
25 147.19 = 18.37
26 > 20 uM
27 3522+9.38
28 18223.59
29 30,07+ 11.75
30 7.66 =£1.96
31 0.34 +0.09
32 12741.18 +£2092.19
33 2835.01 = 341.97
34 5985.04 £603.94
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Ki (nM)
BRES ORL1 FEHA FRARE
n K
35 >20 uM
36 4187.46 + 1054.00
37 >20 uM
38 17400.63 + 5983.60
39 81.98 +10.36
40 3121.28 +482.94
41 1884.11 +£279.98
42 >20 pM
43 515.84 = 126.06
44 166.02 + 62.34
45 >20 uM
46 >20 uM
47 19990.58
48 >20 M
49 >20 uM
50 58.34 £ 10.09
51 7.83+£0.95
52 >20 uM
53 700.52 + 57.96
54 258.53 £ 33.55
55 >20 uM
56 169.98 + 51.94
57 23573 £70.22 4.61+1.43
58 336.27 £ 87.49
59 >20 M
60 >20 uM
61 2774.49 + 850.38
62 >20 uM
63 340.14 £ 90.93
64 12412.96
65 >20 uM
66 >20 M
67 >20 uM
68 799.12 + 98.16
69 19844.43

4716.93 £ 29.55

JP 6400592 B2 2018.10.3

10

20

30



(169)

JP 6400592 B2 2018.

10.

Ki (nM)
BEES ORL.1 FEAA LB
n K
71 >20 uM
72 14756.49
73 >20 uM
74 22998 +43.79 24.14 +£5.93
75 184.78 + 51.34
76 106.69 = 1.33
i) 430+£091
78 17.88 +4.33
79 3138.90 + 804.72
80 1.19 +0.32
81 36.57+4.94
82 10157.61
83 1.78 £ 0.38 0.15+0.02
84 26927 +£27.74
85 701.28 £94.11
86 978 95 = 146.23
87 1.21+£024
88 4.74 £ 1.55
89 9.20 +£0.90
90 1.74 £ 045
91 174.45 + 25.67
92 >20 uM 5450+ 173 163.50 = 3.83
93 >20 uM 3702.00 £ 91.40 5353.00 + 540.70
94 >20 uM 36.80+12.10 16.80 =2.51
95 >20 uM 1759.00 + 324,20 4602.00 = 764.20
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#2: HEK-293 ¥ I ZCHOfI Iz BT A Ve 7 7 VEEEIEED OFEHIGE

GTPYS (ECsp: nM, E, . %0)

BRES
ECSO EmM ECSO Emnx
7 >20 uM -0.33 £ 0.67
16 1052.05 £ 262.24 15.00+ 1.53
17 > 20 uM
22 >20 uM
24 178.37 = 25.08 30.67 +£2.60
25 >20 uM -1.00 = 0.00
27 >20 uM
29 233457494 28.25 £ 4.66
30 270.32 + 33.89 49.67 £ 3.67 > 20 uM 0.33 £0.67
31 12.33 £0.95 61.00 £ 3.00 >20 uM 1.00 £ 0.00
32 335.55+92.84 23.00+1.53
33 2451 .89 £ 166.69 49.00 £ 3.67
34 364047 +372.93 16.00 + 3 46
35 2568.62 +£ 783.31 23.00+0.58
36 >20 uM
37 >20 uM
38 >20 uM
39 321.13+22.21 89.75+5.39 >20 uM -1.00 £ 0.00
40 3068.01 + 468.81 25.67+3.76
41 1224.96 £ 234.71 46.00+3.79
42 >20 uM
43 3389.03 +63.44 2467+ 328 >20 M
44 718.03 +£249.07 65.00+2.52 393.84 + 88.38 17.67+1.20
45 3845.14 £ 838.61 17.00 £ 3.06
13356.09 +

46 36.67+3.18

2991.11
47 8893.34 + 654.64 58.67+524
48 5187.29 + 549.08 26.00+4.16
49 >20 uM 31.33+£5.36
50 189.38 + 13.68 93.75+2.17 >20 uM
51 1.44 +0.44 100.40 = 7.22 >20 uM
52 1029.16 = 73.07 7233 +348
53 1109.86 + 209.60 82.67+1.20
54 >20 uM >20 pM
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GTPyS (ECsp: nM, E,,.: %)

BRES
ECs Enax ECs Epax

55 5911.18 + 422.16 71.00 + 8.08
56 3811.28 = 725.51 36.67+7.22 258328 £721.00 | 25.67=1.67
57 314.67 = 47.88 111.67+7.22 | 351.43 +115.38 85.67 +3.93
58 750.70 = 43.35 110.00 = 7.55
59 344333+ 18349 | 76.33+10.17
60 6093.08 = 528.96 38.33+0.88
61 373863 26.67 + 0.88

1554.16
62 7450.91 + 470.09 24.00 = 2.97
63 >20 uM >20 uM
64 >20 uM

5062.97 =
65 L4661 21.67+2.85
66 6605.36 = 198.95 20.67 = 1.33
67 >20 uM
68 549.95 = 31.63 98.00 = 1.73
69 >20 uM 2433 +2.96
70 9380.74 = 500.59 24.67 + 0.88
71 1301930 = 23.00 £ 4.58

1144.67
72 4893.25 + 508.01 70.33 + 8.33
73 SR 25.00+2.52

2716.99
74 639.16 + 147.03 31.67 £ 0.67 636.58 + 65.05 53.00 = 2.31
75 62.33+ 13.71 111.50 +2.40 >20 uM 0.33 £0.67
76 810.87 + 52.98 79.33 +3.48 >20 uM -0.33 £0.67
77 144.40 = 11.00 56.50 = 2.02 >20 uM -1.00 £0.00
78 >20 uM
80 216.09 = 38.74 92.40 + 3.23 >20 uM
81 122590+ 172.97 | 31.20+2.87 >20 uM
82
83 1055+ 1.18 92.67 +5.21 2.67=0.84 77.67+1.76
87 520+ 1.10 96.33 = 2.96 2402+ 1.94 10.75 = 1.49
88 7.58 + 1.06 74.67 £ 1.86 24.67+5.35 18.50 + 2.84
89 >20 uM >20 uM
90 592+ 1.82 32.67+5.78 >20 uM 1.00 £ 0.00

10

20

30

40



(172)

JP 6400592 B2 2018.10.3

BRER GTPyS (ECsp: nM, E, .2 %)
ECsy E nax ECs E.ax
91 408.78 £ 19.46 89.67 +5.90 2811.03 = 128.63 34.67 +593
92 68.90 = 16.00 100.50 +3.12 >20 uM 350171
93 3137.00 = 790.20 92.00+4.30
94 40.80 =2.76 85.30+ 498 >20 uM 4.60+040
95 2120.00 £ 204.30 78.00+3.06
128 7.67+0.79 5350+3:52 0.35+0.15 40.30+2.19
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F2A: U-20SHIc BT ARV Y EAT 7 VEEEILAE Y OIEHERE

GTPYS (ECSII: IIM, Emu: %)

