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400 MHz, CDCl3) & 1.29-1.41 (m, 1H), 1.48-1.60 (m, 2H), 1.77-1.90 (m, 4H), 1.98
-2.06 (m, 2H), 2.10-2.20 (m, 1H), 2.24-2.32 (m, 2H), 2.52-2.62 (m, 1H), 3.55-3.8
0 (m, 6H), 4.24-4.34 (m, 1H), 5.29 (s, 1H), 5.78 (s, 1H), 6.85 (bs, 2H), 7.20 (d
, J=8.3 Hz, 1H), 7.48 (d, J = 8.3 Hz, 1H), 7.88 (s, 1H), 8.46 (s, 1H). MS m/z
([M+H]H) 437.
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4-1.87 (m, 6H), 1.94-2.02 (m, 2H), 2.18-2.28 (m, 4H), 2.88-2.97 (m, 2H), 3.51 (d
,J=5.9Hz, 2H), 4.20 (tt, J = 12.0/3.7 Hz, 1H), 4.44-4.54 (m, 2H), 6.00 (s, 1

H), 6.67 (bs, 2H), 7.16 (dd, J = 8.5/1.6 Hz, 1H), 7.40 (d, J = 8.5 Hz, 1H), 7.76
(d, J = 1.5 Hz, 1H), 8.07 (s, 1H). MS m/z ([M+H]™) 451.
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(m, 2H), 2.81-2.90 (m, 2H), 3.27-3.30 (m, 2H), 4.37-4.47 (m, 4H), 7.00 (s, 1H),
7.75 (s, J = 7.5 Hz, 1H), 8.06 (s, 1H), 8.12 (bs, 1H), 8.40 (s, 1H), 8.55 (bs,
1H), 12.55 (bs, 1H). MS m/z ([M+H]™) 431.
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1H), 5.85 (s, 1H), 6.34 (bs, 1H), 6.75 (bs, 2H), 7.11 (d, J= 8.5 Hz, 1H), 7.39
(d, J = 8.5 Hz, 1H), 7.68 (s, 1H), 8.13 (bs, 1H). MS m/z ([M+H]™) 397.
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J =8.6/1.2 Hz, 1H), 8.37 (s, 1H), 8.54 (d, J = 1.1 Hz, 1H), 12.44 (bs, 1H). MS

m/z ([M+H]") 377.

ooooon

gooooooooboooooboooo bbb uoo oD bobooobobbobooad
gogoobooooobtboooobboo bbb buoUooDbbouoobbooo
ooooDoooan

gooooao

ogoooao

10
<i:>\N¥:N Example 5 OH

ooooon

gooobooooobooooobobooo bbb oo oboDbooo oD booooobboooao
gogoobooooobtboooobboooobboo oo bbuoUooDbbooobbooo
goooooooood 20
godooboboooobooooooboooo o bbb oD oo o oD boboooooooodao
goooboooooboooooooboooobboboo oo oboooboboooooooodd
0 T A A R A A B A W A W A W e A N N N R NN
goobobgobgobgobobobobob00o bbb bbb bUobUobobono
0 *H NMR (400 MHz, CDClg) & 1.26-1.38 (m, 1H), 1.44-1.58 (m, 2H), 1.74-1.86 (m,

3H), 1.94-2.02 (m, 2H), 2.20-2.26 (m, 2H), 2.87-2.98 (m, 1H), 3.84 (d, J = 6.1
Hz, 2H), 3.90-3.96 (m, 2H), 4.12-4.26 (m, 3H), 5.60 (s, 1H), 6.74 (bs, 2H), 7.15

(dd, J = 8.5/1.1 Hz, 1H), 7.41 (d, J = 8.5 Hz, 1H), 7.75 (s, 1H), 8.15 (s, 1H).

MS m/z ([M+H]") 423.
ooooon 30
godooboboooobooooooboooo o bbb oD oo o oD boboooooooodao
goooboooooboooobooboooobboo oo boboooDbooooooooao
ooooooooooon
goobobgobgobgobobobobob00o bbb bbb bUobUobobono
goooboboooobooooobooboo bbb oo oD booooobbobooao
g booobbooooooooobboooooboooooboooboboooobobOoao
000000000000 0O000O0TH NMR (400 MHz, DMSO-dg) & 1.26-1.38 (m, 1H),
1.46-1.60 (m, 2H), 1.70-1.78 (m, 1H), 1.83-1.95 (m, 4H), 2.04-2.12 (m, 2H), 3.20
-3.28 (m, 2H), 3.50-3.58 (m, 3H), 4.12 (dd, J = 13.6/8.6 Hz, 1H), 4.38-4.48 (m,
1H), 4.65-4.72 (m, 1H), 4.97 (bs, 1H), 6.66 (s, 1H), 7.82 (d, J = 8.5 Hz, 1H), 7 40

.87
m/z

u
O
g
u
O

4
O
0
O
O

(bs, 1H), 7.99-8.05 (m,

([M+H]™) 403.
0ooo
0000000000000 0000000000000000000000000
0000000000000 000000000000N00000O0O000O0OO0an
0000000000000 0000
0Dooo

1H), 8.25 (bs,

1H), 8.43 (s,

1H), 8.53 (bs,

1H). MS



(35) JP 2017-510564 A 2017.4.13

ooooo
Doo0O00o

00000000000’ 000000’ 0000000000000 00000000
000000000000 00O0O0000O000’ 000000000000 00000
0000000000’ 0000000000000 0000000000
000000000000 00O0O0O00O0O0O00OO0O0O0O0OO0ODONDOODONOOoODOoOoGooaO
000000000000 00O0000O0O000O0O00O0O0O00D0O0O0O0O0OOO0OooGooaO
000000000000 0000000000000000000000000000
0000000000000 0O00O00O0O0O00O0O0O0DO0DO0ODONODOODONOoOOoOoOoooaO
000000000000 000000000MS m/z ([M+H]Y) 481.

0Doo0Oooo

0000000000000 0O00O0O0O0O0O0DO0OO0ONONO0DOONONDOoDONOoOoOoNOooooaO
000000000000 0000000O000O0O00O0O0O0O0O0O0O0O0OOO0OoOoGooaO
000000000000 000O0000000000

000000000000 0000000000000000000000000000
000000000000 0000000O000O0O00O0O0D0O0ODO0ODONOoOOoONOooGooaO
., 0000000000000000000000000000000000000000
000000000000000000 NMR (400 MHz, DMSO-dg) & 1.26-1.38 (m, 1

H), 1.45-1.60 (m, 6H), 1.71-1.78 (m, 1H), 1.82-1.95 (m, 4H), 2.04-2.12 (m, 2H),

3.37 (d, J = 5.2 Hz, 4H), 3.57-3.64 (m, 4H), 4.39 (t, J = 5.3 Hz, 2H), 4.40-4.47
(m, 1H), 6.97 (s, 1H), 7.75 (d, J = 8.5 Hz, 1H), 8.05 (s, 1H), 8.14 (bs, 1H), 8
39 (s, 1H), 8.58 (bs, 1H), 12.51 (bs, 1H). MS m/z ([M+H]™) 461.
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0000 NMR (400 MHz, CDCl3) & 1.20 (d, 3H), 1.60 (m, 1H), 2.15 (m, 1H), 2.4

0 (m, 1H), 2.55 (m, 1H), 3.50 (m, 1H), 4.00 (d, 1H), 5.00 (d, 1H), 7.40-7.20 (m,
5H). MS m/z([M+H]™") 190.
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3.20 (d, J = 12.7 Hz, 1H), 3.48-3.60 (m, 2H), 4.03 (d, J = 12.7 Hz, 1H), 7.26-7.
29 (m, 1H), 7.31-7.35 (m, 4H). MS m/z ([M+H]™) 2060 0 0 0O O OO OO *H NMR (400
MHz, CDCl5) & 1.28 (d, J = 6.0Hz, 3H), 1.45-1.51 (m, 1H), 2.19-2.36 (m, 3H), 2
.47-2.55 (m, 1H), 2.86 (d, J = 9.4Hz, 1H), 3.08 (d, J = 12.9Hz, 1H), 3.50 (dd, J
= 2.9/9.9 Hz, 1H), 3.65 (dd, J = 3.2/9.9 Hz, 1H), 4.10 (d, J= 13.0Hz, 1H), 7.30

-7.35 (m, 5H). MS m/z ([M+H]") 206.
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1.29 (d, J = 6.1 Hz, 3H), 1.40 (m, 1H), 1.54-1.66 (m, 2H), 1.78-2.03 (m, 7H), 2

.16-2.24 (m, 2H), 2.62-2.74 (m, 1H), 3.28-3.34 (m, 2H), 3.56 (dd, J = 10.8/6.8 H
z, 1H), 3.64 (dd, J = 10.8/6.0 Hz, 1H), 3.68-3.80 (m, 1H), 4.39 (tt, J = 12.0/4.
1 Hz, 1H), 5.84 (s, 1H), 7.18 (dd, J = 8.5/1.6 Hz, 1H), 7.56 (d, J = 1.1 Hz, 1H)
7.59 (d, J = 8.5 Hz, 1H), 8.28 (s, 1H). MS m/z ([M+H]™) 451.
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Hz, 3H), 1.26-1.38 (m, 1H), 1.46-1.60 (m, 2H), 1.70-1.78 (m, 2H), 1.80-1.95
(m, 5H), 2.05-2.12 (m, 2H), 2.58-2.66 (m, 1H), 3.18 (t, J = 9.2 Hz, 1H), 3.43-3.
53 (m, 2H), 3.67 (dd, J = 10.0/7.9 Hz, 1H), 4.27-4.36 (m, 1H), 4.37-4.46 (tt, J
= 12.1/3.6 Hz, 1H), 4.67 (t, J = 5.3 Hz, 1H), 6.57 (s, 1H), 7.75 (d, J = 8.5 Hz,
1H), 7.97 (s, 1H), 8.10 (bs, 1H), 8.39 (s, 1H), 8.53 (bs, 1H), 12.50 (bs, 1H).
MS m/z ([M+H]™) 431.
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, 5H), 2.16-2.24 (m, 2H), 2.34-2_.44 (m, 2H), 3.26 (dd, J = 11.3/8.4 Hz, 1H), 3.5
9 (dd, J = 10.9/6.9 Hz, 1H), 3.65 (dd, J = 10.9/5.5 Hz, 1H), 3.95 (bs, 1H), 4.20
-4.30 (m, 1H), 4.38 (tt, J = 12.0/3.6 Hz, 1H), 5.86 (s, 1H), 7.18 (dd, J = 8.5/1
.6 Hz, 1H), 7.56 (d, J = 1.1 Hz, 1H), 7.59 (d, J = 8.5 Hz, 1H), 8.28 (s, 1H). M
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.78 (m, 1H), 4.14-4.21 (m, 1H), 4.36-4.46 (m, 1H), 4.69 (t, J = 5.3 Hz, 1H), 6.6
2 (s, 1H), 7.75 (d, J = 8.6 Hz, 1H), 7.98 (s, 1H), 8.12 (dd, J = 8.5/1.2 Hz, 1H)

, 8.38 (s, 1H), 8.56 (d, J = 1.0 Hz, 1H), 12.49 (bs, 1H). MS m/z ([M+H]") 431.
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1H), 1.79-1.92 (m, 4H), 1.95-2.04 (m, 2H), 2.20-2.30 (m, 2H), 2.47 (bs, 2H), 3.
25-3.42 (m, 2H), 3.52 (d, J = 8.2 Hz, 1H), 3.58 (dd, J = 11.0/5.1 Hz, 1H), 3.99
(bs, 1H), 4.06-4.13 (m, 1H), 4.23 (tt, J = 12.0/3.7 Hz, 1H), 6.03 (s, 1H), 6.70
(bs, 2H), 7.18 (dd, J = 8.5/1.5 Hz, 1H), 7.42 (d, J = 8.5 Hz, 1H), 7.82 (s, 1H),

8.19 (bs, 1H). MS m/z ([M+H]™) 451.
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25-1.38 (m, 1H), 1.46-1.60 (m, 3H), 1.66-1.81 (m, 4H), 1.82-1.94 (m, 4H), 2.04-2
.12 (m, 2H), 2.65 (dd, J = 12.7/10.4 Hz, 1H), 2.84-2.93 (m, 1H), 3.31-3.42 (m, 2
H), 4.22-4.30 (m, 1H), 4.35-4.47 (m, 2H), 4.55 (t, J = 5.4 Hz, 1H), 6.99 (s, 1H)
, 7.75 (d, J = 8.5 Hz, 1H), 8.04 (s, 1H), 8.15 (dd, J = 8.3/1.4 Hz, 1H), 8.38 (s
1H), 8.58 (d, J = 1.1 Hz, 1H), 12.53 (bs, 1H). MS m/z ([M+H]*) 431.
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1.73 (q, J = 6.4 Hz, 2H), 1.76-1.88 (m, 3H), 1.96-2.04 (m, 2H), 2.19 (bs, 1H),
2.22-2.30 (m, 3H), 2.32-2.54 (bs, 3H), 3.00-3.22 (m, 1H), 3.35-3.52 (m, 1H), 3.7

4 (t, J = 6.2 Hz, 2H), 3.82-4.02 (m, 1H), 4.25 (tt, J = 12.0/3.6 Hz, 1H), 5.78 (
s, 1H), 6.80 (bs, 2H), 7.20 (dd, J = 8.5/1.5 Hz, 1H), 7.44 (d, J = 8.5 Hz, 1H),
7.83 (d, J = 1.0 Hz, 1H), 8.28 (bs, 1H). MS m/z ([M+H]") 451.
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, 1.46-1.58 (m, 2H), 1.59-1.68 (m, 3H), 1.70-1.79 (m, 1H), 1.82-1.94 (m, 4H), 2.
04-2.12 (m, 2H), 2.12-2.19 (m, 1H), 2.32-2.41 (m, 1H), 3.09 (dd, J = 9.5/8.7 Hz,
1H), 3.40-3.48 (m, 1H), 3.52 (q, J = 6.1 Hz, 2H), 3.59-3.66 (m, 1H), 3.75 (dd,
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J = 9.9/7.3 Hz, 1H), 4.37-4.44 (m, 1H), 4.47 (t, J = 5.2 Hz, 1H), 6.60 (s, 1H),
7.75 (d, J = 8.6 Hz, 1H), 7.96 (s, 1H), 8.15 (dd, J = 8.5/1.5 Hz, 1H), 8.38 (s,
1H), 8.58 (d, J = 1.3 Hz, 1H), 12.49 (bs, 1H). MS m/z ([M+H]") 431.
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~2.05 (m, 2H), 2.22-2.30 (m, 2H), 2.98 (bs, 2H), 3.20-3.38 (m, 2H), 3.60-3.75 (m
, 4H), 4.25 (tt, J = 12.0/3.5 Hz, 1H), 5.77 (s, 1H), 6.68 (bs, 2H), 7.20 (d, J =
8.5 Hz, 1H), 7.44 (d, J = 8.5 Hz, 1H), 7.82 (s, 1H), 8.26 (s, 1H). MS m/z ([M+
H]*) 548. 30
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(dd, J = 11.0/3.5 Hz, 2H), 2.93-3.02 (m, 2H), 3.14-3.22 (m, 2H), 3.45 (dd, J = 40
10.6/2.9 Hz, 2H), 3.62-3.70 (m, 2H), 4.37-4.46 (m, 1H), 6.69 (s, 1H), 7.76 (d, J
= 8.5 Hz, 1H), 8.03 (s, 1H), 8.13 (bs, 1H), 8.37-8.40 (m, 2H), 8.56 (bs, 1H). M

m/z ([M+H]") 428.
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1.90-2.04 (m, 4H), 2.21-2.30 (m, 2H), 3.36-3.45 (m, 2H), 3.96-4.04 (m, 1H), 4.06
-4.14 (m, 2H), 4.21 (tt, J = 11.8/3.6 Hz, 1H), 6.02 (s, 1H), 6.63 (bs, 2H), 7.17