BHET
ECs, Emax ECs Enax
22 299.80 £ 45.80 71.00 +£3.46
25 4980+ 12.10 101.70 = 1.67
26 1194.00 £ 93.90 91.00+7.09
27 1.51 £0.24 102.70 + 2.33
28 1562.00 £ 106.10 74.70 £ 4.63
29 0.044 + 0.00 100.30 = 1.45
30 33.60+£8.17 91.70 £ 4.33
31 0.41 £0.38 9430+ 3.18
32 232.90 £ 58.20 39.80 £ 2.46
39 18.30 = 1.22 100.70 = 3.76
50 42.00 £ 10.90 86.50+4.14 >20 pM 9.78 £2 .97
51 0.21 £0.021 113.00 = 2.65
75 12:704+ 1,52 103.70 £ 2.67
77 29.00 + 0.86 77.70 £ 0.88
78 6.09 £0.45 10930 £3.28
79 2198.00 = 668.50 49.00 £ 3 .46
80 0.20+0.013 112.70 = 3.53
82 >20 uM 31.70 £ 5.36
84 83.90 + 13.30 90.70 + 1.86
85 3238.00 £ 770.50 19.30 £ 2.33
86 2152.00+210.50 14.70 = 0.88
87 208+0.12 99.30+£2.03
88 1.67+0.16 85.70 +2.33
89 >20 uM 1.17 £ 1.01
90 7.02+1.89 14.00 = 1.00
91 377.80 £ 61.90 71.30 £3.53
92 149.30 + 25.50 97.30£3.33 >20uM 1.00 £ 0.00
93 4559.00 + 743.20 80.70 £ 4 48 > 20 pM 2.00 +£0.00
94 27.40 +£4.20 85.30+5.93 > 20 uM 0.00
95 1437.00 £ 44.70 79.70 £ 8.41 >20 uM -1.00
96 6.01 £0.51 3230+ 0.88 6.41 +1.67
97 >20 uM 2.50 = 0.00 > 20 uM 0.00
98 0.30 £ 0.027 103.70 £ 3.76 28.60 £ 3.21 95.30 +3.84
99 0.13+0.01 71.00 =2.00 1.44 +0.053 72.30 +4.67
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10

20

30

BRE S GTPyS (ECsy: nM, E,ux: %0)

EC;s Eiiax ECs |
100 40.00 £3.25 102.30 = 1.45 1757.00 £ 364.50 4500+ 2.08
101 373+0.21 104.00 £ 2.08 1083.00 £ 112.90 66.70 £ 1.20
102 >20 uM 2.50 = 0.00 >20 uM -1.00
103 116.80 + 2.82 77.50 £ 1.26 287.10 £ 62.00 83.00 £8.02
104 51.30+£5.26 10530 £ 0.88 1260.00 + 229.00 79.70 £5.90
105 0.22+0.052 3270+ 1.76 >20 uM 1.00
106 > 20 uM 2.50 >20 1.00
107 46.20+0.35 58.30£0.33 >20 uM 1.00
108 039+0.11 80.80 +2.50 327 £0.69 18.80 £ 1.25
109 29.00 +1.36 10030 +£3.18 191.50 £ 41.60 36.70 £ 0.67
110 11.60=1.55 92.30+2.03 25.40 +£3.38 37.70 £2.03
111 2234012 64.00 = 4.00 42.60 = 7.64 22.70+£2.33
112 7.56 £0.45 83.70 £ 1.45 23,40 +7.81 26.30 = 0.88
113 0.45+0.036 68.70 = 3.71 0.052+0.013 99 20 + 1.65
114 152.10 £ 16.80 20.70 £ 0.67 1890+ 2.01 107.00 = 4.36
115 159.30 £ 15.40 37.70 £ 1.67 5340+ 728 76.00 = 6.66
116 3.12+£0.15 104.30 £ 2.96 69.40 £ 537 56.30+3.93
117 822.40 +93.90 93.70 £5.36 3394.00 £ 439.20 79.70 £ 5.46
118 1.32+£0.04 101.00 £ 2,52 90.80 + 7.63 75.20 £ 4.33
119 32.20+3.26 100.30 +£2.73 382.80+£21.90 96.70 £ 5.36
120 2938.00 = 481.00 76.30 +3.48 2865.00 +231.10 62.30+491
121 126.00 £ 15.40 91.70 £ 4.18 604.50 £ 68.10 18.30 = 0.88
122 036+0.01 101.70 = 1.20 15.20 £ 2.63 94 .50 + 0.65
123 1.85.00+0.16 104.00 = 3.06 112.50 +£ 5.80 74.00 = 3.06
124 14.10 = 0.48 98.00 £ 3.06 679.70 £ 67.70 77.30 £4.63
125 2620.00 £ 396.50 70.70 £2.33 443.40 £ 73.20 102.00 £ 5.69
126 146.90 + 9.47 103.30 £ 2.40 1465.00 + 91.30 63.70 £ 3.93
127 >20u 3.67+1.20 947.10 £ 68.00 93.00=3.51
128 0.18 = 0.069 47.80 £ 1.25 0.74 £0.13 90.70 = 1.45
129 9.14+1.19 20.00 £ 1.15 0.78 £0.070 97.30+ 1.86
130 373.00 £ 104.60 29.00 = 2.00 22.80 +3.38 71.00+3.11
131 290.00 +5.32 69.00 = 1.00 >20 uM 0.00
132 303+£0.17 9530 = 2.60 11.40+1.58 89.00 = 5.69
133 390+0.74 2230+1.20 21.70+3.16 42.00 £ 4.02
134 1.47+0.58 16.00 =0.71 >20 uM 90.00
135 1700.00 = 112.20 92.00 £ 2.65 2810.00 £ 39720 22.00+2.52
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BIRE S GTPyS (ECsp: nM, E,,,,: %)
ECs Enax ECs Emax
136 2332.00 + 236.30 62.30 +3.84 3835.00 = 540.80 22.30+3.71
137 1322.00 £ 177.50 50.30£1.76 3373.00 = 753.00 30.00+231
138 > 20 uM 4530+2.33 >20 uM 35.50£2.06
139 12.50+2.18 87.00 = 3.08 91.80 = 4 88 48.00+5.13
140 0.10 £0.01 82.00 =091 4.68 +0.40 107.20 £4.40
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T4 NMR & ,, (400 MHz, CD5OD) 7.52 - 7.60 (m, 4H), 7.28 - 7.42 (m, 10H), 6.88 (d,

J =8.8 Hz, 1H), 6.71 (s, 1H), 6.59 (d, J = 7.6 Hz, 1H), 4.52 (s, 0.8H), 4.34 (s
,0.2H, TFAODODOODODOODOOODO), 3.49 (br, 1H), 2.90 - 3.10 (m, 6H), 2.82 - 2
.84 (m, 2H), 2.58 - 2.71 (m, 4H), 2.35 - 2.48 (m, 2H), 2.25 (s, 3H), 2.00 - 2.08
(m, 1H), 1.58 (d, J = 15.6 Hz), 1.41 (s, 2.4H), 1.36 (3, 0.6H).
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TH NMR & ,, (400 MHz, CD5OD) 7.55 - 7.60 (m, 4H), 7.18 - 7.28 (m, 5H), 7.02 (d, J
= 8.8 Hz, 1H), 6.71 (s, 1H), 6.64 (d, J = 7.6 Hz, 1H), 4.75 (s, 0.2H), 4.59 (s,
0.8, TFADO O DO ODOOODOO), 3.94 (s, 1H), 3.23 - 3.59 (m, 3H), 2.92 - 3.1
4 (m, 4H), 2.62 - 2.73 (m, 4H), 1.91 - 2.08 (m, 1H), 1.64 (d, J = 12.4 Hz, 1H),
1.46 (s, 3H).
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TH NMR & ,, (400 MHz, CD5;0D) 7.52 - 7.60 (m, 4H), 6.95 - 7.02 (m, 2H), 6.74 (d, J
= 2.8 Hz, 1H), 6.64 (dd, J = 2.80 0 0 8.8 Hz, 1H), 4.54 (s, 1H), 3.74 (s, 1H),
3.56 - 3.58 (m, 1H), 3.44 - 3.47 (m, 1H), 3.22 - 3.28 (m, 1H), 3.05 - 3.13 (m, 1
H), 2.92 - 3.04 (m, 2H), 2.58 - 2.73 (m, 5H), 1.73 - 2.18 (m, 7H), 1.43 - 1.61 (
m, 4H).
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TH NMR & ,, (400 MHz, CD50D) 7.50 - 7.57 (m, 4H), 7.30 - 7.39 (m, 2H), 7.16 - 7.2
4 (m, 1H), 7.00 - 7.08 (m, 1H), 6.77 (d, J = 3.2 Hz, 1H), 6.64 (dd, J = 2.40 O
0 8.8 Hz, 1H), 4.50 - 4.56 (m, 2H), 3.84 - 3.91 (m, 1H), 3.56 - 3.58 (m, 1H), 3.
44 - 3.47 (m, 1H), 3.05 - 3.19 (m, 2H), 2.76 - 2.85 (m, 1H), 2.68 (s, 3H), 1.98
- 2.11 (m, 1H), 1.62 (d, J = 12.4 Hz, 1H), 1.44 (s, 3H).
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TH NMR & ,, (400 MHz, CD50OD) 7.67 - 7.73 (m, 4H), 7.58 (d, J = 8.4 Hz, 2H), 7.03

(d, J = 9.2 Hz, 1H), 6.73 (d, J = 2.4 Hz, 1H), 6.63 (dd, J = 2.80 0 O 8.4 Hz, 1H
). 6.51 (s, 1H), 4.23 (br, 1H), 3.46 - 3.56 (m, 3H), 3.05 - 3.12 (m, 2H), 2.67 (
s, 3H), 2.46 - 2.52 (m, 1H), 1.85 - 2.05 (m, 2H), 1.38 (s, 3H), 1.31 (d, J = 12.