(dd, J = 8.5/1.5 Hz, 1H), 7.41 (d, J = 8.5 Hz, 1H), 7.78 (d, J = 1.1 Hz, 1H), 8
.07 (s, 1H). MS m/z ([M+H]*) 437.
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3.11-3.19 (m, 2H), 3.67-3.76 (m, 1H), 4.08-4.15 (m, 2H), 4.41 (tt, J = 11.8/3.7
Hz, 1H), 4.65 (d, J = 4.4 Hz, 1H), 7.03 (s, 1H), 7.74 (d, J = 8.5 Hz, 1H), 8.04
(s, 1H), 8.17 (dd, J = 8.5/1.5 Hz, 1H), 8.38 (s, 1H), 8.60 (d, J = 1.5 Hz, 1H),
12.52 (bs, 1H). MS m/z ([M+H]") 417.
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CDClZ) & 0.07 (s, 6H), 0.92 (s, 9H), 1.07-1.18 (m, 2H), 1.48 (s, 9H), 1.63-1.7
1 (m, 4H), 2.67-2.74 (td, J = 13.0/2.6 Hz, 2H), 3.58-3.69 (m, 1H), 4.11-4.16 (m,

2H). MS m/z ([M+H]™) 274.
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.35-1.45 (m, 1H), 1.57 (d, J = 6.5 Hz, 3H), 1.60-1.62 (m, 1H), 1.74-1.78 (m, 1H)
, 1.91-1.95 (m, 2H), 2.85 (td, J = 13.0 Hz, J = 2.9 Hz, 1H), 3.10-3.15 (m, 1H),
3.48-3.55 (m, 3H).
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2 Hz, 3H), 1.25-1.35 (m, 1H), 1.36-1.50 (m, 2H), 1.56-1.69 (m, 2H), 1.70-1.79 (m
, 1H), 1.80-1.88 (m, 1H), 1.90-2.04 (m, 6H), 2.19-2.27 (m, 2H), 3.36-3.44 (m, 1H
). 3.44-3.52 (m, 2H), 3.52-3.60 (m, 1H), 3.75-3.84 (m, 1H), 4.40-4.50 (m, 1H), 7
.00 (s, 1H), 7.77 (d, J = 8.5 Hz, 1H), 7.84-7.92 (m, 1H), 8.13 (s, 1H), 8.19 (bs
1H), 8.35 (s, 1H). MS m/z ([M+H]™) 445.
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00, 00000000000000000000000000000000000000
00D000D000000000000000Y NMR (400 MHz, CDZ0D) & 1.19 (d, J =

6.2 Hz, 3H), 1.25-1.36 (m, 1H), 1.39-1.50 (m, 2H), 1.56-1.69 (m, 2H), 1.70-1.80

(m, 1H), 1.80-1.88 (m, 1H), 1.90-2.04 (m, 6H), 2.19-2.28 (m, 2H), 3.36-3.44 (m,

1H), 3.44-3.52 (m, 2H), 3.52-3.60 (m, 1H), 3.75-3.85 (m, 1H), 4.40-4.50 (m, 1H),
7.01 (s, 1H), 7.78 (d, J = 8.4 Hz, 1H), 7.85-7.91 (m, 1H), 8.14 (s, 1H), 8.19 (
bs, 1H), 8.36 (s, 1H). MS m/z ([M+H]™) 445.
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6 Hz, 1H), 9.14 (d, J = 0.8 Hz, 1H), 12.31 (bs, 1H). MS m/z([M+H]") 461.
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.18 (m, 2H), 3.81-3.85 (m, 1H), 4.15-4.19 (m, 2H), 4.40-4.44 (m, 1H), 6.82 (s, 1
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3.35-3.40 (m, 1H), 3.44-.52 (m, 2H), 3.66-3.76 (m, 2H), 4.18-4.26 (s, 1H), 6.72
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Ooooooan
I e e A A 0 A N R e B A W A B AR W W AR
0 T A A A A R 0 A A A W A W R W R W AR WA
Ooo0oooano
ooooao
H
NFN
chaet
O -
\==N Example 30
ooooon
0do0o0oo0DoboooDoboDOooDOooDooDOooDooDOooDooDooODobODooDooDooDooooaoan
0 A 0 R 0 O I A B A W R B A W N A N N N NN NN NN NN
0
0o0o0do0DooDOooDOoboDOooDOooDo0ooDOooDOooDOooDooDooDooODooDooDooDooooaoan
goodoobooboobo0obo0obo0goboD0ooD0oo0DU0 oD b0 b0 oD bODUoboDobDoobooao
I A A 0 A N R B A W A W A W B A W N N N N NN NN NN
0o0o0doOO0obOO0ooDOoboOO0ooODO0obOO0oboDO0oboDO0ooDOooDOooDOooODOoobODOooDOooDoOooDooooaoan
0do0odo0o0obo0oo00obo0oboDO0obo00oo0D0ooD0ooDO0ooDUooDo0o oo bODOo oo oo oDooDooaoao
DDDDDDDDDDDDDDDDDDDDDDDDDI:llHNMR(400MHZ,CDC|3)5 1

.30-1.43 (m, 4H), 1.46-1.58 (m, 1H), 1.76-1.93 (m, 6H), 1.96-2.04 (m, 2H), 2.20-
2.28 (m, 2H), 2.95-3.04 (m, 2H), 3.56 (t, J = 5.6 Hz, 2H), 3.89-3.96 (m, 2H), 4.
21 (tt, J = 11.9/3.6 Hz, 1H), 6.99 (d, J = 2.6 Hz, 1H), 7.21 (d, J = 8.4 Hz, 1H)
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J = 8.5 Hz, 1H), 7.85 (bs, 1H), 8.12 (s, 1H), 8.25 (bs, 1H), 8.37 (s, 1H), 12.39
1H). MS m/z ([M+H]+) 430.
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3H), 1.22-1.38 (m, 1H), 1.44-1.58 (m, 2H), 1.60-1.68 (m, 1H), 1.69-1.76 (m, 2H),
1.84-1.92 (m, 4H), 2.02-2.10 (m, 2H), 2.78 (t, J = 8.6 Hz, 1H), 3.34-3.46 (mn, 4
H), 3.67-3.74 (m, 1H), 4.33-4.42 (m, 1H), 4.46 (bs, 2H), 4.59 (t, J = 5.2 Hz, 1H
), 5.68 (d, J = 2.6 Hz, 1H), 5.98 (d, J = 2.6 Hz, 1H), 7.24 (dd, J = 8.4/1.5 Hz,
1H), 7.57 (d, J = 1.1 Hz, 1H), 7.68 (d, J = 8.3 Hz, 1H), 8.32 (s, 1H). MS m/z (
[M+H]+) 420.
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000O0O0D00000000O0 NMR (400 MHz, CDClZ) & 1.20 (d, J = 5.8 Hz, 3H),

1.22-1.38 (m, 2H), 1.44-1.58 (m, 2H), 1.72-1.92 (m, 5H), 1.92-2.02 (m, 2H), 2.1
6-2.27 (m, 2H), 2.68-2.78 (m, 1H), 3.02-3.10 (m, 1H), 3.52-3.60 (m, 1H), 3.62-3.
69 (m, 1H), 3.70-3.76 (m, 1H), 3.96-4.05 (m, 1H), 4.13-4.24 (m, 1H), 6.65 (bs, 1
H), 6.77 (bs, 1H), 7.48 (d, J = 8.5 Hz, 1H), 7.73 (bs, 1H), 7.98-8.10 (m, 3H). M
S m/z ([M-H]+) 430.
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(400 MHz, DMSO-dg) & 1.21 (d, J = 6.1 Hz, 3H), 1.24-1.36 (m, 1H), 1.44-1.57 (m

, 3H), 1.69-1.76 (m, 1H), 1.82-1.93 (m, 4H), 2.02-2.10 (m, 2H), 2.31-2.38 (m, 2H

), 3.17 (d, J = 5.2 Hz, 1H), 3.42-3.52 (m, 2H), 3.61 (dd, J = 10.7/7.8 Hz, 1H),

4.08-4.14 (m, 1H), 4.40 (tt, J = 11.5/3.7 Hz, 1H), 4.74 (t, J = 5.2 Hz, 1H), 6.7
2 (d, J = 2.7 Hz, 1H), 7.16-7.20 (m, 2H), 7.65 (d, J = 1.4 Hz, 1H), 7.74 (d, J =
8.5 Hz, 1H), 8.42 (s, 1H). MS m/z ([M+H]+) 480.
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0000000000000 NMR (400 MHz, DMSO-dg) 8 1.10 (d, J = 6.0 Hz, 3H),

1.28-1.38 (m, 2H), 1.44-1.58 (m, 2H), 1.69-1.76 (m, 1H), 1.84-1.91 (m, 4H), 2.0
2-2.10 (m, 2H), 2.18-2.28 (m, 2H), 3.06-3.12 (m, 1H), 3.13-3.19 (m, 1H), 3.40-3.
48 (m, 4H), 3.60-3.68 (m, 1H), 4.32-4.42 (m, 1H), 4.47 (bs, 2H), 4.60 (t, J = 5.
3 Hz, 1H), 5.74 (d, J = 2.3 Hz, 1H), 6.04 (d, J = 2.5 Hz, 1H), 7.25 (dd, J = 8.5
/1.5 Hz, 1H), 7.57 (s, 1H), 7.68 (d, J = 8.4 Hz, 1H), 8.32 (s, 1H). MS m/z ([M+H

1+ 420.
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000000000000 000O* NMR (400 MHz, CDCl3) & 1.24 (d, J = 6.3 Hz, 3H

), 1.27-1.39 (m, 2H), 1.46-1.58 (m, 2H), 1.76-1.86 (m, 4H), 1.88-1.94 (m, 1H), 1
.94-2.02 (m, 2H), 2.20-2.27 (m, 2H), 2.70-2.80 (m, 1H), 3.08 (t, J = 8.7 Hz, 1H)
, 3.60 (t, J = 8.3 Hz, 1H), 3.65-3.77 (m, 2H), 4.03 (t, J = 6.3 Hz, 1H), 4.16-4.
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25 (m, 1H), 6.70 (bs, 1H), 6.80 (s, 1H), 7.50 (d, J = 8.4 Hz, 1H), 7.78 (bs, 1H)
7.94 (s, 1H), 8.01 (s, 1H), 8.10 (s, 1H). MS m/z ([M-H]+) 430.
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4-1.36 (m, 1H), 1.44-1.56 (m, 6H), 1.69-1.76 (m, 1H), 1.82-1.94 (m, 4H), 2.02-2.

09 (m, 2H), 3.33 (d, J = 5.4 Hz, 4H), 3.47-3.52 (m, 4H), 4.36-4.44 (m, 1H), 4.46
(t, J = 5.4 Hz, 2H), 7.04 (d, J = 2.7 Hz, 1H), 7.17 (dd, J = 8.4/1.5 Hz, 1H), 7
.49 (d, J = 2.6 Hz, 1H), 7.65 (d, J = 1.2 Hz, 1H), 7.73 (d, J = 8.3 Hz, 1H), 8.4

2 (s, 1H). MS m/z ([M+H]+) 510.

Ooo0O0O0O0

0000000000000 000000000000000000000000000
00000000000 00000000000000000000000000000
000000000000

0000000000000 0000000OO0O0D000000000000000000
00000000000 00000000000000000000000000000
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-1.58 (m, 7H), 1.70-1.76 (m, 1H), 1.82-1.94 (m, 5H), 2.02-2.10 (m, 2H), 2.90 (t,

J = 5.5 Hz, 4H), 3.63 (bs, 2H), 4.32 (t, J = 5.4 Hz, 2H), 4.33-4.42 (m, 1H), 4.
48 (bs, 2H), 5.42 (bs, 2H), 6.02 (d, J = 2.6 Hz, 1H), 6.30 (d, J = 2.6 Hz, 1H),
7.25 (dd, J = 8.4/1.5 Hz, 1H), 7.58 (d, J = 1.1 Hz, 1H), 7.68 (d, J = 8.4 Hz, 1H
), 8.33 (s ,1H). MS m/z ([M+H]+) 450.
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90-2.04 (m, 4H), 2.20-2.28 (m, 2H), 3.24 (t, J = 5.7 Hz, 4H), 3.59 (s, 4H), 4.44
(tt, J = 11.9/3.6 Hz, 1H), 7.17-7.21 (m, 2H), 7.73 (s, 2H), 8.00 (s, 1H), 8.09

(s, 1H), 8.33 (s, 1H). MS m/z ([M-H]+) 460.
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56 (m, 3H), 1.74-1.88 (m, 6H), 1.96-2.04 (m, 2H), 2.21-2.32 (m, 3H), 2.47-2.56 (
m, 1H), 3.05 (t, J = 9.1 Hz, 1H), 3.34-3.41 (m, 1H), 3.44-3.50 (m, 1H), 3.60 (dd
, J=9.7/7.6 Hz, 1H), 3.77 (td, J = 6.1/1.9 Hz, 2H), 4.25 (tt, J = 12.0/3.7 Hz,
1H), 6.60 (d, J = 2.7 Hz, 1H), 6.97 (d, J = 2.7 Hz, 1H), 7.21 (dd, J = 8.5/1.7
Hz, 1H), 7.44 (dd, J = 8.4/0.4 Hz, 1H), 7.80 (d, J = 1.2 Hz, 1H), 8.05 (s, 1H).
MS m/z([M+H]+) 480.
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0000000000000 000M NMR (400 MHz, DMSO-dg) & 1.26-1.36 (m, 1H)
, 1.45-1.60 (m, 6H), 1.70-1.78 (m, 2H), 1.83-1.94 (m, 5H), 2.02-2.10 (m, 3H), 2.
23-2.30 (m, 1H), 2.70-2.78 (m, 1H), 3.06-3.18 (m, 2H), 3.42-3.49 (m, 2H), 4.32-4
.40 (m, 1H), 4.41 (t, J = 5.1 Hz, 1H), 4.47 (bs, 2H), 5.67 (bs, 1H), 5.96 (d, J
= 2.3 Hz, 1H), 7.24 (dd, J = 8.5/1.3 Hz, 1H), 7.57 (s, 1H), 7.68 (d, J = 8.3 Hz,
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1H), 1.88-1.95 (m, 1H), 1.95-2.04 (m, 3H), 2.19-2.29 (m, 3H), 2.41-2.54 (m, 1H)
, 3.02 (t, J = 8.4 Hz, 1H), 3.35-3.48 (m, 2H), 3.57 (t, J = 8.1 Hz, 1H), 3.68 (t
2H), 4.42 (tt, J
Hz, 1H), 7.70 (d, J
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8.5 Hz, 1H), 7.75 (d, J = 8.5 Hz, 1H), 7.96
(s, 1H), 8.30 (s, 1H). MS m/z([M-H]+) 430.
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, 1.76-1.88 (m, 3H), 1.96-2.04 (m, 2H),
.40 (m, 4H), 3.62-3.72 (m, 4H), 4.21 (tt, J = 12.0/3.8 Hz, 1H), 6.64 (d, J = 2.6