4 Hz, 1H).
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4 NMR & ,, (400 MHz, CDZOD) 7.79 (s, 1M), 7.44 (s, 1H), 7.08 (d, J = 7.8 Hz, 1H)
, 6.82 (d, J = 3.6 Hz, 1H), 6.79 (dd, J = 3.20 0 0 9.2 Hz, 1H), 6.65 (d, 1H, J =
12.4 Hz, 1H), 6.61 (s, 1H), 6.15 (d, J = 12.4 Hz, 1H), 4.31 (s, 1H), 3.90 (s, 1
H), 3.38 (s, 3H), 3.07 - 3.18 (m, 5H), 2.61 - 2.68 (m, 1H), 2.28 - 2.37 (m, 1H), 50
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1.54 (d, J = 15.2 Hz, 1H), 1.49 (s, 3H), 1.01 - 1.13 (m, 1H), 0.62 - 0.73 (m, 2
H), 0.35 - 0.41 (m, 2H).
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1H NMR & n (400 MHz, DMSO-dg) 8.85 (s, 1H, -OH), 7.62 (d, J=8.4 Hz, 2H), 7.30 (d

, J=8.4 Hz, 2H), 7.19 (s, 2H, -NH2), 6.76 (d, J=8.4 Hz, 1H), 6.50 (d, J=2.4 Hz,
1H), 6.41 (dd, J=8.1, 2.4 Hz, 1H), 2.94-3.04 (m, 1H), 2.77-2.91 (m, 1H), 2.56-2.
76 (m, 4H), 2.44-2.54 (m, 2H), 2.09-2.32 (m, 4H), 1.82 (td, J=11.9, 2.8 Hz, 1H),
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1.64 (td, J=12.5, 4.7 Hz, 1H), 1.23 (s, 3H), 1.12 (d, J=12.1 Hz, 1H), 0.99 (br.
s., 1H).
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TH NMR & ,, (400 MHz, DMSO-dg) 8.86 (s, 1H), 7.62 (d, J=8.4 Hz, 2H), 7.30 (d, J=8
.1 Hz, 2H), 7.19 (s, 2H), 6.76 (d, J=8.1 Hz, 1H), 6.50 (d, J=2.4 Hz, 1H), 6.42 (
dd, J=8.1, 2.4 Hz, 1H), 3.00 (br., 1H), 2.76-2.90 (m, 1H), 2.46-2.75 (m, 6H), 2.
21 (br. s., 4H), 1.83 (t, J=10.8 Hz, 1H), 1.64 (td, J=12.5, 4.4 Hz, 1H), 1.24 (s
, 3H), 1.13 (d, J=11.9 Hz, 1H), 0.99 (br. s., 1H).
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TH NMR & ,, (400 MHz, DMSO-dg) 8.88 (s, 1H), 7.66 (d, J=8.4 Hz, 2H), 7.37 (d, J=8
.4 Hz, 2H), 7.20 (s, 2H), 6.79 (d, J=8.1 Hz, 1H), 6.59 (d, J=2.4 Hz, 1H), 6.38-6
.50 (m, 1H), 2.86-3.16 (m, 3H), 2.73 (d, J=7.3 Hz, 3H), 2.45-2.58 (m, 1H), 2.31
(br. s., 1H), 2.09-2.20 (m, 4H), 1.61-1.98 (m, 3H), 1.22 (s, 3H), 0.84 (d, J=11.
7 Hz, 1H).
0000000000000 0O0o0o0o0o0? 0000000 OoOoOoOO
goooooobobobob bbb uoooooobobobbbboboo
0000000000000 0000000000o0Do0oo0ooo0ooo0ooooooOao
goooooooob b oo ooouooogogaa
TH NMR & ,, (400 MHz, DMSO-dg) 8.96 (s, 1H), 7.73 (d, J=8.4 Hz, 2H), 7.44 (d, J=8
.4 Hz, 2H), 7.27 (s, 2H), 6.86 (d, J=8.4 Hz, 1H), 6.66 (d, J=2.4 Hz, 1H), 6.51 (
dd, J=8.1, 2.4 Hz, 1H), 2.95-3.21 (m, 3H), 2.66-2.89 (m, 3H), 2.58 (dd, J=17.8,

5.7 Hz, 1H), 2.38 (br. s., 1H), 2.11-2.27 (m, 4H), 1.69-2.01 (m, 3H), 1.29 (s, 3
H), 0.92 (d, J=11.9 Hz, 1H).
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TH NMR & ,, (400 MHz, CD50D) 7.77 (d, J = 8.36 Hz, 2H), 7.40 (d, J = 7.92 Hz, 2H)
, 7.01 (d, J = 7.92 Hz, 1H), 6.70 - 6.76 (m, 2H), 3.18 - 3.52 (m, 6H), 2.84 - 3.
04 (m, 4H), 1.98 - 2.03 (m, 1H), 1.60 - 1.64 (m, 1H), 1.53 (s, 3H), 1.04 - 1.12
(m, 1H), 0.62 - 0.69 (m, 2H), 0.36 - 0.41 (m, 2H).
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H NMR & ,, (400 MHz, DMSO-dg) 8.90 (s, 1H), 7.67 (d, J=8.1 Hz, 2H), 7.39 (d, J=8
.4 Hz, 2H), 7.21 (s, 2H), 6.79 (d, J=8.4 Hz, 1H), 6.61 (d, J=2.4 Hz, 1H), 6.45 (

dd, J=8.1, 2.4 Hz, 1H), 2.88-3.08 (m, 2H), 2.62-2.84 (m, 3H), 2.53 (dd, J=17.9,

5.8 Hz, 1H), 2.29-2.40 (m, 2H), 2.21 (ddt, J=19.5, 12.8, 6.4 Hz, 2H), 1.91-2.05
(m, 1H), 1.66-1.89 (m, 2H), 1.25 (s, 3H), 0.87 (d, J=12.1 Hz, 1H), 0.52-0.69 (m,
1H), 0.28-0.47 (m, 2H), -0.15-0.10 (m, 2H).
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TH NMR 3 ,, (400 MHz, CD50D) 7.22-7.33 (m, 2H), 7.01 (dd, J=8.1, 1.8 Hz, 1H), 6.7