Hz, 1H), 7.02 (d, J= 2.6 Hz, 1H), 7.21
.4 Hz, 1H), 7.79 (s, 1H), 8.05 (s, 1H). MS m/z ([M+H]+) 577.
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m, 2H), 2.91 (bs, 2H), 2.97-3.04 (m, 2H), 3.12-3.20 (m, 2H), 3.23-3.30 (m, 2H),

3.44-3.56 (m, 4H), 4.32-4.42 (m, 1H), 4.50 (bs, 2H), 5.72 (d, J = 2.2 Hz, 1H), 6
8.4/1.4 Hz, 1H), 7.58 (d, J = 1.1 Hz, 1H)
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MS m/z ([M+H]+) 517.
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42 (qt, J = 12.9/3.4 Hz, 1H), 1.56-1.69 (m, 2H), 1.80-1.88 (m, 1H), 1.88-2.04 (
m, 4H), 2.20-2.28 (m, 2H), 2.96 (dd, J = 11.5/3.8 Hz, 2H), 3.02-3.10 (m, 2H), 3.
23-3.30 (m, 2H), 3.39 (d, J = 4.6 Hz, 4H), 4.43 (tt, J = 11.8/3.6 Hz, 1H), 6.88
(bs, 1H), 6.93 (d, J = 2.1 Hz, 1H), 7.74 (bs, 2H), 7.99 (bs, 2H), 8.31 (s, 1H).
MS m/z ([M-H]+) 427.
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1H NMR (400 MHz, CDClZ) & 1.20-1.26 (m, 1H), 1.28-1.40 (m, 2H), 1.4
54 (m, 2H), 1.62-1.72 (m, 1H), 1.76-1.94 (m, 6H), 1.96-2.04 (m, 2H), 2.20-2.
28 (m, 2H), 2.88 (dd, J = 12.9/9.8 Hz, 1H), 2.99-3.07 (m, 1H), 3.51-3.58 (m, 1H)
, 3.62-3.68 (m, 1H), 3.70-3.80 (m, 1H), 3.87-3.94 (m, 1H), 4.21 (tt, J = 11.9/3.
6 Hz, 1H), 7.00 (d, J = 2.8 Hz, 1H), 7.21 (dd, J = 8.5/1.6 Hz, 1H), 7.38 (d, J =
2.8 Hz, 1H), 7.45 (d, J = 8.4 Hz, 1H), 7.79 (d, J = 1.3 Hz, 1H), 8.04 (s, 1H).
MS m/z([M+H]+) 480.
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0000000000000 0O0H NMR (400 MHz, DMSO-dg) & 0.91-1.03 (m, 1H), 1.
25-1.37 (m, 1H), 1.45-1.60 (m, 3H), 1.63-1.76 (m, 4H), 1.82-1.94 (m, 4H), 2.02-2
.10 (m, 2H), 2.18-2.25 (m, 1H), 2.42-2.48 (m, 1H), 3.22-3.36 (m, 3H), 3.41-3.47
(m, 1H) 3.64 (bs, 2H), 4.33-4.42 (m, 1H), 4.44 (t, J = 5.3 Hz, 1H), 4.49 (bs, 2H
), 6.02 (d, J = 2.6 Hz, 1H), 6.31 (d, J = 2.6 Hz, 1H), 7.24 (dd, J = 8.4/1.5 Hz,

1H), 7.57 (d, 3 = 1.1 Hz, 1H), 7.69 (d, J = 8.4 Hz, 1H), 8.33 (s, 1H). MS m/z(
[M+H]+) 420.
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L, 0000000000000 000000000000000000000000000
00000O00000000000000Y NMR (400 MHz, CD50D) & 1.12-1.20 (m,

H), 1.42 (qt, J = 12.9/3.4 Hz, 1H), 1.56-1.68 (m, 2H), 1.76-1.92 (m, 4H), 1.92-2
.04 (m, 5H), 2.19-2.27 (m, 2H), 2.50-2.58 (m, 1H), 2.72-2.80 (m, 1H), 3.50 (d, J
= 7.3 Hz, 1H), 3.53-3.63 (m, 2H), 3.72-3.79 (m, 1H), 4.38-4.48 (m, 1H), 7.16-7.

20 (m, 2H), 7.70-7.75 (m, 2H), 8.01 (bs, 1H), 8.05 (s, 1H), 8.31 (s, 1H). MS m/z
([M-H]+) 430.
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1.74 (m, 2H), 1.76-1.88 (m, 3H), 1.93-2.04 (m, 5H), 2.20-2.27 (m, 2H), 3.20-3.29

(m, 2H), 3.69-3.76 (m, 2H), 3.97-4.05 (m, 1H), 4.16-4.26 (m, 1H), 6.99 (d, J =
2.8 Hz, 1H), 7.20-7.23 (m, 1H), 7.39 (d, J = 2.7 Hz, 1H), 7.45 (d, J = 8.4 Hz, 1

H), 7.78 (s, 1H), 8.04 (s, 1H). MS m/z ([M+H]+) 466.
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42-1.58 (m, 4H), 1.70-1.82 (m, 3H), 1.82-1.92 (m, 4H), 2.02-2.10 (m, 2H), 2.58-2
.66 (m, 2H), 3.23-3.30 (m, 2H), 3.48-3.57 (m, 1H), 3.64 (bs, 2H), 4.32-4.42 (m,

1H), 4.48 (bs, 2H), 4.58 (d, J = 4.2 Hz, 1H), 6.02 (d, J = 2.7 Hz, 1H), 6.30 (d,
J =2.7 Hz, 1H), 7.24 (dd, J = 8.4/1.5 Hz, 1H), 7.57 (d, J = 1.1 Hz, 1H), 7.68

(d, J = 8.4 Hz, 1H), 8.33 (s, 1H). MS m/z([M+H]+) 406.
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H), 2.19-2.28 (m, 2H), 2.91-3.00 (m, 2H), 3.54-3.62 (m, 2H), 3.74-3.82 (m, 1H),
4.38-4.48 (m, 1H), 7.15-7.20 (m, 2H), 7.72 (bs, 2H), 8.00 (bs, 1H), 8.06 (s, 1H)
8.31 (s, 1H). MS m/z ([M-H]+) 416.
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3-1.70 (m, 2H), 1.76-1.88 (m, 3H), 1.90-2.04 (m, 4H), 2.12 (d, J = 5.5 Hz, 1H),
2.20-2.28 (m, 2H), 3.16-3.29 (m, 2H), 3.49-3.55 (m, 1H), 3.66 (dd, J = 12.8/3.4
Hz, 1H), 3.87-3.96 (m, 1H), 4.20 (tt, J = 12.0/3.6 Hz, 1H), 7.01 (d, J = 2.8 Hz,

1H), 7.21 (dd, J = 8.4/1.6 Hz, 1H), 7.41 (d, J = 2.8 Hz, 1H), 7.44 (d, J = 8.4
Hz, 1H), 7.77 (d, J = 1.4 Hz, 1H), 8.04 (s, 1H). MS m/z ([M+H]+) 466.
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24-1.38 (m, 1H), 1.44-1.58 (m, 3H), 1.66-1.75 (m, 2H), 1.81-1.92 (m, 5H), 2.02-2
.10 (m, 2H), 2.29 (dd, J = 11.1/9.2 Hz, 1H), 2.43 (td, J = 11.4/2.9 Hz, 1H), 3.1
8-3.24 (m, 1H), 3.33-3.39 (m, 1H), 3.52-3.62 (m, 1H), 3.65 (bs, 2H), 4.32-4.42 (
m, 1H), 4.51 (bs, 2H), 4.67 (d, J = 4.8 Hz, 1H), 6.01 (d, J = 2.6 Hz, 1H), 6.29
(d, J = 2.6 Hz, 1H), 7.25 (dd, J = 8.4/1.5 Hz, 1H), 7.58 (d, J = 1.1 Hz, 1H), 7.
69 (d, J = 8.4 Hz, 1H), 8.33 (s, 1H). MS m/z([M+H]+) 406.
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1.48 (m, 2H), 1.56-1.68 (m, 2H), 1.70-1.80 (m, 1H), 1.80-1.88 (m, 1H), 1.90-2.04

(m, 6H), 2.20-2.27 (m, 2H), 2.74 (dd, J = 11.3/8.7 Hz, 1H), 2.83 (td, J = 10.5/
2.9 Hz, 1H), 3.41-3.46 (m, 1H), 3.57-3.63 (m, 1H), 3.83-3.91 (m, 1H), 4.38-4.47
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(m, 1H), 7.14-7.17 (m, 2H), 7.72 (bs, 2H), 8.00 (bs, 1H), 8.06 (s, 1H), 8.31 (s,

1H). MS m/z ([M-H]+) 416.
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= 12.9/3.4 Hz, 1H), 1.56-1.69 (m, 2H), 1.80-1.88 (m, 1H), 1.89-2.04 (m, 4H), 2.

19-2.27 (m, 2H), 3.31-3.35 (m, 2H), 3.80 (t, J = 5.8 Hz, 2H), 4.38-4.48 (m, 1H),
6.83 (d, J = 2.0 Hz, 1H), 6.87 (d, J = 2.0 Hz, 1H), 7.69-7.76 (m, 2H), 7.96 (s,
1H), 8.00 (bs, 1H), 8.30 (s, 1H). MS m/z ([M-H]+) 376.
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-1.94 (m, 4H), 2.08 (bd, J = 9.2 Hz, 2H), 4.42 (tt, J = 11.6/3.2 Hz, 1H), 7.27-7
.33 (m, 2H), 7.76 (d, J = 8.4 Hz, 1H), 7.89 (bs, 1H), 8.27 (s, 1H), 8.32 (bs, 1H
), 8.39 (s, 1H), 12.64 (s, 1H). MS m/z([M+H]") 335.
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NMR (400 MHz, DMSO-dg) & 1.25-1.38 (m, 1H), 1.46-1.60 (m, 2H), 1.70-1.78 (m, 1
H), 1.82-1.95 (m, 4H), 2.04-2.12 (m, 2H), 4.39-4.50 (m, 1H), 7.69 (d, J = 14.2 H

z, 1H), 7.82 (d, J = 8.6 Hz, 1H), 8.08-8.15 (m, 1H), 8.44 (s, 1H), 8.47 (s, 1H),
8.63 (bs, 1H). MS m/z ([M+H]™) 380.
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(t, J = 11.2 Hz, 1H), 4.73 (t, J = 5.2 Hz, 1H), 7.09 (s, 1H), 7.77 (d, J = 8.8 H

z, 1H), 8.03 (dd, J = 1.6/8.4 Hz, 1H), 8.06 (s, 1H), 8.40 (s, 1H), 8.45 (d, J =
1.2 Hz, 1H), 12.63 (bs, 1H). MS m/z([M+H]™") 461.
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00000 NMR (400 MHz, CD50D) & 1.36-1.46 (m, 1H), 1.53-1.71 (m, 4H), 1.78-1.
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8 (m, 1H), 3.64-3.76 (m, 2H), 3.87 (dd, J = 4.2/10.8 Hz, 1H), 7.39 (tt,
11.7 Hz, 1H), 7.16 (s, 1H), 7.56 (dd, J = 1.2/8.4 Hz, 1H), 7.68 (d, J
1H), 7.85
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= 10.2 Hz, 1H), 3.38-3.46 (bs, 1H), 3.47-3.55 (bs, 1H), 3.65 (dd, J =
6.1/10.6 Hz, 1H), 3.77 (bs, 1H), 3.85 (dd, J = 4.2/10.6 Hz, 1H), 4.37-4.48 (m, 1
H), 7.26 (s, 1H), 7.15 (d, J = 8.4Hz, 1H), 7.87 (bs, 1H), 8.18 (s, 1H), 8.23 (bs
1H), 8.34 (s, 1H). MS m/z ([M+H]™) 491.
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(s, 1H), 8.09 (s, 1H), 8.32 (s, 1H). MS m/z ([M+H]") 461.
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2.03-2.11 (m, 2H), 4.32-4.46 (m, 1H), 5.20 (d, J
H), 7.43-8.42 (m, 5H), 12.19 and 12.37 (2s, 1H). MS m/z ([M+H]") 350.
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OoDoooo

ooooooo0oooDO0ooo0DO0OOoOO0 DoooDO0oO0oooDUoDDOooDOoDOooODUooDDOoOoOo
O’ 000000’ 0000000 ooDooDo0DO0oDo0DooDo0oooDOooDo0DOooDoDooDooaOo
ooDoooooao

ooDoooo



(74)

JP 2017-510564 A 2017.4.13

ogoooan
H
NFN
L
0
\=N Example 54 “—OH
gooooao
gogooboooobbooooobbooobboo oo bboooDbbobooobbooo 10
goooooooboobooooboboogobbobooUooboooobboooobooooobao
godooboooooboooooboooooboboo o0 oD oDboooobooooooooodad
goooboooooboooobooboooobboo oo boboooDbooooooooao
0000000 NMR (400 MHz, CD3;0D) & 1.47 (qt, J = 3.6/13.2 Hz, 1H), 1.62-1.
73 (m, 2H), 1.75-1.81 (m, 1H), 1.88 (bd, J = 13.2 Hz, 1H), 1.94-2.07 (m, 4H), 2.
15-2.23 (m, 1H), 2.28 (bd, J = 11.2 Hz, 2H), 2.54-2.63 (m, 1H), 3.18 (q, J = 5.2
Hz, 1H), 3.32 (m, 3H), 3.68 (d, J = 6.8 Hz, 2H), 4.47 (tt, J = 3.2/11.6 Hz, 1H)
, 5.18 (bs, 2H), 7.29 (s, 1H), 7.76 (d, J = 7.2 Hz, 2H), 8.08 (bs, 1H), 8.15 (s,
1H), 8.36 (s, 1H). MS m/z ([M+H]™) 446.
ogooooao 20
ooooooob oooobooobbooUoobooUoobbooooboooobao
goooooooboogo’ booobob oooboooobbooobobooooobao
oo
goooboao
ooooao
O
\=N Example 55 *~OH 30
gooooao
goooooooobooooboboogobbooooboooobboooobobooooboao
oo bbb oo oDbooobboooooooodd
gogooboooobbooooobbooobboo oo bboooDbbobooobbooo
goooooooboobooooboboogobbobooUooboooobboooobooooobao
EID|:|D|:|DDDDDDDDDDDDDDDDDDDDDDDDDDDlHNMR(400MHZ,
CDz0D) & 1.42 (tt, J = 3.2/12.8 Hz, 1H), 1.58-1.68 (m, 2H), 1.84 (d, J = 13.6
Hz, 1H), 1.90-2.02 (m, 4H), 2.05-2.12 (m, 1H), 2.23 (bd, J = 10.8 Hz, 2H), 2.38-
2.47 (m, 1H), 2.79-2.89 (m, 1H), 3.58 (q, J = 6.4 Hz, 1H), 3.67-3.81 (m, 5H), 4. 40

45 (tt,
J =
460.
Dooao
oooao

J =

g
gogoo’

3.6/12.0 Hz, 1H), 7.74 (bs, 1H), 7.76 (d, J =
1.2/8.4 Hz, 1H), 8.26 (s, 1H), 8.32 (s, 1H), 8.35 (s, 1H). MS m/z ([M+H]")

goobooooboboooooooooooaor

ooocooObOoOoboDoooooooobooooo

goono

oo

gooooag’

8.4 Hz, 1H), 7.96 (dd,

oggao



(75) JP 2017-510564 A 2017.4.13

goooano

Doo0O00o
000000000000 00O00000O000O0O00O0O0O0O0O0O0O0O0OOO0OoOoGooaO

000000000000 0000000O00000000O0000O00000000O

000000 Y™ NMR (400 MHz, DMSO-dg) & 1.32 (g, J = 13.2 Hz, 1H), 1.53 (g, J =

12.8 Hz, 2H), 1.74 (bd, J = 14.0 Hz, 1H), 1.88 (q, J = 11.2 Hz, 4H), 2.08 (bd,
J = 9.2 Hz, 2H), 4.42 (t, J = 12.0 Hz, 1H), 7.44 (d, J = 13.2 Hz, 1H), 7.77 (d,
J = 8.8 Hz, 1H), 8.07 (d, J = 8.4 Hz, 1H), 8.27 (s, 1H), 8.40 (s, 1H), 8.58 (s,

1H), 12.56 (s, 1H). MS m/z ([M+H]™) 379.

oooooao
goooooo0’ bboooooboooboboooooDbooo boboooo Oooao
gobo0ooooooboooooooboooao
oooooao
ooooao
H
4N
N CN
® .
O\N Example 57
\=N
oodon

ooooobboooooooobboboboooooooobbboooooooobooboao

0000000000000 000000C0O000000000000000000
0000000000000 000000O0O000000000000000000
00000000000 0000000000000000Y NMR (400 MHz, DMSO-

dg) & 8.31 (dd, J = 8.8/2.1 Hz, 1H).

000000

0000000000000 00DO0O0O0O0O0O0OO0O0O0000000D0D0OOoOoOoOOoO0On

Doooo

0000000000000 00000000O0D000000000000000000

0000000000000 0000000O0O0D000000000000000000

0000000000 000O000000YH NMR (400 MHz, DMSO-dg) & 7.18 (d, J =

8.9 Hz, 1H), 7.28 (bs, 2H). MS m/z ([M-H]") 258/260.

000000

0000000000000 00DD0O0O0O0O0OC0O0O0O0000000DDOooOoOoOOOOn

ooooo0o0OooO

00000000000 0000000000O0O000000000000000000

0000000000000 00DD0O0O0O0O0O0O0O0O0000000DDOoOoOoOoOoOoO0On

0000000000000 000000000O07 NMR (400 MHz, DMSO-dg) & 7.77 (d

, J =09.9 Hz, 1H), 8.58 (s, 1H). MS m/z ([M+H]*) 240/242.

000000



(76) JP 2017-510564 A 2017.4.13

OD0O00OO0O0000’ 0000000000000 O0000000’ 000000® 00
0000000000 000000000000000

0000000000000 000000000D000000000000000000
0000000000000 00000O00O00O0O0000000D0DooooooOO0On
0000000000000 0000000OC0O0O000000000000000000
0000000000000 00000000O0D000000000-00000000
0000000000000 0000000000O0000000D0D0O0o0o0o0OO0O0On
0000000000 NMR (400 MHz, DMSO-dg) & 1.27-1.37 (m, 1H), 1.53 (q, J =
13.6 Hz, 2H), 1.74 (bd, J = 12.4 Hz, 1H), 1.82-1.94 (m, 4H), 2.08 (bd, J = 9.2

Hz, 2H), 4.40-4.50 (m, 1H), 7.54 (d, J = 12.0 Hz, 1H), 7.77 (bs, 1H), 7.85 (d, J
= 8.0 Hz, 1H), 8.21 (bs, 1H), 8.46 (s, 1H), 8.52 (s, 1H). MS m/z ([M+H]+) 360.

gooobono

goobobobgob bobobobobobo0obU0obo0obUobUobUobUoboboboao
gooooooooboor o000 oo obboboUoobobooooboooao
ogogooan

ooooon

goooao

H
;N
NCN
SWORAD
\=N Example 58 1‘ OH

ooooon

goobobgobgobgobgobuobobob0obU0obUobUo bbb UobUoboboo
goooboooooboooobooboooobboo oo boboooDbooooooooao
gogoobooooobbooobboo bbb buoUooDbbooobbooo
I R A I A W A W A B A W A A W N R N IR N
goooobobooooooooobboooooooobby00o0o0oo0oooooboOoao
gooboooooboooobooobbboo,bb0ooobobooobbooooonan
I A B R B A W A B A W B N N N N NN N R NN
00 O TH NMR (400 MHz, DMSO-dg) 6 1.25-1.38 (m, 1H), 1.46-1.59 (m, 2H), 1.70-1

82 (m, 2H), 1.83-1.96 (m, 4H), 2.01-2.12 (m, 3H), 2.40-2.50 (m, 1H), 3.41-3.53 (

m, 3H), 3.63-3.78 (m, 3H), 4.36-4.50 (m, 1H), 4.71-4.77 (m, 1H), 6.71 and 6.80 (

2s, 1H), 7.53-8.46 (m, 5H), 12.65 and 12.80 (2s, 1H). MS m/z ([M+H]*) 441.

0000

00000000000 000’ 00000000000 000000000000
000000’ 0000000000000 00C000000000000000

Ooo0o0o0OoO
O
O

O

ad
a

Ooo0Oo0oooOod
Oooogooog-.

o7 TR

\=N ~OH
Example 59

goooooaon



a7

JP 2017-510564 A 2017.4.13

0000000000000 00000000O0O0O00000000000000000
Ooo0D0O0O0O0O0000

0000000000000 000000000D000000000000000000
0000000000000 00000O00O00O0O0000000D0DooooooOO0On
000000000000 00000000000000000000000O0O0H NMR
(400 MHz, CDClZ) & 7.43 (d, J = 9.3 Hz, 1H).

Ooo00Q0O0

0000000000000 0000000C0O0O000000000000000000
00000000000

0000000000000 0000O000000O0000000DDOooOoOoOoOoO0On
0000000000000 00000000O0O0O00000000000000000
0000000000000 0000000OC0O0O000000000000000000

00000 NMR (400 MHz, CDCIZ) & 5.48 (bs, 2H), 6.86 (d, J = 10.4 Hz, 1H). M

S m/z ([M+H]") 303/305.

DoooQooO

0000000000000 0000000OO0O0D000000000000000000

0000000000000 0000O00O0C0000000000D0DO0OooOoOoO

0000000000000 000000000O0000000000000000000

0000000000000 00000000O0D000000000000000000

0000000000000 000000000D000000000000000000

0000000000000 000000000O0000000000000000000

0000000000000 0000000OC0O0O000000000000000000

0 TH NMR (400 MHz, CDCl3) & 1.26-1.41 (m, 1H), 1.45-1.60 (m, 2H), 1.75-1.89 (m,

3H), 1.96-2.04 (m, 2H), 2.18-2.29 (m, 2H), 4.15-4.26 (m, 1H), 5.59 (bs, 2H), 6.

50 ( d, J
), 7.77

O oo oooogdg
OOo0o0oooogdg
Ooooooogod

OO0 oooogdg

O oo oooogdg

O 0Oo0ooooaog

O

O

cDCly)
, 2H), 2.05-2.13 (m, 1H), 2.20-2.28 (m,
). 3.48-3.57 (m, 3H), 3.64-3.74 (m, 2H), 4.15-4.23 (m, 1H), 6.28 (s, 1H), 6.30 (
bs, 2H), 7.15 ( d, J = 8.5 Hz, 1H), 7.40 (d, J = 8.5 Hz, 1H), 7.83 (s, 1H), 8.02

11.3 Hz, 1H), 7.18 (dd, J =

@, J

0

(s, 1H).
000
oo

OooocoooooOoooOo
Oooocooooogoogogoog

O

Ooo0oooQgogoao
OOo0ooogo-gogao
Ooo0oooQgogao

O

O

OoOoo0oooao
O O0Oo0ooooaog

O

1.27-

1.

a
u
O
a
u
O
g
1.

1.5/8.5 Hz, 1H), 7.46 (d, J = 8.5 Hz, 1H

5 Hz, 1H), 8.05 (s, 1H).

O Oo0ooooaog
O Ooo0ooooao
O Oo0ooooaog
O Ooo0ooooao
OoOoo0oooaog
O0Ooo0oo0ooa.o
OOoo0oooaog
I B
OoOoo0oooaog
O0Ooo0oo0ooao
O Ooo0ooooaog
O 0o oo

0Oo0oooaQ
39 (m, 1H), 1.44-1.57

MS m/z ([M+H]") 504.

O
g
t
0
g
g
0
0
g
U
0

OoooooQgooao

OO0 oooodogoao

OooooooQgooao

goooooob’ 0o
g’ ooooobboad
ogoaon

gooboooobboo
goooooobboad
oooooooboooao
oooooboooooo
goooooobboad
gbobooooobbdad
ooooooooooao

g
u

O

g
u
O
g

(m,
2H)

O
O

OooOoo0ooood
Ooooooogdg
OooOoo0ooood

MS m/z ([M+H]") 423.

000000000000 00O0O000
000000000000 O00O0O000
000000000000 00O0O000
000000000000 O000O000
000000000000 O000O000
0000000000 NMR (400 MHz,
2H), 1.75-1.86 (m, 4H), 1.95-2.03 (m

, 2.46-2.53 (m, 1H), 3.32-3.36 (m, 1H

O
O
OJ
O
OJ
O
OJ
O
O
O
O
O
O
O
O
O
O
O

OOoo0oooao
O 0Oo0Oooo

O 0Ooooo
O 0OoO0Oooo

O Ooooo
O 0Oo0Ooooo
OOoo0oooao
OOoT oOooo
OOoo0oooao

O Ooogoo

O Ooooo
O Ooo0oooao
[ i [ [ Y o [
OOoo0oooao

0o0ad 00
1H NMR (400 MHz, CDCl3)

10

20

30

40

50



(78)

JP 2017-510564 A 2017.4.13

40 (m, 1H), 1.45-1.60 (m, 2H), 1.75-1.90 (m, 4H), 1.94-2.04 (m, 2H), 2.10-2.29 (
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8.5 Hz, 1H), 7.86-7.91 (m, 1H), 8.12-8.18 (m, 2H), 8.32 (s, 1H). MS m/z ([M+H]")
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0000000000000 D0D00D0D0000D0D00000D0O00HNMR (400 MHz, DMS
O-dg) 6 1.66 (sex, J = 7.2 Hz, 1H), 2.03 (sex, J = 6.4 Hz, 1H), 2.39-2.44 (m, 1

H), 3.09-3.13 (m, 1H), 3.26-3.35 (m, 3H), 3.40-3.50 (m, 2H), 3.99 (s, 3H), 4.69
(t, J = 5.2 Hz, 1H), 7.25 (s, 1H), 7.37 (d, J = 8.8 Hz, 1H), 7.63 (bs, 1H), 8.06

(s, 1H), 8.52 (dd, J = 8.8/2.0 Hz, 1H), 8.59 (d, J
12.19 (s, 1H). MS m/z([M+H]™) 392.
Dooo0QoO

2.0 Hz, 1H), 8.70 (s, 1H),
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gogooboooobbooooobbooobboo oo bboooDbbobooobbooo 10

00000000000 0000000000O0O000000000000000000
0000000000000 0000000000000000000O0H NMR (400 MH
z, DMSO-dg) & 1.67 (sex, J = 6.8 Hz, 1H), 2.03 (sex, J = 6.4 Hz, 1H), 2.39-2.44
(m, 1H), 3.10-3.13 (m, 1H), 3.27-3.28 (m, 2H), 3.33-3.35 (m, 1H), 3.40-3.50 (m,
2H), 3.96 (s, 3H), 4.69 (t, J = 5.2 Hz, 1H), 7.21 (s, 1H), 7.38 (d, J = 8.8 Hz,
1H), 7.62 (s, 1H), 8.06 (s, 1H), 8.32 (dd, J = 8.0 Hz, 1H), 8.56 (s, 1H), 8.68

(s, 1H), 12.18 (s, 1H). MS m/z ([M+H]™") 435.
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0000000000000 00000000000000D0O000THNMR (400 MHz, C
D5OD) & 1.39-1.43 (m, 1H), 1.56-1.66 (m, 2H), 1.70-1.78 (m, 3H), 1.84 (bd, J =
12.0 Hz, 1H), 1.90-2.03 (m, 5H), 2.23 (bd, J = 10.4 Hz, 3H), 2.49 (q, J = 7.2 Hz
, 1H), 3.10 (t, J = 8.0 Hz, 1H), 3.42-3.48 (m, 2H), 3.65 (t, J = 6.8 Hz, 2H), 4.
44 (tt, J = 3.6/12.0 Hz, 1H), 7.30 (bs, 1H), 7.73 (d, J = 8.4 Hz, 1H), 7.86 (bd,
J = 7.2 Hz, 1H), 8.11 (s, 1H), 8.14 (bs, 1H), 8.33 (s, 1H). MS m/z([M+H]™") 473. 40
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0000000000000 0000000000000000000O000OM™NMR(

400 MHz, DMSO-dg) &
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1.30-1.36 (m, 1H), 1.48-1.58 (m, 2H),

1.74 (d, J = 12_8Hz,

1H), 1.87-1.90 (m, 4H), 2.07 (d, J = 9.5 Hz, 2H), 3.37-3.43 (m, 2H), 3.64 (m, 2H
), 4.41-4.44 (m, 1H), 4.84-4.91 (m, 1H), 5.64 (t, J = 5.8
0.5H), 6.80 (s, 0.5H), 6.91 (s, 0.5H), 7.54 (d, J = 8.5 Hz, 0.5H), 7.7
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5 Hz, 0.5H), 7.84 (d, J = 8.4 Hz, 0.5H), 7.94

Hz, 0.5H), 5.84 (t, J

(s, 0.5H), 8.00 (d, J

0.5H), 8.07 (s, 0.5H), 8.16 (s, 0.5H), 8.39 (s, 0.5H), 8.41 (s, 0.5H),

0.