7 (d, J=8.1 Hz, 1H), 6.56 (d, J=2.2 Hz, 1H), 6.47 (dd, J=8.3, 2.3 Hz, 1H), 3.11 50
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(br. s., 1H), 2.79-2.93 (m, 2H), 2.70-2.77 (m, 1H), 2.62 (d, J=3.5 Hz, 4H), 2.32
(s, 3H), 2.23-2.31 (m, 1H), 1.96-2.08 (m, 1H), 1.73 (td, J=12.9, 4.7 Hz, 1H), 1
.28 (s, 3H), 1.18-1.26 (m, 1H).
DO00o00O00O00O00O00O00O00O00O00O0oO0oOooo®ooo0oooooond
O
0000000000000 000000000000000000000000000
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0000000000000 0
T4 NMR & ,, (400 MHz, CD50OD) 7.36 (s, 1H), 7.31 (d, J=8.3 Hz, 1H), 7.10 (dd, J=8.
3, 1.9 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 6.64 (d, J=2.4 Hz, 1H), 6.45 (dd, J=8.3,
2.5 Hz, 1H), 3.03-3.18 (m, 2H), 2.90-3.00 (m, 1H), 2.54-2.75 (m, 4H), 2.42 (br.
s., 1H), 2.19-2.27 (m, 4H), 1.90-2.00 (m, 1H), 1.81 (td, J=12.9, 4.6 Hz, 1H), 1
.25 (s, 3H), 0.97 (d, J=12.8 Hz, 1H).
0000000000000 O00O0000000000000® 00000000000
O
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000¢0
DOooo00oO00O00O0oOon
T4 NMR & ,, (400 MHz, CDLOD) 6.96 (d, J=8.6 Hz, 2H), 6.76 (d, J=8.1 Hz, 1H), 6.69
(d, J=8.6 Hz, 2H), 6.54 (d, J=2.6 Hz, 1H), 6.43-6.50 (m, 1H), 3.65 (s, 3H), 2.9
9-3.16 (m, 1H), 2.39-2.92 (m, 7H), 2.22 - 2.35 (m, 4H), 1.89-2.11 (m, 1H), 1.72
(d, J=4.8 Hz, 1H), 1.10-1.33 (m, 4H).
000000000000 00000000% 0000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O00O00O00O000000000000000000000
0000000000000
TH NMR & ,, (400 MHz, CDZOD) 7.17 (dd, J=8.6, 5.5 Hz, 2H), 7.00 (d, J=8.4 Hz, 1H)
, 6.94 (t, J=8.8 Hz, 2H), 6.72 (d, J=2.4 Hz, 1H), 6.67 (dd, J=8.4, 2.4 Hz, 1H),
4.07 (br. s., 1H), 3.47 (br. s., 1H), 3.05-3.20 (m, 5H), 2.85-2.97 (m, 4H), 2.65
- 2.8 (m, 2H), 1.94-2.11 (m, 1H), 1.58-1.70 (m, 1H), 1.52 (s, 3H).
0000000000000 0000000% 000000000000
0000000000000 0000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 O00O00O00O0O0O0OoOOooon
14 NMR & ,, (400 MHz, CD5OD) 7.04 (d, J=8.4 Hz, 1H), 6.85 (d, J=2.4 Hz, 1H), 6.69
(dd, J=8.4, 2.4 Hz, 1H), 4.20 (br. s., 1H), 3.32-3.51 (m, 3H), 3.27 (br. s., 1H
), 2.93-3.11 (m, 4H), 2.85 (dd, J=13.4, 8.1 Hz, 1H), 2.75 (d, J=5.3 Hz, 1H), 2.5
6-2.71 (m, 2H), 2.24 (br., 2H), 1.97-2.09 (m, 1H), 1.79-1.95 (m, 1H), 1.49-1.57
(m, 3H), 1.34-1.48 (m, 3H), 1.05-1.19 (m, 1H), 0.81 (d, J=4.2 Hz, 1H), 0.72 (br.
s., 1H), 0.40-0.58 (m, 2H).
0000000000000 0000000% 0000000000000
0000000000000 O0000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 O00OO0O
14 NMR & ,, (400 MHz, CD50D) 8.78 (d, J=5.7 Hz, 2H), 8.03 (d, J=6.4 Hz, 2H), 7.08
(d, J=8.4 Hz, 1H), 6.87 (d, J=2.4 Hz, 1H), 6.72 (dd, J=8.3, 2.3 Hz, 1H), 3.87-3
.96 (m, 1H), 3.35 - 3.41 (m, 1H), 3.20 - 3.25 (m, 4H), 3.07-3.16 (m, 3H), 2.91 (
s, 3H), 2.65-2.76 (m, 1H), 2.23-2.39 (m, 1H), 1.50 (s, 3H), 1.44 (d, J=12.8 Hz,
1H) .
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0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000000000
TH NMR & ,, (400 MHz, CD50D) 7.15 (d, J=5.2 Hz, 1H), 6.98 (d, J=8.4 Hz, 1H), 6.84
(d, J=8.5 Hz, 1H), 6.80 (s, 1H), 6.70 (s, 1H), 6.65 (d, J=8.5 Hz, 1H), 4.02 (d,
J=2.9 Hz, 1H), 3.35 (br. s., 1H), 2.98-3.17 (m, 7H), 2.90 (s, 3H), 2.64 (br. s.
, 1H), 1.89-2.10 (m, 1H), 1.61 (d, J=13.4 Hz, 1H), 1.49 (s, 3H).
0000000000000 000000O0% 000000000000
0000000000000 0000000000000000000000000000
0000000000000 0000000000O000O000NON0ONONooNOooooon
000000000000 0000000
TH NMR & ,, (400 MHz, CD50D) 7.20-7.24 (m, J=8.1 Hz, 2H), 7.05-7.09 (m, J=8.1 Hz,
2H), 6.79 (d, J=8.4 Hz, 1H), 6.64 (d, J=2.4 Hz, 1H), 6.46 (dd, J=8.4, 2.4 Hz, 1
H), 3.07 (d, J=18.0 Hz, 1H), 2.99 (br. s., 1H), 2.86-2.95 (m, 1H), 2.63-2.77 (m,
3H), 2.56 (dd, J=17.9, 5.4 Hz, 1H), 2.43 (br. s., 1H), 2.15-2.26 (m, 4H), 1.79-
2.01 (m, 2H), 1.26 (s, 3H), 1.20 (s, 9H), 0.97 (d, J=12.5 Hz, 1H).
0000000000000 0000000% 000000000000
0000000000000 0000O000000O000O00000000000000
0000000000000 0000000000000000000000000000
0000000000000 000000000000000000000000
TH NMR & ,, (400 MHz, CD50D) 6.94 (d, J=8.4 Hz, 1H), 6.74 (d, J=2.4 Hz, 1H), 6.59
(dd, J=8.3, 2.5 Hz, 1H), 4.01 (d, J=13.4 Hz, 2H), 3.66 (d, J=4.6 Hz, 1H), 3.26
(s, 1H), 3.13 (d, J=6.2 Hz, 1H), 2.85-2.95 (m, 2H), 2.74 (s, 3H), 2.49-2.71 (m,
5H), 2.14 (td, J=13.9, 5.1 Hz, 1H), 1.60-1.88 (m, 3H), 1.41 (s, 3H), 1.35 (s, 9H
). 1.31 (d, J=13.0 Hz, 1H), 0.96-1.13 (m, 2H).
0000000000000 0000000% 000000000000
0000000000000 0000000000O000O000ON0ONONooNooonoon
0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000
TH NMR 3 ,, (400 MHz, CD50D) 7.00 (d, J=8.6 Hz, 1H), 6.71 (d, J=2.4 Hz, 1H), 6.66
(dd, J=8.4, 2.4 Hz, 1H), 3.91-4.07 (m, 3H), 3.34 (br. s., 1H), 3.18 (br. s., 1H
), 3.10 (d, J=10.1 Hz, 1H), 2.91 (s, 3H), 2.58-2.84 (m, 5H), 1.95-2.11 (m, 1H),
1.58-1.79 (m, 4H), 1.53 (s, 3H), 1.3 - 1.36 (m, 10H), 0.92-1.10 (m, 2H).
0000000000000 0000000% 000000000000
0000000000000 0000O000O00O0O000O000O000O00000000
0000000000000 0000000000000000000000000000
0000000000000 0000O000O00D0O00D0ON0ONONO0ONONoONONoonoOon
00
TH NMR & ,, (400 MHz, CDCl3) 6.82 (d, J=8.4 Hz, 1H), 6.65 (d, J=2.4 Hz, 1H), 6.51
(dd, J=8.1, 2.4 Hz, 1H), 3.95 (br. s., 2H), 3.08 (dd, J=5.4, 2.3 Hz, 1H), 3.00
(d, J=18.5 Hz, 1H), 2.69-2.75 (m, 1H), 2.45-2.64 (m, 3H), 2.24 -2.37 (m, 6H), 1.
90-2.06 (m, 4H), 1.79 (td, J=12.7, 5.1 Hz, 2H), 1.44 - 1.67 (m, 1H), 1.34-1.39 (
m, 12H), 1.06-1.29 (m, 2H), 0.75-0.94 (m, 2H).
0000000000000 0000000% 000000000000
0000000000000 0000O000000O000O00000000000000
0000000000000 0000000000000000000000000000
000000000000 D0O0O0O0O0O0O0O00O0O00O0O000O000
TH NMR & ,, (400 MHz, CD5OD) 7.75-7.79 (m, J=8.4 Hz, 2H), 7.36-7.40 (m, J=8.4 Hz,
2H), 6.90 (d, J=8.4 Hz, 1H), 6.70 (d, J=2.4 Hz, 1H), 6.57 (dd, J=8.4, 2.4 Hz, 1
H), 3.65 (d, J=5.1 Hz, 1H), 3.23-3.44 (m, 4H), 3.03-3.11 (m, 5H), 2.86 (dd, J=18
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.4, 5.8 Hz, 1H), 2.60 (dd, J=11.7, 3.5 Hz, 1H), 2.45 (s, 3H), 2.11-2.32 (m, 2H),
1.48 (s, 3H), 1.32 (d, J=13.9 Hz, 1H).
0000000000000 0000000" 000000000000
D000000000000000000000000000000000000000
0000000000000 0000O000000000000000000000000
0000000000000000000000
TH NMR & ,, (400 MHz, CDZOD) 7.54 (d, J=7.9 Hz, 1H), 7.28 (d, J=8.1 Hz, 1H), 6.86
-7.10 (m, 4H), 6.68 (d, J=2.4 Hz, 1H), 6.56 (dd, J=8.4, 2.4 Hz, 1H), 3.40 (br. s
., 1H), 3.12-3.20 (m, 2H), 3.03-3.10 (m, 4H), 2.85-2.93 (m, 1H), 2.62 (d, J=8.4
Hz, 1H), 2.26-2.36 (m, 4H), 1.95-2.05 (m, 1H), 1.21-1.32 (m, 4H).
000000000000 00000000% 000000000000
0000000000000 0000O000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 O00O0OO0O0O0OO00OO0OOOoOoOoan
TH NMR & ,, (400 MHz, CD50D) 7.06 (d, J=8.4 Hz, 1H), 6.86 (d, J=2.4 Hz, 1H), 6.71
(dd, J=8.4, 2.4 Hz, 1H), 3.81 (br. s., 1H), 3.39 (s, 1H), 3.12-3.29 (m, 4H), 2.
87-3.05 (m, 3H), 2.81 (s, 3H), 2.58 (td, J=12.7, 3.4 Hz, 1H), 2.21-2.30 (m, 1H),
1.82 (0O O, J=6.6 Hz, 2H), 1.52-1.59 (m, 3H), 1.46 (s, 9H), 1.42-1.45 (m, 1H)