O
O

O

O
O
O
O
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DMSO-dg) &

5H), 12.65 (s, 0.5H), 12.89 (s, 0.5H). MS m/z
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cooooooooooooooooobooo, oo
oooobObOOb0oDoooooooOobobboo0ooooan

1.25-1.31 (m, 2H), 1.52-1.55 (m, 2H), 1.65-

([M+HT™) 401.
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0oo0D0D0O0O0O0O000
Ooooo0O0O0O0O0O0O00
Ooooo0O0O0O0O0O00
0000 NMR (400 MH
1.99 (m, 8H), 2.08 (m,

2H), 2.64-2.69 (m, 1H), 2.85 (t, J = 10.4 Hz, 1H), 3.43 (d, J = 12.0 Hz, 1H), 3
.57-3.61 (m, 1H), 3.70-3.76 (m, 1H), 4.44 (t, J = 11.4 Hz, 1H), 4.89 (d, J = 4.
7 Hz, 1H), 7.13 (s, 1H), 7.81 (d, J = 8.0 Hz, 2H), 8.30 (s, 2H), 8.43 (s, 1H), 1
3.05 (bs, 1H). MS m/z ([M+H]") 441.
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000000
0000000000000 00000000000000000p 000000000
0000000000000 0000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000 NMR (400 MHz, CDCIg)
5 1.30-1.62 (m, 4H), 1.78-1.90 (m, 2H), 1.94-2.06 (m, 2H), 2.21-2.30 (m, 2H), 3

.12 (d, J = 2.6 Hz, 3H), 3.20 (s, 3H), 4.26 (tt, J = 12.0/3.7 Hz, 1H), 7.20-7.26
(m, 1H), 7.58 (d, J = 8.5 Hz, 1H), 7.86-7.96 (m, 2H), 8.20 (s, 1H), 8.30 (s, 1H

). MS m/z ([M+H]") 406.
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1H NMR (400 MHz, CDCl3) & 1.28-1.62 (m, 4H), 1.80-1.90 (m, 2H), 1.97-2.06 (m, 2
H), 2.22-2.32 (m, 2H), 3.43 (s, 3H), 3.60-3.65 (m, 2H), 3.71-3.78 (m, 2H), 4.22-
4.34 (m, 1H), 7.26-7.32 (m, 1H), 7.37-7.48 (m, 1H), 7.61 (d, J = 8.5 Hz, 1H), 8.
12-8.18 (m, 2H), 8.27 (s, 1H), 8.36 (d, J = 1.3 Hz, 1H). MS m/z ([M+H]") 436.
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gogooboooobbooooobbooobboo oo bboooDbbobooobbooo
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goobobgobgobgobobobobob00o bbb bbb bUobUobobono
0000000000 Y™ NMR (400 MHz, CDCI3) 6 1.28-1.40 (m, 1H), 1.48-1.61 (m,

3H), 1.78-1.90 (m, 3H), 1.96-2.04 (m, 2H), 2.22-2.30 (m, 2H), 3.69-3.75 (m, 2H),
3.89-3.92 (m, 2H), 4.24 (tt, J = 12.0/3.7 Hz, 1H), 7.26-7.31 (m, 1H), 7.43-7.55

(m, 1H), 7.57 (d, J = 8.5 Hz, 1H), 8.06 (s, 1H), 8.11-8.15 (m, 1H), 8.16 (s, 1H
), 8.31 (d, J = 1.0 Hz, 1H), 11.35 (bs, 1H). MS m/z ([M+H]*) 422.
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000000

0000000000000 0000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 00000000000000000000, 000000
0000000000000 0000000000000000000000000000
0000000 2YH NMR (400 MHz, DMSO-dg) 3 1.26-1.38 (m, 1H), 1.46-1.59 (m, 2H),

1.70-1.78 (m, 1H), 1.83-1.95 (m, 4H), 2.04-2.12 (m, 2H), 2.90 (d, J = 4.6 Hz, 3
H), 4.37-4.48 (m, 1H), 7.38-7.45 (m, 1H), 7.77 (d, J = 8.6 Hz, 1H), 8.01 (bs, 1H
), 8.25 (s, 1H), 8.30 (bs, 1H), 8.39 (s, 1H), 8.50 (bs, 1H), 12.69 (bs, 1H). MS
m/z ([M+H]") 392.
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0000000000000 000000000000000000000000000
00000000000 0000000000O0O000000000000000000
0000000000000 0000000O0O0D000000000000000000
000000000000 NMR (400 MHz, CDCl) & 1.32-1.36 (m, 1H), 1.52-1.55
(m, 2H), 1.82-1.84 (m, 3H), 1.97-2.06 (m, 6H), 2.23-2.25 (m, 2H), 3.61-3.86 (m,
4H), 4.18-4.26 (m, 1H), 6.75 (bs, 1H), 7.53 (d, J = 6.6 Hz, 1H), 7.95 (bs, 2H),

8.06 (bs,

goaao
ooao
g’ 0
gogao
ooo

N I Oy
Oo0oo0gogo
O 0oo0On0oond
I B B I

O

O Ooodgo

O oOooodg

O Oooo

O

(91) JP 2017-510564 A 2017.4.13

H
57N
N CN
O
(D

\=N Example 84

10

1H), 8.18 (bs, 1H). MS m/z ([M+H]™) 411.
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30
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1H NMR (400 MHz, DMSO-dg) & 1.27-1.37 (m, 1H), 1.48-1.58 (m, 2H), 1.73-1.76

(m, 1H), 1.81 (s, 3H), 1.84-1.94 (m, 4H), 2.07-2.09 (m, 2H), 3.26-3.29 (m, 2H),
3.36-3.39 (m, 2H), 4.41-4.47 (m, 1H), 6.06 (bs, 1H), 6.91 (s, 1H), 7.78-7.80 (m

OoOoooo-e

2H), 8.05-8.10 (m, 3H), 8.41 (s, 1H), 12.73 (bs, 1H). MS m/z ([M+H]*) 442.
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Doo0O00o
000000000000 00O00000O000O0O00O0O0O0O0O0O0O0O0OOO0OoOoGooaO
Dooooooo

0000000000000 0O00O0O0O0O0O0DO0O0ONONDO0OOONONODOoODONOoOoOoOooooaO
000000000000 00O0O0O00O0O0O00OO0O0O0O0OO0ODONDOODONOOoODOoOoGooaO
000000000000 00O0000O0O000O0O00O0O0O00D0O0O0O0O0OOO0OooGooaO
000000000000 0000000000000000000000000000
0000000000000 0O00O00O0O0O00O0O0O0DO0DO0ODONODOODONOoOOoOoOoooaO
000000000000 00O0000O0O000O0O00O0O0O00D0DO0O0O0OOO0O0OoGooaO
00000000000 O0000O0MS m/z ([MHH]") 340.

0Ooo0o0oo

000000000000 0000000O000O0O00O0O0O0O0O0O0O0O0OOO0OoOoGooaO
0000000000000’ 0000000000000 0000000° 00000
D' 0000000000000 00000000000000
000000000000 0000000O000O0O00O0O0D0O0ODO0ODONOoOOoONOooGooaO
000000000000 00O00000O000O0O0000O0000O0O0O0OO0O0O0OoGoaO
000000000000 000000000000000O0000O0000O000O0aO
000000000000 0000000O000MS m/z ([MHH]*) 700.

0Dooooo

0000000000’ 0000000000000 0000000’ 000000 O
0000000000000 0O00O0O0O0O0O0DO0OO0ONONO0DOONONDOoDONOoOoOoNOooooaO
0oO0O00oDO0Oo0O0Ooon

000000000000 0000000000000000000O000000000
000000000000 0000000000000000000000000000
0000000000000 000000O000O0O0O0O0DO0ODONDOODONOoOOoONOooooaO
000000000000 00O00000O000O0O0000O0000O0O0O0OO0O0O0OoGoaO
00000000000 00000000000,00000000000000000
000000000000 00000000000000000000O0Y NVMR (400 MHz,
CD50D) & 1.36-1.49 (m, 1H), 1.57-1.70 (m, 2H), 1.77-1.88 (m, 2H), 1.90-2.20 (m

, 5H), 2.20-2.28 (m, 2H), 2.42-2.62 (m, 1H), 3.42-3.76 (m, 5H), 3.84-3.95 (m, 1H
). 4.41-4.50 (m, 1H), 7.30 (dd, J = 11.0/0.9 Hz, 1H), 7.70-7.82 (m, 2H), 8.06 (b
s, 1H), 8.27 (d, J = 1.6 Hz, 1H), 8.38 (s, 1H). MS m/z ([M+H]™) 462.
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goobobgobgobgobobobobob00o bbb bbb bUobUobobono
0do0oooboooDoboDooDOooDoboDOooDooDO0ooDOooDoboDobODooDooDooDooooaoan
0 A 0 R 0 O I A B A W R B A W N A N N N NN NN NN NN
000000000000 00000H NMR (400 MHz, CDhz0D) 6 1.41 (qt, J = 13.0/
3.3 Hz, 1H), 1.61 (qt, J = 13.0/3.3 Hz, 2H), 1.79-1.86 (m, 1H), 1.88-2.03 (m, 4H
), 2.17-2.25 (m, 2H), 2.49 (s, 3H), 4.38-4.47 (m, 1H), 7.24-7.36 (m, 1H), 7.70-7
.80 (m, 1H), 7.82-8.00 (m, 1H), 8.20-8.40 (m, 3H). MS m/z ([M+H]") 420.
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0 A W A W A B A W A A W N A N N NN NN
goobobgobgobgobobobobob00o bbb bbb bUobUobobono
0do0odoo0Do0ooooDoboOoboDOooo0ooDOooDOooDOooDo0ooDobODOo oo oDooDooDooooaoan
0000000000000 D0D00D00D0000O0H NMR (400 MHzZ, DMSO-dg) 6 3.79
(s, 3H), 3.81 (s, 3H), 6.31 (bs, 2H), 6.74 (s, 1H). MS m/z ([M+H]") 305/307.
Ooo0oooano
goodoobooboobo0obo0obo0goboD0ooD0oo0DU0 oD b0 b0 oD bODUoboDobDoobooao
0 T A A 0 A B A B A W A B A W R W AR W A N I N R N N NN
0o0o0ooODOoboOO0ooOOobOO0ooDOooOOo0obODOooDOooDOooDOooODOobODOobODOooDOooDOooDoooOooaoan
0do0odo0o0obo0oo00obo0oboDO0obo00oo0D0ooD0ooDO0ooDUooDo0o oo bODOo oo oo oDooDooaoao
0 A A 0 O I R B A W A B A W e N N N N NN NN NN
goobobgobgobgobobobobob00o bbb bbb bUobUobobono
0000000000000 D000000000000D00O00H NMR (400 MHz, DMSO-
dg) & 1.25-1.35 (m, 1H), 1.45-1.55 (m, 2H), 1.73 (bd, J = 12.0 Hz, 1H), 1.83-1.



(94) JP 2017-510564 A 2017.4.13

91 (m, 4H), 2.05 (bd, J = 8.8 Hz, 2H), 3.84 (s, 3H), 3.86 (s, 3H), 4.36-4.43 (m,
1H), 6.29 (bs, 2H), 6.40 (s, 1H), 7.16 (dd, J = 1.6/8.4 Hz, 1H), 7.64 (d, J = 1
.6 Hz, 1H), 7.71 (d, J = 8.4 Hz, 1H), 8.41 (s, 1H). MS m/z ([M+H]*) 425.

gooooao

ugogooooooboog’ boooooboobooobbooooobboooo” booooao
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0000000000000 0000000000O0O0O0O0O0O0OO0O0OO0OOOOOY NMR

(400 MHz, CD50D) & 1.37-1.47 (m, 1H), 1.57-1.68 (m, 2H), 1.84 (bd, J = 13.2 Hz
, 1H), 1.93-2.02 (m, 4H), 2.23 (bd, J = 11.2 Hz, 2H), 4.00 (s, 3H), 4.03 (s, 3H)
, 4.41-4.47 (m, 1H), 7.22 (s, 1H), 7.75 (d, J = 8.4 Hz, 1H), 7.89 (bd, J = 8.4 H

z, 1H), 8.14 (s, 1H), 8.21 (bs, 1H), 8.34 (s, 1H). MS m/z ([M+H]*) 405.
Ooo0oQ0oO

0000000000000 00D0’ 000000000000 000000000° O
D000O0’ 0000000000000 O0000000000000000
0000000000000 00DO0O0O0O0O0O0O0O0O0000000D0D0O0O0O0O0OO0O0On
0000000000000 000000000O0000000000000000000
0000000000000 00000000O0O0O00000000000O02H NVMR (40
0 MHz, DMSO-dg) & 1.26-1.36 (m, 1H), 1.52 (g, J = 12.0 Hz, 2H), 1.74 (d, J = 10

.4 Hz, 1H), 1.87-1.90 (m, 4H), 2.08 (d, J = 9.2 Hz, 2H), 4.10 (s, 3H), 4.35-4.50
(m, 1H), 7.28 (s, 1H), 7.66-7.87 (m, 3H), 8.10 (s, 2H), 8.40 (s, 1H), 8.50 (s,
1H), 12.36 (bs, 1H). MS m/z ([M+H]") 390.
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ooo0odoooooobooo0oooooD b0 oDooooDob oo ooOooobO
0000000000000 0O0000MNMR (400 MHz, CD50D) & 1.46-1.50 (m, 1H)
, 1.64-1.74 (m, 2H), 1.90 (d, J = 13.6 Hz, 1H), 2.00-2.08 (m, 4H), 2.29 (d, J =

11.2 Hz, 2H), 4.18 (s, 3H), 4.35-4.55 (m, 1H), 7.32 (s, 1H), 7.82 (d, J = 8.4 Hz
, 1H), 7.98 (dd, J = 1.2/8.4 Hz, 1H), 8.23 (s, 1H), 8.28 (d, J = 1.2 Hz, 1H), 8.
42 (s, 1H). MS m/z([M+H]*) 391.
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0000000000000 0000O0OY NMR (400 MHz, DMSO-dg) & 1.23-1.37 (m,
1H), 1.49-1.59 (m, 2H), 1.75 (d, J = 13.3 Hz, 1H), 1.86-1.94 (m, 4H), 2.08-2.11

(m, 2H), 3.02-3.07 (m, 2H), 3.34 (bs, 2H), 3.62-3.64 (m, 2H), 4.48-4.53 (m, 1H
). 6.22 (bs, 1H), 6.91 (s, 1H), 7.89 (d, J = 8.1 Hz, 1H), 8.07 (bs, 3H), 8.17 (s
1H), 8.69 (bs, 1H). MS m/z ([M+H]™) 400.
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0000000000000 D000DO0H NMR (400 MHz, DMSO-dg) & 1.23-1.34 (m, 1H)

, 1.43-1.53 (m, 2H), 1.70-1.75 (m, 2H), 1.80-1.90 (m, 2H), 2.02-2.04 (m, 2H), 4.