000000000000 00000000% 0000000000000
0000000000000 O000000000000000000000000000
0000000000000 O0000O000000000000000000000000
0000000000000 O0000O0000000000
TH NMR & ,, (400 MHz, CDZ0D) 7.06 (d, J=8.4 Hz, 1H), 6.86 (d, J=2.4 Hz, 1H), 6.71
(dd, J=8.3, 2.5 Hz, 1HM), 3.77-3.82 (m, 1H), 3.32 - 3.38 (m, 1H), 3.27-3.31 (m,
1H), 3.13-3.26 (m, 2H), 2.98-3.07 (m, 2H), 2.87-2.92 (m, 2H), 2.86 (s, 3H), 2.61
-2.71 (m, 1H), 2.21-2.31 (m, 1H), 1.50 (s, 3H), 1.48 (s, 9H), 1.41 (d, J=14.3 Hz
1H) .

0000000000000 0O000000" 000000000000
goooooaod

gboooaog
ugboobooooobouoboboboobooooboboboboobooooboobobobaa
oooboooooobooooobooooooboobooooobobooooboboooobooo
gbobooooooboobobobooboooobooboboboboog
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gbooooao
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gboooobooboboboooooooboboboboo
oodooboboooooooooooo,oo0ooboooooan

O Ooooo
O Ooooo
O Ooooo

10

20

30

40

50



(222) JP 6400592 B2 2018.10.3

0000000000, 00000000000000000000000000
oooooo

00000000000 0000000000000000000000000000,

0000000000000 O000000000000000000000000000

0000000000000 O0000O000000000000000000000000

00,00000000000000000000000000000000000000

000000000, 0000000000000000000, 0000000000

0000000000000 O0000O00000000000000000000

IH NMR & ,, (400 MHz, DMSO-dg) 8.95 (s, 1H), 8.13 (dd, J=2.6, 1.1 Hz, 1H), 7.47-7

.57 (m, 2H), 7.38 (d, J=5.1 Hz, 1H), 6.81 (d, J=8.4 Hz, 1H), 6.59 (d, J=2.4 Hz,
1H), 6.46 (dd, J=8.3, 2.3 Hz, 1H), 4.00 (d, J=7.3 Hz, 1H), 3.14-3.20 (m, 1H), 2.
91 (d, J=18.0 Hz, 1H), 2.62 (dd, J=18.0, 6.2 Hz, 1H), 2.47 (d, J=7.0 Hz, 1H), 2.
15-2.34 (m, 2H), 1.86-2.01 (m, 2H), 1.10 (s, 3H), 0.99 (d, J=10.1 Hz,

(t, J=6.2 Hz, 1H), 0.27-0.39 (m, 2H), 0.01 (d, J=4.6 Hz, 2H).
0000000000000 D0000D0DO00" 000000000000
oooooao
gbobooooooobgobobobooooboboboboooooboao
gbooooao