36-4.42 (m, 1H), 6.78 (d, J = 9.7 Hz, 1H), 7.05 (s, 2H), 7.17 (dd, J = 8.4/1.6 H

z, 1H), 7.61 (d, J = 1.4 Hz, 1H), 7.76 (d, J = 8.5 Hz, 1H), 8.43 (s, 1H). MS m/z
([M+H] ) 380.
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0000000000000 0000000O0C0O000000000000000000
0000000000000 000000000D000000000000000000
0000000000000 00000O00O00O0O0000000D0DooooooOO0On
0000000000000 00000000C000000000002H NMR (400 MHz,
DMSO-dg) & 0.86 (t, J = 7.4 Hz, 3H), 1.28-1.35 (m, 1H), 1.48-1.58 (m, 4H), 1.7
1-1.74 (m, 1H), 1.82-1.92 (m, 4H), 2.04 (m, 2H), 3.26 (m, 2H), 4.35-4.41 (m, 1H)
, 6.02 (s, 1H), 6.98 (s, 2H), 7.07 (dd, J = 8.4/1.6 Hz, 1H), 7.16 (t, J = 5.8 Hz
, 1H), 7.56 (d, J = 1.4 Hz, 1H), 7.66 (d, J = 8.4 Hz, 1H), 8.34 (s, 1H). MS m/z
([M+HT™) 419.
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(400 MHz, CDS0D) & 1.02 (t, J = 7.4 Hz, 3H), 1.28-1.43 (m, 1H), 1.55-1.64 (m,
2H), 1.67-1.77 (m, 2H), 1.80-2.01 (m, 5H), 2.22 (m, 2H), 3.34 (m, 2H), 4.37-4.47
(m, 1H), 6.80 (s, 1H), 7.74 (m, 2H), 8.05 (m, 2H), 8.34 (s, 1H). MS m/z ([M+H]*

399.
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MR (300 MHz, CDClZ) & 1.29-1.40 (m, 1H), 1.44-1.56 (m, 2H), 1.79-2.02 (m, 5H),

2.21-2.26 (m, 2H), 3.29 (s, 3H), 3.79 (t, J = 5.8 Hz, 2H), 3.95-4.00 (m, 2H), 4.
14-4.25 (m, 1H), 6.18 (s, 1H), 6.52 (bs, 2H), 7.11 (dd, J = 8.4/1.6 Hz, 1H), 7.4
0 (d, J = 8.4 Hz, 1H), 7.74 (d, J = 1.4 Hz, 1H), 8.02 (s, 1H). MS m/z ([M+H]™) 4
35.
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0000000000000 00000000O0O0O00000000000000000
0000000000000 0000000O0C0O000000000000000000

0000000000000 0000000O0O0D00000000000000000MM
NMR (400 MHz, CD50D) & 1.38-1.43 (m, 1H), 1.56-1.66 (m, 2H), 1.81-1.84 (m, 1H)
, 1.91-2.02 (m, 4H), 2.19-2.22 (m, 2H), 3.17 (s, 3H), 3.58 (t, J = 6.0 Hz, 2H),
3.87 (t, J = 6.2 Hz, 2H), 4.39-4.47 (m, 1H), 7.15 (s, 1H), 7.69-7.77 (m, 2H), 8.
02 (bs, 1H), 8.16 (s, 1H), 8.36 (s, 1H). MS m/z ([M+H]*) 415.
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000000000000 TH NMR (400 MHz, DMSO-dg) 6 1.29-1.32 (m, 1H), 1.50-1.6
0O (m, 2H), 1.73 (m, 1H), 1.86-1.94 (m, 4H), 2.18 (m, 2H), 3.07 (s, 3H), 3.48 (t,

J = 6.7 Hz, 2H), 3.80 (m, 2H), 4.66-4.72 (m, 1H), 6.36 (bs, 1H), 6.96 (s, 1H),
8.09 (bs, 1H), 8.16 (d, J = 8.6 Hz, 1H), 8.33 (s, 1H), 8.45 (bs, 1H), 9.47 (s, 1
H). MS m/z ([M+H]*") 463.
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TH NMR (400 MHz, DMSO-dg) & 1.25-1.34 (m, 1H), 1.46-1.57 (m, 2H), 1.71-1.74 (m,

1H), 1.86-1.89 (m, 4H), 2.05-2.07 (m, 2H), 2.96 (m, 4H), 3.19 (bs, 4H), 4.42-4.
44 (m, 1H), 7.12 (bs, 1H), 7.60 (bs, 1H), 7.84 (bs, 1H), 8.01 (bs, 1H), 8.31-8.4

2 (m, 3H). MS m/z ([M+H]+) 426.
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D00O0O00O000O0O0 NMR (400 MHz, DMSO-dg) & 1.31-1.35 (m, 1H), 1.49-1.59 (m

, 2H), 1.74-1.77 (m, 1H), 1.85-1.95 (m, 4H), 2.07-2.09 (m, 2H), 3.21 (m, 2H), 3.
27 (m, 2H), 3.60-3.64 (m, 4H), 4.43-4.48 (m, 1H), 7.19 (s, 1H), 7.79 (bs, 1H),

7.83 (d, J = 7.7 Hz, 1H), 8.12 (s, 1H), 8.20 (bs, 1H), 8.36 (s, 1H), 8.44 (s, 1H
). MS m/z ([M+H]") 454.
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0000000000000 0000000C0C000000000000O02H NMR (400
MHz, DMSO-dg) & 1.28-1.34 (m, 1H), 1.44-1.54 (m, 2H), 1.70-1.74 (m, 1H), 1.81-1

.90 (m, 4H), 2.03-2.05 (m, 2H), 2.23 (s, 3H), 2.46 (t, J = 4.5 Hz, 4H), 3.38 (m,
4H), 4.35-4.41 (m, 1H), 6.26 (s, 1H), 6.73 (s, 2H), 7.11 (dd, J = 8.4/1.6 Hz, 1
H), 7.62 (d, J = 1.4 Hz, 1H), 7.69 (d, J = 8.4 Hz, 1H), 8.40 (s, 1H). MS m/z ([M

+H]*) 460.
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000, 0000000000000000000000000000000000000
00000000 NMR (400 MHz, DMSO-dg) & 1.28-1.32 (m, 1H), 1.46-1.57 (m, 2H
), 1.71-1.74 (m, 1H), 1.83-1.93 (m, 4H), 2.05-2.07 (m, 2H), 2.24 (s, 3H), 2.53 (
t, J = 4.5 Hz, 4H), 3.24 (m, 4H), 4.39-4.45 (m, 1H), 7.12 (bs, 1H), 7.64 (bs, 1H
), 7.80 (d, J = 8.2 Hz, 1H), 8.06 (bs, 1H), 8.32 (s, 1H), 8.44 (s, 1H), 13.05 (b
s, 1H). MS m/z ([M+H]™) 440.
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m/z ([M+H]") 475.
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0 MHz, DMSO-dg) &

1.38-1.43 (m, 3H), 1.51-1.56 (m, 3H), 1.74-1.77

(m, 1H), 1.82

-1.92 (m, 5H), 2.08-2.10 (m, 2H), 2.87-2.93 (m, 2H), 3.30-3.36 (m, 2H), 3.56-3.6
4 (m, 2H), 4.42-4.50 (m, 1H), 4.51-4.54 (m, 1H), 7.10 and 7.22 (2s, 1H), 7.58 an

d 8.03 (2dd, J =

8.5/1.6 Hz, 1H), 7.78-7.86 (2d, J = 8.4 Hz, 1H), 7

J=1.4 Hz, 1H), 8.29-8.33 (2d, J = 1.0 Hz, 1H), 8.41 and 8.47 (2s
and 13.18 (2s, 1H). MS m/z ([M+H]") 455.
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4-1.90 (m, 1H), 1.93-2.07 (m, 4H), 2.36-2.40 (m, 2H), 2.71 (t, J =
3.77 (£, J = 6.6 Hz, 2H), 4.84-4.87 (m, 1H), 7.22 (s, 1H), 7.98 (dd

Hz, 1H), 8.23 (d, J =

(s, 1H).
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gogoobooooobbooobboo bbb buoUooDbbooobbooo
I R A A B A W e A W N N I N R N
DDDDDDDDDDDDDDDDDDDDDDDDDDDDJ‘HNMR(400MHZ,DMSO—dG
)3 1.23 (d, J = 5.9 Hz 3H), 1.30-1.56 (m, 4H), 1.72 (m, 1H), 1.83-1.92 (m, 4H)

, 2.04-2.07 (m, 2H), 2.22-2.34 (m, 2H), 3.46-3.55 (m, 2H), 3.64-3.72 (m, 2H), 4.
29-4.42 (m, 1H), 4.74 (t, J = 5.0 Hz, 1H), 6.06 (s, 1H), 6.98 (s, 2H), 7.11 (dd,
J =8.4/1.6 Hz, 1H), 7.59 (d, J = 1.4 Hz, 1H), 7.67 (d, J = 8.5 Hz, 1H), 8.39 (

s, 1H). MS m/z ([M+H]") 475.
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MHz, DMSO-dg) & 1.20 (bs, 3H), 1.28-1.57 (m, 4H), 1.72-1.75 (m, 1H), 1.85-1.93
(m, 4H), 2.06-2.08 (m, 2H), 2.25-2.35 (m, 2H), 3.45-3.56 (m, 3H), 3.68 (t, J = 9
.5 Hz, 1H), 4.27 (bs, 1H), 4.44-4.45 (m, 1H), 4.70 (t, J = 5.1 Hz, 1H), 6.86 (bs
1H), 7.54 and 8.37 (2bs, 1H), 7.79 (bs, 1H), 7.95 (bs, 1H), 8.14 (bs, 1H), 8.4

2 (bs, 1H), 12.73 and 12.91 (2bs, 1H). MS m/z ([M+H]+) 455 .
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0000000000000
0000000000000 000000000O000000000000000

0000000000000 000000000O00D0000000000000

0000000000000 0000000000000000000D0Doooao

0000000000000 000000000C000000000000000
1H NMR (400 MHz, DMSO-dg) & 1.28-1.31 (m, 1H), 1.48-1.63 (m, 5H), 1.71-1.
74 (m, 1H), 1.82-1.90 (m, 4H), 2.03-2.13 (m, 3H), 2.29-2.33 (m, 1H), 3.44-3.49 (
m, 2H), 3.63-3.85 (m, 3H), 4.10 (q, J = 5.3 Hz, 1H), 4.37-4.39 (m, 1H), 4.49 (t,
J = 5.1 Hz, 1H), 5.99 (s, 1H), 7.03 (bs, 2H), 7.08 (dd, J = 8.4/1.7 Hz, 1H), 7.
59 (d, J = 1.3 Hz, 1H), 7.65 (d, J = 8.5 Hz, 1H), 8.38 (s, 1H). MS m/z ([M+H]")
475.
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0000000000000 000000000000000000000O02H NMR (40
0 MHz, DMSO-dg) & 1.15-1.27 (m, 3H), 1.28-1.45 (m, 2H), 1.45-1.60 (m, 2H), 1.70

-1.78 (m, 1H), 1.85-1.94 (m, 4H), 2.07-2.10 (m, 2H), 2.23-2.39 (m, 2H), 3.49-3.5
4 (m, 2H), 3.71 (t, J = 9.5 Hz, 2H), 4.28 (bs, 1H), 4.43 (bs, 1H), 4.70 (t, J
5.1 Hz, 1H), 6.77 (bs, 1H), 7.54 (bs, 1H), 7.79 (bs, 1H), 7.95 (bs, 1H), 8.16 (b

s, 1H), 8.42 (bs, 1H), 12.76 and 12.91 (2s, 1H). MS m/z ([M+H]") 455.
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0000 71H NMR (400 MHz, DMSO-dg) & 1.22-1.33 (m, 1H), 1.43-1.53 (m, 2H), 1.62-

1.72 (m, 2H), 1.80-1.89 (m, 4H), 2.02-2.06 (m, 3H), 2.13 (s, 6H),2.17-2.28 (m, 2
H), 2.44-2.50 (m, 1H), 3.38-3.42 (m, 1H), 3.67-3.80 (m, 3H), 4.32-4.39 (m, 1H),
5.96 (s, 1H), 7.01 (s, 2H), 7.07 (dd, J = 8.4/1.7 Hz, 1H), 7.57 (d, J = 1.4 Hz,
1H), 7.63 (d, J = 8.4 Hz, 1H), 8.36 (s, 1H). MS m/z ([M+H]™) 488.
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1.85-1.92 (m, 4H), 2.07-2.09 (m, 3H), 2.20 (s, 6H), 2.29-2.34 (m, 2H), 2.50-2.59
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Hz, 1H), 8.05 (dd, J = 1.6/8.8 Hz, 1H), 8.14 (s, 1H), 8.38 (s, 1H), 8.46 (d, J
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52-4.62 (m, 1H), 7.45-7.53 (m, 1H), 7.94-8.02 (m, 1H), 8.11 (bs, 1H), 8.33 (s, 1
H), 8.60 (bs, 1H), 8.95 (bs, 1H), 9.32 (bs, 1H), 11.11 (s, 1H), 12.88 (bs, 1H).
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7.52-7.60 (m, 1H), 7.87 (bs, 1H), 8.05 (s, 1H), 8.12 (s, 1H), 8.23 (s, 1H). MS
m/z ([M+H]") 422.
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0000000000000 00000000O0O0O00000000000000000
000000000000 0000000OMS m/z ([MHH]Y) 527.
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0000000000000 00000000000Y NMR (400 MHz, CDZ0D) & 1.38-
1.50 (m, 1H), 1.61-1.74 (m, 2H), 1.83-1.90 (m, 1H), 1.91-2.08 (m, 4H), 2.30-2.37

(m, 2H), 4.64-4.73 (m, 1H), 7.43 (d, J = 12.9 Hz, 1H), 8.06-8.10 (m, 2H), 8.37-
8.41 (m, 2H), 9.25 (s, 1H). MS m/z ([M+H]") 393.
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7 (bs, 1H), 7.33-7.42 (m, 5H).
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& 1.49 (s, 9H), 3.05 (s, 3H), 4.02 (s, 2H), 7.31-7.43 (m, 5H).

Ooo00Q0O0

000000000000 0000000000O0O000000000000000aO0
0000000000000 0000000O0OO0D000000000000000000
0000000000000 000000000000000000D000O00O0O0O0n
0000000000000 00000000000 NMR (400 MHz, CDClg) & 2.97



(112) JP 2017-510564 A 2017.4.13

~
7))

3H), 5.30 (s, 2H), 7.36-7.40 (m, 3H), 7.41-7.46 (m, 2H).
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0000000000 00000000000GOC™ NMR (400 MHz, DMSO-dg) & 1.2
.38 (m, 1H), 1.46-1.60 (m, 2H), 1.70-1.80 (m, 1H), 1.83-1.96 (m, 4H), 2.04-2.
13 (m, 2H), 3.32 (s, 3H), 4.37-4.48 (m, 1H), 7.33 (bs, 1H), 7.72-7.81 (m, 1H), 8
.00 (bs, 1H), 8.26 (s, 1H), 8.39 (s, 1H), 8.48 (bs, 1H). MS m/z ([M+H]+) 408.
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00 O T NMR (400 MHz, CDCl3) & 3.92 (s, 3H), 7.31 (t, J = 8.9 Hz, 1H), 7.45-7.
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49 (m, 1H), 7.62 (bs, 1H), 7.86 (bs, 1H), 8.08 (bs, 1H), 8.26 (bs, 2H), 12.69 (s
, 1H). MS m/z ([M+H]") 304.
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0000000 NMR (300 MHz, CDCIl3) 6 1.34 (qt, J = 12.7/3.5 Hz, 1H), 1.54 (g
t, J = 13.0/3.1Hz, 2H), 1.77-1.92 (m, 3H), 1.95-2.05 (m, 2H), 2.22-2.31 (m, 2H),

2.79 (d, J = 5.6 Hz, 3H), 4.24 (tt, J = 11.9/3.7 Hz, 1H), 7.33 (d, J = 13.5 Hz,
1H), 7.58 (d, J = 8.5 Hz, 1H), 8.05 (s, 1H), 8.13-8.18 (m, 2H), 8.36 (d, J = 1.
Hz, 1H), 11.28 (s, 1H). MS m/z ([M+H]") 377.
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MR (300 MHz, DMSO-dg) &6 1.23-1.37 (m, 1H), 1.46-1.59 (m, 2H), 1.74 (d, J = 11.7

Hz, 1H), 1.82-1.94 (m, 4H), 2.08 (d, J = 8.7 Hz, 2H), 2.75 (s, 3H), 3.17 (t, J

= 5.1 Hz, 2H), 3.57 (g, J = 5.1 Hz, 2H), 4.37-4.45 (m, 1H), 4.75 (t, J = 4.8 Hz,
1H), 7.48 (s, 1H), 7.61 (bd, J = 3.6 Hz, 1H), 7.74 (d, J = 8.4 Hz, 1H), 8.05 (d
d, J = 8.4/1.5 Hz, 1H), 8.15 (s, 1H), 8.38 (s, 1H), 8.45 (d, J = 1.2 Hz, 1H), 9.
92 (d, J = 3.6 Hz, 1H), 12.40 (bs, 1H). MS m/z ([M+H]*) 433.
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1.47 (m, 1H), 1.58-1.69 (m, 2H), 1.84 (bd, J = 12.0 Hz

, 1H), 1.91-1.95 (m, 1H), 1.97-2.02 (m, 3H), 2.24 (bd, J = 10.8 Hz, 2H), 2.84 an
d 2.87 (2s, 3H), 2.88 and 2.97 (2s, 3H), 3.36 (t, J = 6.4 Hz, 1H), 3.43 (t, J =
6.0 Hz, 1H), 3.53 (t, J =
H), 7.53 (d, J
7.92 (bd, J =

8.34 (d, J
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6.0 Hz, 1H), 3.61 (t, J = 6.4 Hz, 1H), 4.40-4.50 (m, 1

3.6 Hz, 1H), 7.76 (d, J = 8.4 Hz, 1H), 7.86 and 8.04 (2s, 1H),

8.8 Hz, 1H), 8.21 (bd, J = 3.2 Hz, 1H), 8.23 (d, J = 4.0 Hz, 1H),
2.4 Hz, 1H). MS m/z ([M+H]") 474.
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26 (bd, J = 10.4 Hz, 2H), 2.44 (s, 3H), 2.82 (bs, 5H), 3.2

4.0/12.0 Hz, 1H), 5.84 (bs, 1H), 7.45 (bs, 1H), 7.56 (

= 8.4 Hz, 1H), 8.04 (s, 1H), 8.14 (bs, 2H), 8.24 (s, 1H), 10.60 (bs, 1H),
(bs, 1H). MS m/z ([M+H]") 446.
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00000000000 00000000MS m/z ([M#H]") 313/315.
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000000 NMR (400 MHz, CDCIZ) & 1.10 (s, 9H), 7.24 (d, J = 10.4 Hz, 1H),
8.10 (s, 1H), 11.12 (bs, 1H). MS m/z ([M+H]") 394/396.
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0000000, 00000000000000000000000000000000
0000000000000 000000000000000000H NMR (400 MHz, D
MSO-dg) & 1.15 (s, 9H), 1.28-1.39 (m, 1H), 1.47-1.60 (m, 2H), 1.71-1.79 (m, 1H)
, 1.84-1.96 (m, 4H), 2.06-2.13 (m, 2H), 4.38-4.48 (m, 1H), 7.38-7.50 (m, 1H), 7.
78 (d, J = 8.6 Hz, 1H), 8.02-8.09 (m, 1H), 8.23 (s, 1H), 8.41 (s, 1H), 8.55 (s,
1H), 12.17 (bs, 1H). MS m/z ([M+H]™) 514.
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0 MHz, DMSO-dg) & 1.26-1.38 (m, 1H), 1.48-1.64 (m, 2H), 1.72-1.81 (m, 1H), 1.84
-1.98 (m, 4H), 2.14-2.24 (m, 2H), 4.59-4.70 (m, 1H), 7.67 (d, J = 12.1 Hz, 1H),
7.90 (s, 2H), 8.07-8.14 (m, 1H), 8.21-8.27 (m, 1H), 8.34 (s, 1H), 8.72 (s, 1H),
9.27 (s, 1H), 12.45 (bs, 1H). MS m/z ([M+H]") 414.
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0O0O0O0O00O0O0O0O0 ™ NMR (400 MHz, DMSO-d®) & 1.26-1.39 (m, 1H), 1.46-1.6
(m, 2H), 1.72-1.79 (m, 1H), 1.84-1.96 (m, 4H), 2.05-2.12 (m, 2H), 4.38-4.48 (m
, 1H), 7.41 (d, J = 12.5 Hz, 1H), 7.77 (d, J = 8.5 Hz, 1H), 8.04 (d, J = 8.5 Hz
, 1H), 8.24 (s, 1H), 8.39 (s, 1H), 8.52 (s, 1H), 9.78 (bs, 1H), 10.29 (bs, 1H),

12.59 (bs, 1H). MS m/z ([M+H]*) 394.

(<> J i O s [ |
OoOoo0oo0ogao

0Ooo0o0oo
000000000’ 0000000000000 00000000000000000
000000000000’ 000000’ 000000000000 00000000
Doooo
0Doo0Ooo0oo
0Doo0ooo
AN

(O |
0Dooooo
000000000000 0000000O000000000000000000000
0000000000000 0O0000O0ODNO0DO0O0ONONO0DOONONDOoODONOoOoOoOooooaO
00000000000 O0O0O000
000000000000 0000000O00000000O0000O00000000O
000000000000 D0O0OO0’ 000000000000 0000000000p O
000000000000 00O0O0O00O0O0O00OO0O0O0O0OO0ODONDOODONOOoODOoOoGooaO
000000000000 000000000000O00MS m/z ([M+H]*) 509.
0Doo0o00oo
000000000000’ 00000000000 000O0000D000000000
000000000000 0O0O0’ 000000’ 000000000000 00000
00000000000
0000000000000 0O00O0O0O0O0O0DO0OO0ONONO0DOONONDOoDONOoOoOoNOooooaO
000000000000 00O0000O0O000O0O0O0O0O0D0O0ODOODONOoOOoOoOooooaO
000000000000 0000000O00000000O0000O00000000O
0000000000000000% NMR (400 MHz, DMSO-dg) & 1.25-1.38 (m, 1H),
1.48-1.55 (m, 2H), 1.63-1.77 (m, 3H), 1.84-1.94 (m, 4H), 2.03-2.14 (m, 8H), 2.24

(t, J = 7.2 Hz, 2H), 2.86 (s, 3H), 3.20 (t, J = 7.2 Hz, 2H), 3.92 (s, 3H), 4.36
-4.46 (m, 1H), 7.22 (s, 1H), 7.75 (d, J = 8.4 Hz, 1H), 8.00 (dd, J = 1.6/8.8 Hz,
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), 3.42 (t, J = 7.2 Hz, 2H), 3.71-3.75 (m, 1H), 3.87-3.91 (m, 2H), 3.90 (s, 3H),
4.14-4.18 (m, 1H), 4.42-4.46 (m, 1H), 6.24 (s, 1H), 7.18 (dd, J = 1.6/8.4 Hz, 1
H), 7.32 (bs, 2H), 7.38 (dd, J = 0.5/8.4 Hz, 1H), 7.80 (dd, J = 0.5/1.6 Hz, 1H),

8.22 (s, 1H). MS m/z ([M+H]™) 497.
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), 3.01 (s, 3H), 3.38 (t, J = 7.2 Hz, 2H), 3.72-3.76 (m, 1H), 3.89-3.93 (m, 2H),
4.00 (s, 3H), 4.16-4.20 (m, 1H), 4.46-4.50 (m, 1H), 7.25 (d, J = 8.4 Hz, 1H), 7
.54 (d, J = 8.4 Hz, 1H), 8.00 (s, 1H), 8.14 (bd, J = 8.8 Hz, 1H), 8.24 (s, 1H),
8.27 (s, 1H). MS m/z ([M+H]™) 477.
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(s, 3H), 3.31 (t, J = 7.2 Hz,
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([M+H]™) 215/217.
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77 (m, 1H), 1.80-1.87 (m, 4H), 1.91-2.02 (m, 6H), 2.17-2.27 (m ,4H), 2.40 (d, J
= 7.5 Hz, 2H), 2.61 (sept, J = 7.7 Hz, 1H), 3.03 (dd, J = 6.8/9.6 Hz, 1H), 3.21-
3.35 (m, 2H), 3.41 (dd, J = 7.6/9.6 Hz, 1H), 4.24 (tt, J = 3.6/12.0 Hz, 1H), 5.8
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8.16 (dd, J = 1.6/8.4 Hz, 1H), 8.24 (d, J = 1.2 Hz, 1H), 10.13 (bs, 1H), 11.44 (
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9 (bs, 1H), 7.42 (s, 1H), 7.49 (s, 1H), 7.72 (s, 1H), 7.76 (d, J = 8.4 Hz, 1H),

8.06 (d, J = 8.0 Hz, 1H), 8.16 (s, 1H), 8.41 (s, 1H), 8.47 (s, 1H), 9.02 (bs, 1H
). 12.39 (bs, 1H). MS m/z([M+H]*) 483.
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Hz, 4H), 2.26 (bd, J = 11.2 Hz, 2H), 2.85 (s, 3H), 3.02-3.07 (m, 1H), 3.18 (bd,
J = 11.6 Hz, 1H), 3.76 (g, J = 7.6 Hz, 1H), 3.85 (g, J = 8.0 Hz, 1H), 4.13 (bd,
J = 4.8 Hz, 1H), 4.24 (tt, J = 12.0/3.2 Hz, 1H), 5.84 (bs, 1H), 7.44 (s, 1H), 7
.57 (d, J = 8.4 Hz, 1H), 8.05 (s, 1H), 8.14 (s, 1H), 8.18 (d, J = 8.8 Hz, 1H), 8 20
.24 (s, 1H), 10.59 (bs, 1H), 11.55 (bs, 1H). MS m/z ([M+H]™) 473.
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6 (s, 3H), 3.23 (t, J = 6.3 Hz, 2H), 7.62 (s, 2H), 8.20 (s, 1H), 8.29-8.30 (m, 2
H), 8.95 (s, 1H), 9.46 (s, 1H), 10.04 (d, J = 3.4Hz, 1H), 12.47 (s, 1H). MS m/z
([M+H]™) 395.
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H), 7.39 (d, J = 8.5 Hz, 1H), 7.94 (m, 2H). MS m/z ([M+H]") 255/257.
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0.6/8.1 Hz, 1H), 7.75 (dd, J = 0.9/8.1 Hz, 1H), 7.98 (s, 1H), 8.29 (bt, 1H). MS
m/z ([M+H]") 303.
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0000000000000 00000000O0O0O00000000000000000
000000000000 NMR (400 MHz, CDClZ) & 2.20 (s, 6H), 2.47 (t, J = 6.
2 Hz, 2H), 2.79 (s, 3H), 3.22 (t, J = 6.2 Hz, 2H), 3.32 (s, 3H), 3.73 (t, J = 5.
2 Hz, 2H), 4.37 (t, J = 5.2 Hz, 2H), 5.80 (bs, 1H), 7.45 (s, 1H), 7.54 (d, J = 8
.5 Hz, 1H), 8.01 (s, 1H), 8.14 (s, 1H), 8.19 (dd, J = 1.5/8.4 Hz, 1H), 8.25 (d,
J = 1.5 Hz, 1H). MS m/z ([M+H]") 436.
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.74 (m, 3H), 1.96 (m, 2H), 2.15 (m, 3H), 2.22 (s, 6H), 2.47 (t, J = 6.2 Hz, 2H),
2.78 (s, 3H), 3.22 (t, J = 6.2 Hz, 2H), 4.55 (m, 1H), 5.81 (bs, 1H), 7.45 (s, 1
H), 7.56 (d, J = 8.4 Hz, 1H), 8.08 (s, 1H), 8.14 (s, 1H), 8.18 (dd, J = 1.6/8.5 30
Hz, 1H), 8.24 (d, J = 1.6 Hz, 1H). MS m/z ([M+H]™") 474.
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, 6H), 2.40.2.48 (m, 2H), 2.76 (s, 3H), 3.25 (t, J = 6.3 Hz, 2H), 7.52-7.58 (m, 50
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1H), 7.64 (bs, 1H), 7.67 (s, 1H), 8.09 (d, J = 8.6 Hz, 1H), 8.21 (s, 1H), 8.41 (
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1.39 (m, 1H), 1.49-1.60 (m, 2H), 1.74-1.78 (m, 2

H), 1.85-1.95 (m, 4H), 2.09-2.11 (m, 2H), 2.41 (bs, 6H), 2.89 (bs, 2H), 4.40-4.4
9 (m, 3H), 7.35 (s, 1H), 7.62 (bs, 1H), 7.77 (d, J = 8.6 Hz, 1H), 8.12-8.15 (m,

2H), 8.40
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(s, 1H), 8.52 (d, J = 1.2 Hz, 1H), 12.36 (s, 1H). MS m/z ([M+H]™) 447.
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1.26-1.38 (m, 1H), 1.47-1.61 (m, 2H), 1.71-1.79 (m, 1H), 1.83-1
.95 (m, 4H), 2.04-2.13 (m, 2H), 2.29 (s, 3H), 2.92 (s, 6H), 3.66 (bs, 2H), 4.38-
4.49 (m, 1H), 4.67 (bs, 2H), 7.35 (s, 1H), 7.22-7.85 (m, 3H), 8.11-8.21 (m, 2H),
8.43 (s, 1H), 8.50 (s, 1H), 9.65 (bs, 1H), 12.41 (bs, 1H). MS m/z ([M+H]™) 447.
0Ooo0Oo0o0oo
oooooooooe

gooooad

oooboobooooobobbooobobooooobbooobboooonob
oogobooboooooboboboooobooooboooobboooao

10

20

30

40



goooogag

O Ooooo
O 0Oo0oo0ooo
O0Ooo0oooaoo

O

.59

Oo0oo0ogao
O 0oo0oo0goao

O

O

U
t
O
g
g

0

O

-

(135)