oooooao

-Me

Y N
J@Eﬁ i
J\D N
Me Me Me M Me Me

116

BesdSsiiveéls /@@Mﬂ\@

Me Me Me Me Me
17 118

- M*o Mem @@%

Me Me Me M
123 123 125

NY
IDYIN
HO HO £ A
e R
Me IVE e s
127

Me

1H), 0.73

gooobooooooboooooboooooooboooooboocooobooooboOooo

10

20

30

40

50



(223) JP 6400592 B2 2018.10.3

0000000000000 O000000000000000000000000000
0000000000000 O000000000000000000000000
IH NMR & ,, (400 MHz, CD50D) 6.90 - 7.70 (m, 3H), 6.37 - 6.82 (m, 3H), 4.88 (s, O
.6H), 3.99 (s, 0.4H), 3.58 - 3.60 (m, 3H), 3.41 - 3.52 (m, 1H), 2.95 - 3.1 (m, 1
H), 2.34 - 2.72 (m, 3H), 2.08 - 2.22 (m, 3H), 1.09 - 1.29 (m, 4H), 0.72 - 0.82 (
m, 1H), 0.35 - 0.42 (m, 2H), -0.04 - 0.04 (m, 2H).
0000000000000 0000000% 000000000000
0000000000000 O00O00O00O000000000000000000000
0000000000000 O0000000000000000000000000000
0000000000000 00O00O0000000000
14 NMR & ,, (400 MHz, CD5OD) 7.16 - 7.35 (m, 5H), 6.82 (d, J = 8.1 Hz, 0.6H), 6.6
3 - 6.65 (m, 1H), 6.33 - 6.49 (m, 1.4H), 4.9 (s, 0.6H), 3.85 (s, 0.4H), 3.45 - 3
.65 (m, 4H), 2.92 - 3.1 (m, 1H), 2.63 - 2.74 (m, 1.6H), 2.34 - 2.42 (m, 1.4H), 2
.0 - 2.22 (m, 3H), 1.08 - 1.34 (m, 4H), 0.65 - 0.8 (m, 1H), 0.35 - 0.43 (m, 2H),
~0.04 - 0.04 (m, 2H).
0000000000000 O0000000% 0000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O00O00000000000000000000000000
0000000O000000000000
TH NMR & ,, (400 MHz, CD5OD) 6.86 (d, J=7.7 Hz, 1H), 6.64 (d, J=2.4 Hz, 1H), 6.50
-6.54 (m, 1H), 4.65 (d, J = 2.6 Hz, 0.6H), 3.85 (d, J = 2.6Hz, 0.4H), 2.93-3.11
(m, 2H), 2.39-2.64 (m, 4H), 2.23-2.40 (m, 6H), 1.99-2.13 (m, 1H), 1.81-1.91 (m,
1H), 1.34-1.56 (m, 3H), 1.24-1.32 (m, 4H), 0.79-0.89 (m, 6H).
0000000000000 0000000% 0000000000000
0000000000000 O00O00O00O000000000000000000000
0000000000000 O000000000000000000000000000
0000000000000 O00O00O0O0OOO
14 NMR & ,, (400 MHz, DMSO-dg) 8.97 (s, 1H), 6.92-7.32 (m, 5H), 6.83 (d, J=8.4 Hz
, 1H), 6.40-6.62 (m, 2H), 4.66 (s, 1H), 3.70 (d, J=2.9 Hz, 2H), 3.51 (s, 3H), 2.
69-3.10 (m, 2H), 2.51-2.64 (m, 1H), 2.30-2.40 (m, 1H), 2.10-2.23 (m, 3H), 1.82-2
.07 (m, 2H), 0.92-1.16 (m, 4H).
0000000000000 0000000% 0000000000000
0000000000000 000000000000000000000000000
0000000000000 O00O00O00O0000000000O0oO0oooooond
000000000000 0O00O00O00O000
TH NMR & ,, (400 MHz, DMSO-dg) 9.04 (d, J=2.4 Hz, 1H), 7.00-7.39 (m, 5H), 6.76-6.
90 (m, 1H), 6.36-6.63 (m, 2H), 4.52 (d, J=2.6 Hz, 0.6H), 3.86 (d, J =2.6Hz, 0.4H
), 3.57-3.74 (m, 2H), 2.87 - 2.92 (m, 1H), 2.76 - 2.78 (m, 1H), 2.52 (s, 1.8H),
2.38 (s, 1.2H), 2.30 -2.35 (m, 1H), 2.20-2.26 (m, 1H), 2.18 (s, 3H), 1.55-1.91 (
m, 2H), 1.18 (s, 1.8H), 1.03-1.15 (m, 1H), 0.94 (s, 1.2H).
0000000000000 0000000% 0000000000000
0000000000000 O0000000000000000000000000000
0000000000000 000000000000000000000000000
000000000 O00O0000
14 NMR & ,, (400 MHz, DMSO-dg) 8.94-9.19 (m, 1H), 7.15-7.54 (m, 5H), 6.86 (t, J=8
.0 Hz, 1H), 6.55-6.69 (m, 1H), 6.36-6.53 (m, 1H), 4.70 (br. 0.5H), 3.68 (br., O.
5H), 2.88-3.09 (m, 2H), 2.59-2.66 (m, 1H), 2.55 (s, 1.5H), 2.39 (s, 1.5H), 2.24
(br., 2H), 2.05 (br., 2H), 1.80 - 1.87 (m, 1.5H), 1.06-1.43 (m, 4.5H).
0000000000000 00O00000% 0000000000000
0000000000000 000000000000000000000000000
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goooboobooobuooobbodobboobboobtoooboobobuoobboo
000000000 oUO0ooo0ooUoUOooOoOoo
TH NMR & ,, (400 MHz, DMSO-dg) 8.96 (s, 1H), 6.83 (d, J=8.4 Hz, 1H), 6.55 (d, J=2
.4 Hz, 1H), 6.47 (dd, J=8.4, 2.4 Hz, 1H), 4.67 (s, 1H), 3.52 (s, 3H), 3.05 (d, J
=17.4 Hz, 1H), 2.96 (d, J=5.3 Hz, 1H), 2.50-2.69 (m, 2H), 2.33-2.41 (m, 1H), 2.1
5-2.28 (m, 3H), 1.90 - 2.05 (m, 2H), 1.55 - 1.85 (m, 5H), 1.06-1.36 (m, 6H), 1.0
3 (s, 3H).
000000000000 D0DO0O0D0DOoOoOo?" 00000000 DooO0ao
000000000 oUO0oUO0Do00O0U0UDLODUO0L0D0O0U0DDODUOOUU0LODO0DOoUODUDUOO
gobooboobooobuoooboboobboobbuoobtooobuoooboobboo
gobboobbooobbooobbooobobooobonob
H NMR & ,, (400 MHz, CD50D) 6.87-7.08 (m, 1H), 6.72 (d, J=2.2 Hz, 1H), 6.63 (dd,
J=8.3, 2.3 Hz, 1H), 4.87 (br. s., 0.3H), 4.66 (br., 0.7H), 3.58 (br. s., 1H), 2
.90-3.14 (m, 3H), 2.84 (s, 3H), 2.43-2.74 (m, 5H), 1.90 - 2.00 (m, 1H), 1.49-1.7
9 (m, 6H), 1.06-1.45 (m, 8H).
0000000000000 0000000" 000000000000
gobboobooobuooobobo0obboobboUobtooobuoUooboUobboo
gogoobooboooobooobboobboobboobtooobuoobobbuoobboo
000000000 oUO0o00O0oU0DoOUO0U0DO00DODUDODUO0ODODOoDOOOoOO
TH NMR & ,, (400 MHz, DMSO-dg) 8.94-9.31 (m, 1H), 8.69-8.87 (m, 1H), 8.47 (dd, J=
4.7, 1.4 Hz, 1H), 8.05 (d, J=7.9 Hz, 1H), 7.10-7.55 (m, 3H), 6.87 (d, J=8.4 Hz,
1H), 6.60 (d, J=2.4 Hz, 1H), 6.49 (dd, J=8.1, 2.4 Hz, 1H), 4.63 (d, J=2.6 Hz, O.
7H), 4.11 (d, J = 2.4 Hz, 0.3H), 2.79-3.11 (m, 2H), 2.72 (s, 2H), 2.50 (s, 1H),
2.18-2.30 (m, 4H), 1.72-1.95 (m, 2H), 1.23-1.35 (m, 3H), 1.19 (d, J=11.7 Hz, 1H)

000000000000 00000000% 0000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O000000000000000000000000000
000000000000 000000000000000000
TH NMR & ,, (400 MHz, DMSO-dg) 9.05 (s, 1H), 7.39 (dd, J=5.0, 3.0 Hz, 1H), 7.12 (
d, J=1.8 Hz, 1H), 6.87-6.98 (m, 1H), 6.83 (d, J=7.9 Hz, 1H), 6.56 (d, J=2.0 Hz,
1H), 6.46 (dd, J=8.3, 1.9 Hz, 1H), 4.51 (br. s., 0.6H), 3.88 (br. s., 0.4H), 3.6
2-3.81 (m, 1H), 3.61 (s, 1H), 2.89 - 2.95 (m, 1H), 2.72-2.84 (m, 1H), 2.53 (s, 2
H), 2.38 (s, 2H), 2.15-2.29 (m, 4H), 1.63-1.93 (m, 2H), 0.94-1.26 (m, 4H).
0000000000000 0000000% 0000000000000
0000000000000 O0000000000000000000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O00000000000
TH NMR & ,, (400 MHz, DMSO-dg) 9.07 (s, 1H), 7.41-7.80 (m, 2H), 7.13 (dd, J=5.0,
1.0 Hz, 1H), 6.87 (t, J=7.6 Hz, 1H), 6.36-6.68 (m, 2H), 4.66 (br. s., 0.5H), 3.8
4 (br. s., 0.5H), 2.90 - 2.95 (m, 2H), 2.56 2.6 (m, 1H), 2.53 (s, 3H), 2.05-2.35
(m, 4H), 1.69-1.96 (m, 1.5H), 1.34-1.48 (m, 0.5H), 1.03-1.33 (m, 4H).
0000000000000 O0000000% 0000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O00O00000000000000000000000000
000000000000 000000000000
TH NMR & ,, (400 MHz, CD5OD) 7.78-7.93 (m, 1H), 7.48 (dd, J=5.1, 2.9 Hz, 1H), 7.2
9 (dd, J=5.1, 1.1 Hz, 1H), 7.00 (d, J=8.4 Hz, 1H), 6.73 (d, J=2.4 Hz, 1H), 6.64
(dd, J=8.4, 2.4 Hz, 1H), 4.07-4.27 (m, 1H), 3.92 (br. s., 1H), 3.38 (d, J=3.5 Hz
, 2H), 3.21-3.21 (m, 4H), 2.89 (s, 3H), 2.74 (td, J=13.0, 3.4 Hz, 1H), 2.38 (td,
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J=13.9, 4.7 Hz, 1H), 1.57 (s, 3H), 1.47 (d, J=14.3 Hz, 1H).
0000000000000 0000000% 0000000000000
000000000000 0O000000000000000000000000000
0000000000000 O000000000000000000000000000
0000000000000 O000000000000000000
TH NMR & ,, (400 MHz, CD50OD) 8.92 (s, 1H), 8.25 (dd, J=8.3, 1.9 Hz, 1H), 7.82 (d,

J=8.4 Hz, 1H), 7.01 (d, J=8.4 Hz, 1H), 6.75 (d, J=2.4 Hz, 1H), 6.65 (dd, J=8.1,

2.4 Hz, 1H), 4.21 (br. s., 1H), 4.00 (br. s., 1H), 3.41 (d, J=3.5 Hz, 2H), 3.24
-3.30 (m, 1H), 3.07 (s, 3H), 2.93 (s, 3H), 2.76 (td, J=13.0, 3.5 Hz, 1H), 2.40 (
td, J=13.9, 4.6 Hz, 1H), 1.62 (s, 3H), 1.51 (d, J=14.5 Hz, 1H).
0000000000000 0000000% 0000000000000
0000000000000 0000000000000000000000000000
000000000000 0O000000000000000000000000000
0000000000000 O00O000000000000000
T4 NMR & ,, (400 MHz, CD5OD) 7.96 (t, J=2.0 Hz, 1H), 7.33 (d, J=2.0 Hz, 2H), 7.01

(d, J=8.4 Hz, 1H), 6.77 (d, J=2.4 Hz, 1H), 6.67 (dd, J=8.4, 2.4 Hz, 1H), 4.49 (
d, J=3.3 Hz, 1H), 4.12 (br. s., 1H), 3.25-3.70 (m, 2H), 3.07-3.21 (m, 2H), 2.81-
3.06 (m, 1H), 2.60 (td, J=13.3, 3.4 Hz, 1H), 2.07 (td, J=13.9, 4.5 Hz, 1H), 1.70

(dd, J=14.5, 1.5 Hz, 1H), 1.47 (s, 3H), 0.96-1.26 (m, 1H), 0.64-0.78 (m, 2H), O
.28-0.62 (m, 2H).

0000000000000 D00000DO00® 000000000000
ugbooodgaoan

oooooao
gboobooooooobgobobobooooboboboboobooooboobobobao
ugbooboooooboobooboboobooooboboboboobooooobobobaa
oooobooooooboooooboooooobooboooooboboooobobooooobooo
gpboooog

ugboogood

Y 1 F3C\©/SOZCI Y
N RG-11 N
.S CF
MeQ £ NH; 2. BBr;, DCM HO N 3
Me Me

RG-6 128
0000000000000 O000000000000000000000000000
0000000000000 0000000000000000000000000000
000000000000 0O000000000000000000000000000
0000000000000, 000000000000000000000000000
0000000000000 O00O0000000
oooooo
0000000000 000000000000000000000000000000,
0000000000000 O00O00000000000000000000000000
0000000000000 O0000000000000000000000000000
000000, 0000000000000000000000000000000000
0000000000, 00000000000000000000,00000000
0000000000000 00O0000O00O00000000000000000
TH NMR & ,, (400 MHz, DMSO-dg) 9.12 (br. s., 1H), 8.30 (s, 1H), 8.25 (d, J=7.9 Hz

, 1H), 8.09 (d, J=7.7 Hz, 1H), 7.79-7.95 (m, 1H), 7.56-7.80 (m, 1H), 6.89 (d, J=
8.4 Hz, 1H), 6.72 (d, J=2.2 Hz, 1H), 6.59 (dd, J=8.1, 2.4 Hz, 1H), 3.46 (br. s.,
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1H), 2.87 (d, J=17.8 Hz, 1H), 2.77 (dd, J=5.5, 2.9 Hz, 1H), 2.45 (td, J=17.0, 5
.4 Hz, 3H), 1.86-2.03 (m, 3H), 1.27 (s, 3H), 1.09 (d, J=9.7 Hz, 1H), 0.44-0.63 (
m, 1H), 0.25-0.39 (m, 1H), -0.15-0.16 (m, 3H).

0000000000000 0000000% 0000000000000
oooooo

0000000000000 000000000000000000000
Dooooo

oooooo

b b
LT T2

129 130
N_Me
L5 CF
F3 4o £ 3
Me Me Me Me
131 132

0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O00O00O00O000000000000000000000
IH NMR & ,, (400 MHz, CDLOD) 8.25 (s, 1H), 8.21 (d, J=7.9 Hz, 1H), 8.02 (d, J=7.7
Hz, 1H), 7.75-7.93 (m, 1H), 7.01-7.21 (m, 1H), 6.65-6.87 (m, 2H), 3.88-4.18 (m,
1H), 3.54-3.85 (m, 2H), 3.38 (d, J=6.8 Hz, 1H), 2.99-3.31 (m, 3H), 2.36-2.73 (m
, 1H), 1.93 (td, J=14.0, 4.6 Hz, 1H), 1.43-1.73 (m, 1H), 0.93-1.26 (m, 5H), 0.67
-0.87 (m, 2H), 0.34-0.62 (m, 2H).
0000000000000 0000000% 000000000000
0000000000000 O0000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000¢0
Dooooo
4 NMR & ,, (400 MHz, CDLOD) 8.18 (d, J=7.9 Hz, 1H), 8.13 (s, 1H), 8.07 (d, J=7.7
Hz, 1H), 7.86-7.96 (m, 1H), 6.97 (d, J=8.4 Hz, 1H), 6.82 (d, J=2.4 Hz, 1H), 6.6
7 (dd, J=8.1, 2.4 Hz, 1H), 4.17 (s, 1H), 3.51 (s, 3H), 3.09 (d, J=17.6 Hz, 1H),
2.99 (br. s., 1H), 2.53-2.70 (m, 2H), 2.08-2.41 (m, 4H), 1.53 (s, 3H), 1.27-1.41
(m, 1H), 0.58 (br. s., 1H), 0.18-0.42 (m, 2H), -0.10 - 0.10 (m, 2H).
0000000000000 0000000% 0000000000000
0000000000000 O00O00O00O000000000000000000000
0000000000000 O000000000000000000000000000
0000000000000 O000000000000000000000
14 NMR & ,, (400 MHz, CD5OD) 7.93-8.11 (m, 2H), 7.82-7.91 (m, 1H), 7.72 (t, J=7.7
Hz, 1H), 7.32-7.55 (m, 1H), 6.90 (d, J=8.1 Hz, 1H), 6.75 (br. s., 1H), 6.62 (dd
, J=8.4, 2.4 Hz, 1H), 4.10 (s, 1H), 3.36 (s, 3H), 3.09 (d, J=15.6 Hz, 1H), 2.46-
2.71 (m, 2H), 2.39 (d, J=9.9 Hz, 1H), 1.97-2.24 (m, 5H), 1.43 (s, 3H), 1.25 (d,
J=10.6 Hz, 1H).
0000000000000 0000000% 0000000000000
0000000000000 000000000000000000000000000¢0
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0000000000000 O000000000000000000000000000
000000000000 0000000000000000000000

IH NMR & ,, (400 MHz, CD5OD) 7.99-8.16 (m, 2H), 7.90 (d, J=7.9 Hz, 1H), 7.64-7.80
(m, 1H), 6.84 (d, J=8.1 Hz, 1H), 6.34-6.59 (m, 2H), 3.90 (d, J=2.6 Hz, 1H), 2.8

6-3.08 (m, 2H), 2.57 (dd, J=18.9, 5.9 Hz, 1H), 2.51 (s, 3H), 2.19-2.38 (m, 4H),

1.97 (td, J=12.5, 3.4 Hz, 1H), 1.70 (td, J=12.8, 4.7 Hz, 1H), 1.20 (d, J=11.7 Hz

1H), 0.87 (s, 3H).

0000000000000 D0000D0DO00” 000000000000
ooooooao

gboooood
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ugbdoodogooobuobdobobooboooobuobobobobooobouobuobobada
gooobooooooboooooboooooooboooooboocooobooooboOooo
gboobooooooobgobobobooooboboboboobooooboobobobao
ugboooad

14 NMR (400MHz, DMSO-dg) & : 8.93 (br. s., 1H), 8.01 (br. s., 1H), 7.26 (d, J=8.
8 Hz, 2H), 7.12 (d, J=8.8 Hz, 2H), 6.80 (d, J=8.1 Hz, 1H), 6.54 (d, J=2.4 Hz, 1H
), 6.44 (dd, J=8.1, 1.8 Hz, 1H), 4.44 (br. s., 1H), 3.57 (br. s., 3H), 3.34 (br.
s., 1H), 2.97 (d, J=17.4 Hz, 1H), 2.53 - 2.59 (m, 2H), 2.33 (dd, J=12.2, 6.5 Hz
, 1H), 2.13 - 2.25 (m, 1H), 1.94 - 2.07 (m, 2H), 1.00-1.22 (m, 13H), 0.64-0.87 (
m, 1H), 0.26-0.49 (m, 2H), -0.09-0.11 (m, 2H).
0000000000000 00O00000% 0000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 O00O00O00O000000000000000000000
0000000000
TH NMR (400MHz, 00 000 -dy) & : 7.73 (dd, J=8.6, 5.5 Hz, 1H), 7.27 (dd, J=10.
1, 2.4 Hz, 1H), 6.90-7.07 (m, 2H), 6.77 (d, J=2.4 Hz, 1H), 6.66 (dd, J=8.4, 2.4
Hz, 1H), 4.10 (d, J=5.5 Hz, 1H), 3.84 (s, 1H), 3.21 (s, 3H), 3.02-3.14 (m, 2H),
2.77 (d, J=6.8 Hz, 2H), 2.28-2.52 (m, 2H), 1.47 (s, 3H), 1.3 - 1.35 (m, 2H), 1.1
7-1.29 (m, 1H), 0.42-0.71 (m, 2H), 0.11-0.33 (m, 2H).
0000000000000 O00O00O00O0Y 00000000000
0000000000000 000000000000000000000000000
0000000000000 O00O00O00O0000000000O0oO0oooooond
000000000000 0000000000000
T4 NMR (400MHz, 00 OO0 -d,, TFAO) & : 7.45-7.65 (m, 4H), 7.13 (d, J=8.4 Hz,
1H), 6.90 (d, J=2.2 Hz, 1H), 6.82 (dd, J=8.4, 2.4 Hz, 1H), 5.74-5.94 (m, 1H), 5.
20 (d, J=17.2 Hz, 1H), 5.15 (d, J=10.1 Hz, 1H), 4.56 (br. s., 1H), 3.67-3.81 (m,
4H), 3.24-3.35 (m, 1H), 3.03-3.16 (m, 2H), 2.81-2.94 (m, 4H), 2.72 (s, 3H), 2.4
7-2.66 (m, 2H), 2.27 (td, J=13.9, 4.6 Hz, 1H), 1.50 (d, J=14.3 Hz, 1H).
0000000000000 0000000% 0000000000000
0000000000000 O0000000000000000000000000000
0000000000000 000000000000000000000000000
DO000000O00O00O00O00O00O00O0O0O0OoOOnd
1H NVMR (400MHz, 00 0 00 -d, TFAO) & : 7.44-7.65 (m, 4H), 7.11 (d, J=8.6 Hz,
1H), 6.89 (d, J=2.2 Hz, 1H), 6.81 (dd, J=8.4, 2.4 Hz, 1H), 4.63 (d, J=2.0 Hz, 1H
), 3.65-3.81 (m, 4H), 3.24-3.33 (m, 1H), 3.03-3.16 (m, 2H), 2.86 (s, 3H), 2.69 (
s, 3H), 2.60 (td, J=13.2, 3.5 Hz, 1H), 2.28 (td, J=13.8, 4.6 Hz, 1H), 2.08 (td,
J=13.1, 3.9 Hz, 1H), 1.75 (td, J=13.3, 4.4 Hz, 1H), 1.35-1.56 (m, 2H), 1.17-1.33
(m, 1H), 0.92-1.03 (m, 3H).
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000000000000 00000000% 000000000000
0000000000000 0000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000O00O0O00O0OO00O0O0n
1H NMR (400MHz, 000 OO -d, TFAD) & : 7.47-7.68 (m, 4H), 6.98 (d, J=8.4 Hz,
1H), 6.52-6.70 (m, 2H), 4.05 (d, J=5.1 Hz, 1H), 3.92 (s, 1H), 3.29-3.45 (m, 2H),
3.26 (s, 3H), 3.13 (dd, J=12.3, 4.0 Hz, 1H), 2.85 (s, 3H), 2.63 (td, J=12.9, 3.
7 Hz, 1H), 2.40 (td, J=13.8, 4.8 Hz, 1H), 1.85-2.01 (m, 1H), 1.58-1.73 (m, 1H),
1.12-1.49 (m, 3H), 0.95 (t, J=7.3 Hz, 3H).
0000000000000 0000000% 000000000000
0000000000000 000000000000000000000000000
0000000000000 0000O000000000000000000000000
000000000000 D0O0O0O0O0O0O0O00O0O00O0O000O000
1H NMR (400MHz, 00000 -d, TFAD) & : 7.48 (d, J=8.6 Hz, 2H), 7.32 (d, J=8.6
Hz, 2H), 7.09 (d, J=8.6 Hz, 1H), 6.77 (dd, J=8.5, 2.3 Hz, 1H), 6.69 (d, J=2.2 H
z, 1H), 4.04 (d, J=5.1 Hz, 1H), 3.99 (s, 2H), 3.93 (s, 1H), 3.69 (s, 3H), 3.28-3
.45 (m, 2H), 3.25 (s, 3H), 3.11 (dd, J=12.4, 4.3 Hz, 1H), 2.84 (s, 3H), 2.60 (td
, J=12.9, 3.5 Hz, 1H), 2.40 (td, J=13.6, 4.7 Hz, 1H), 1.89-2.10 (m, 1H), 1.55-1.
75 (m, 1H), 1.31-1.48 (m, 2H), 1.15-1.29 (m, 1H), 0.96 (t, J=7.3 Hz, 3H).
0000000000000 0000000° 000000000000
0000000000000 0000000000000000000000000000
0000000000000 0000O000000000000000000000000
0000000000000 000000000000000000000
1H NMR (400MHz, 00000 -d, TFAD) & : 7.66 (dd, J=8.6, 5.3 Hz, 1H), 7.24 (dd
, J=9.8, 2.3 Hz, 1H), 6.92 (td, J=9.0, 2.5 Hz, 1H), 6.86 (d, J=8.4 Hz, 1H), 6.68
(d, J=2.4 Hz, 1H), 6.51 (dd, J=8.1, 2.4 Hz, 1H), 3.88 (s, 1H), 3.12 (d, J=18.0
Hz, 1H), 2.99 (br. s., 1H), 2.70 (dd, J=17.9, 5.8 Hz, 1H), 2.33-2.41 (m, 1H), 2.
31 (s, 3H), 2.06 (td, J=12.1, 3.1 Hz, 1H), 1.86 (td, J=12.9, 4.8 Hz, 1H), 1.23 (
s, 3H), 1.13 (d, J=13.2 Hz, 1H).
0000000000000 0000000" 000000000000
0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O00O0OO0OOOOoOd
THNMR (CDZ0D) & : 7.60 (m, 1H), 7.16 (d, J=8.0 Hz, 1H), 6.89 (m, 2H), 6.66 (m,
1H), 6.53 (m, 1H), 4.47 (br, 1H), 3.07 (m, 2H), 2.73-2.56 (m, 4H), 2.43-2.33 (m,
4H), 2.10 (m, 1H), 1.91 (m, 1H), 1.39-1.28 (m, 4H) ppm
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