H

7N 0

®

N
\=N

NH, |
o™~

Example 140

HCI

JP 2017-510564 A 2017.4.13

Oo0o0o00o0oo00oDoDooo0Do0oo0DooDoooDOooDoODO0ooDo0DooDooDoOOan
000000000 DoDOooo0oDO0o0oDoDU0ooDO0ooDoODO0OoOD0DOoDOoOoDOoOOo
00000000 ooDooo0oo0ooo0ooooDoDooDOoDOooo0oooDooo0Oan
00000000 oD0Do0oo0o0DO0o0D0ooDo0ooDO0oo0DOo0DO0o0D0DooDooDOoOOan
O00000DO M NMR (400 MHz, DMSO-dg) &
(m, 2H), 1.71-1.79 (m, 1H), 1.83-1.97 (m, 4H), 2.04-2.15 (m, 2H), 2.91 (s, 6
H), 3.67 (bs, 2H), 4.40-4.51 (m, 1H), 4.72 (bs, 2H), 7.36 (s, 1H), 7.72-7.88 (m,
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= 9.5 Hz, 1H), 7.44 (s, 1H), 7.55 (d, J = 3.3 Hz, 1H), 8.14 (s, 1H), 8.36 (dd, J
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1H), 8.16 (s, 1H), 9.85 (bs, 1H), 12.48 (s, 1H). MS m/z ([M+H]™) 383.
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.47 (bs, 6H), 2.93 (bs, 5H), 3.50 (t, J = 6.8 Hz, 2H), 4.24 (tt, J = 3.6/12.0
, 1H), 5.45 (s, 2H), 7.22 (s, 1H), 7.37-7.45 (m, 3H), 7.48-7.51 (m, 2H), 7.57
, J =8.0 Hz, 1H), 8.03-8.07 (m, 3H), 8.26 (d, J = 1.2 Hz, 1H), 8.41 (s, 1H).
m/z([M+H]") 551.
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(s, 1H), 8.28-8.30 (m, 1H), 8.67-8.69 (m, 2H), 8.90-8.92 (m, 2H), 10.74 (d, J=

3.2 Hz, 1H), 11.65 (s, 1H). MS m/z ([M+H]") 390.
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0000000000000 D0D0DO0DO0OO0DO0DO0DO0ODO0DO0DO0DODOoOOoDOoDOooDOoOoGOoan
0000000000000 000000000000D00000000000000a0
0000000000 00O0O0* NMR (400 MHz, CDCl3) & 1.51 (t, J = 7.2 Hz, 3H),
3.98 (s, 3H), 4.42 (q, J = 7.2 Hz, 2H), 6.84 (d, J = 1.5 Hz, 1H), 7.57 (d, J =
1.5 Hz, 1H), 7.75 (s, 1H). MS m/z ([M+H]") 255/257.
0oooooao
0000000000000 D00O0D0DO0O0O0D0DO0DO0D0O0DO0DO0DO0ODO0OODODODOoOoGOan
0000000000000 000DO0D0DO0DO0ODO0OODO0O0DO0DO0ODODOoDOoODOoOoGOan
0000000000000 0000000O0000000000000000DO00G0an
0000000000000 D0D0O0D0O0O00D00O0D00D0DO0DO0D0DO0OD0O0O0OD0DODOoOoGOan
0000000000000 O000O0MS m/z ([M+H]™) 303.
oooooao
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000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O00000000000000000000000000

000000000000 000000000000000O0000000000000

0000000000000 0O00000O0O00O0O0O0DO0DO0DNONDOoODONOoOoOoooooaO

000000000 NMR (400 MHz, CDCl) & 1.55 (t, J = 7.2 Hz, 3H), 2.26 (s,
6H), 2.51 (t, J = 6.2 Hz, 2H), 2.83 (s, 3H), 3.25 (t, J = 6.2 Hz, 2H), 4.09 (s,
3H), 4.49 (q, J = 7.2 Hz, 2H), 5.78-5.79 (m, 1H), 7.49 (s, 1H), 7.75 (d, J = 1.2
Hz, 1H), 7.83 (d, J = 1.2 Hz, 1H), 7.85 (s, 1H), 8.16 (s, 1H), 10.7 (bs, 1H), 1
1.57 (bs, 1H). MS m/z ([M+H]") 436.
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Example 153
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godooboooooboooooboooooboboo o0 oD oDboooobooooooooodad
goooboooooboooobooboooobboo oo boboooDbooooooooao
gogoobooooobotboooooboobodooobbuoo o obbuoUooDbbouoobbooo
0000000000000 NMR (400 MHz, DMSO-dg) 6 1.78-1.81 (m, 2H), 2.13 (

s, 6H), 2.38 (t, J = 6.4 Hz, 2H), 2.69-2.72 (m, 5H), 2.78 (t, J = 6.9 Hz, 2H),
3.17 (t, J = 6.4 Hz, 2H), 3.91 (s, 3H), 7.33 (d, J = 8.0 Hz, 1H), 7.37 (s, 1H).
7.58 (d, J = 3.5 Hz, 1H), 7.96 (dd, J = 7.9/1.8 Hz, 1H), 8.14 (s, 1H), 8.50 (d,
J = 1.8 Hz, 1H), 9.97 (d, J = 3.5 Hz, 1H), 12.39 (s, 1H). MS m/z ([M+H]™) 435.
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Example 154
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0000000000000 00000000O0O0O00000000000000000
0000000000000 0000000O0C0O000000000000000000
0000000000000 000000000D000000000000000000
0 TH NMR (400 MHz, CDClg) & 1.73-1.87 (m, 2H), 1.92-2.02 (m, 2H), 2.61-2.68 (m,
1H), 2.72-2.79 (m, 1H), 4.73 (m, 1H), 6.96 (d, J = 8.2 Hz, 1H), 7.29 (dd, J = 8
.2/2.1 Hz, 1H), 7.58 (d, J = 2.1 Hz, 1H). MS m/z ([M-H,O0+H]™) 209-211.

0Doo0O00oOo
000000000000 00O0000O0O000O0O00O0O0O0O0D0DO0ODO0OOO0OoOoGoaO
000000000000 000O0000O00000000000

0000000000000 0O00D00O0O0N0D0OOONONOOONONOoDOoODONooOoOooOooaO
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O0O0 NMR (400 MHz, DMSO-dg) & 1.15 (s, 12H), 1.62

-1.67 (m, 2H), 1.84-1.88 (m, 2H), 2.64-2.75 (m, 2H), 4.53-4.57 (m, 1H), 5.13 (d,
J=5.9 Hz, 1H), 7.04 (d, J = 7.6 Hz, 1H), 7.41 (d, J = 7.5 Hz, 1H), 7.75 (s, 1
H). MS m/z ([M-H,0+H]™") 257.

0Doo0Oo0oo

0000000000000 0OO00D00OO0ODN0DO0OO0ONONO0DOONONODOODONOoOoOoNOooooaO
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00000000000 000O0000O00000

000000000000 000000000000000O0000000000000
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000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
000000000000 000000000000000O00000O000H NMR (400
MHz, DMSO-dg) & 1.69-1.78 (m, 2H), 1.90-1.95 (m, 2H), 2.12 (s, 6H), 2.37 (t, J

6.3 Hz, 2H), 2.66-2.81 (m, 5H), 3.15 (t, J = 6.3 Hz, 2H), 4.64-4.69 (m, 1H), 5
.13 (d, J = 5.8 Hz, 1H), 7.17 (d, J = 8.0 Hz, 1H), 7.39 (s, 1H), 7.55 (d, J = 3.
5 Hz, 1H), 7.95 (dd, J = 7.9/1.8 Hz, 1H), 8.09 (d, J = 1.6 Hz, 1H), 8.12 (s, 1H)
9.99 (d, J = 3.5 Hz, 1H), 12.37 (s, 1H). MS m/z ([M+H]*) 408.
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Example 155

00O
0000000000000 00000000C000000000000000
000000000000 000000000O0

0000000000000 00D00O0O0O0O0OC0O0O0O000000D0DOoDoooao
0000000000000 00000000000000000000000
000000000000 0000000C00O0000000000H NMR (40
0 MHz, DMSO-dg) & 1.31 (s, 12H), 2.64 (m, 2H), 3.14 (m, 2H), 7.78 (dd, J = 7.6/
0.5 Hz, 1H), 7.90 (d, J = 2.9 Hz, 1H), 7.92 (s, 1H). MS m/z ([M+H]*) 259.
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, 2.37-2.41 (m, 2H),
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000000000000 00D0O0O00O0D0O00OO0O0O0O0OO0O0O0OoOOan
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00000000000 000O0000O00000O0000O0000O00
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0000000000000 NMR (400 MHz, DMSO-dg) & 2.14 (s, 6H

2.72-2.74 (m , 5H), 3.17-3.22 (m, 4H), 7.55 (s, 1H), 7.62

(s, 1H), 7.71 (d, J = 8.0 Hz, 1H), 8.18 (s, 1H), 8.47 (dd, J = 8.0/1.7 Hz, 1H),
8.49 (s, 1H), 10.01 (s, 1H), 12.46 (s, 1H). MS m/z ([M+H]*) 392.
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Example 156
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0000000000000 000000000D0D0O0O0O0O0Y NMR (400

1.74-1.79 (m, 1H), 2.29-2.36 (m, 1H), 2.61-2.69 (m, 1H), 2.81-2

.88 (m, 1H), 5.02-5.05 (m, 1H), 5.34 (d, J = 5.8 Hz, 1H), 7.17 (d, J = 8.0 Hz, 1
H), 7.35 (dd, J = 8.0/1.9 Hz, 1H), 7.44 (d, J = 1.4 Hz, 1H). MS m/z ([M-H,O0+H]™)
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195-197.
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1H NMR (400 MHz, DMSO-dg) & 1.30 (s, 12H), 1.

1H), 2.29-2.37 (m, 1H), 2.68-2.77 (m, 1H), 2.89-2.95 (m, 1H), 5.04 (
m, 1H), 5.22 (d, J = 5.7 Hz, 1H), 7.23 (d, J = 7.5 Hz, 1H), 7.52 (d, J = 7.5 Hz,
1H), 7.94 (s, 1H). MS m/z ([M-H,0+H]") 243.
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000000000000 000O0000O000
000000000000 000O0000O000
000000000000 000O0000O000
0000 NMR (400 MHz, DMSO-dg) & 1.83-1.

(m, 3H), 2.73 (s, 3H), 2.76-2.82 (m, 1H), 2.
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95-3.02 (m, 1H), 3.17-3.22 (m, 2H), 5.12-5.16 (m, 1H), 5.29 (d, J = 6.0 Hz, 1H),
7.35 (d, J = 7.8 Hz, 1H), 7.43 (s, 1H), 7.59 (d, J = 2.6 Hz, 1H), 7.99 (d, J =
7.8 Hz, 1H), 8.10 (s, 1H), 8.15 (s , 1H), 9.99 (d, J = 2.6 Hz, 1H), 12.40 (s, 1H

). MS m/z ([M+H]") 394.
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Example 157
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O *H NMR (400 MHz, DMSO-dg) & 1.86 (bs, 2H), 2.14 (s, 6H), 2.38-2.4
2 (m, 2H), 2.74 (s, 3H), 2.83-2.91 (m, 2H), 3.07-3.12 and 3.17-3.22 (2m, 2H), 3
-89 and 3.94 (2s, 3H), 7.38 and 7.48 (2s, 1H), 7.53 and 7.54 (2d, J = 8.0 Hz, 1H
), 7.61 (bs, 1H), 8.12 and 8.14 (2dd, J = 8.0/1.5 Hz, 1H), 8.16 and 8.18 (2s, 1H
), 8.40 and 8.86 (2bs, 1H), 9.98 and 10.02 (2bs, 1H), 12.42 and 12.44 (2s, 1H).

MS m/z ([M+H]") 421.
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000000000000 0000000O00000000O0000O00000000O
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00000 DOODO Y™ NMR (400 MHz, DMSO-dg) & 1.68 (s, 6H), 7.55 (d, J = 8.9 Hz,
2H), 7.62 (d, J = 8.9 Hz, 2H), 8.55 (s, 1H), 11.25 (s, 1H). MS m/z ([M-H]™) 324-
326.
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0000000D0O0DOD*H NMR (400 MHz, DMSO-dg) & 6.08 (d, J

(d, J = 8.8 Hz, 1H), 7.79 (dd, J = 8.8/2.3 Hz, 1H), 7.96 (d, J

U
U

17 (d, J = 2.3 Hz, 1H), 11.9 (bs, 1H). MS m/z ([M+H]") 224-226.
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(t, J =7.

=9.1
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0000000000000 0000000000000000000000O0
0000000000000 00000H NMR (400 MHz, DMSO-dg) & 1.33

1 Hz, 3H), 4.28 (q, J = 7.1 Hz, 2H), 6.11 (d, J = 7.7 Hz, 1H), 7.75 (d, J

Hz, 1H), 7.86 (dd, J = 9.1/2.5 Hz, 1H), 8.05 (d, J = 7.7 Hz, 1H), 8.25 (d, J =

2.5 Hz, 1H). MS m/z ([M+H]*) 252-254.
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MSO-dg) & 1.40 (t, J =
3H), 3.22-3.28 (m, 2H), 4.36 (g, J = 7.1 Hz, 2H), 6.12 (d, J
(s, 1H), 7.67 (bs, 1H), 7.88 (d, J = 9.1 Hz, 1H), 8.04 (d,

O O

= O0OO0O0Oo0oogd

), 12.48 (s, 1H). MS m/z ([M+H]") 433.
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7.7 Hz, 1H), 7.55
7.7 Hz, 1H), 8.2
0 (s, 1H), 8.58 (dd, J = 9.0/2.2 Hz, 1H), 8.94 (d, J = 2.2 Hz, 1H), 9.91 (bs, 1H
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TH NMR (400 MHz, DMSO-dg) & 1.62-1.71 (m, 4H),
5.6 Hz, 2H), 6.84 (bs, 2H), 6.85 (s, 1H). MS m/z ([M+H]™) 3
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1.64-1.72 (m, 4H), 2.53-2.59
6 Hz, 2H), 7.45 (s, 1H), 8.39
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5 1.25-1.39 (m, 1H), 1.47-1.60
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2.50-2.60 (m, 4H), 2.73-2.85 (
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gooooooooboboogdo
goguoooooooboogad
o
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O o0Oooo

TH NMR (400 MHz, DMSO-dg)
= 5.6 Hz, 2H), 4.29 (t, J = 5.
1H). MS m/z ([M+H]") 335/337.
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0O M NMR (400 MHz, DMSO-dg)

(m, 2H), 1.65-1.79 (m, 5H), 1.83-1.97 (m, 4H), 2
.04-2.12 (m, 2H), 2.53-2.64 (m, 4H), 2.88 (t, J =
, 7.17-7.38 (m, 1H), 7.56-7.67 (m, 1H), 7.74-7.92 (m, 1H), 7.98-8.19 (m, 1H), 8.
28-8.59 (m, 2H), 12.96 and 13.28 (2bs, 1H). MS m/z ([M+H]*) 455.

5.6 Hz, 2H), 4.33-4.52 (m, 3H)
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00000 NMR (400 MHz, DMSO-dg) & 1.26-1.37 (m, 1H), 1.46-1.60 (m, 2H), 1.6
9-1.79 (m, 5H), 1.84-1.94 (m, 4H), 2.04-2.13 (m, 2H), 2.50-2.58 (m, 4H), 2.88 (t
, J=5.2 Hz, 2H), 4.37-4.48 (m, 3H), 7.34 (s, 1H), 7.56 (bs, 1H), 7.75 (d, J =

8.6 Hz, 1H), 8.10 (s, 1H), 8.11 (dd, J = 1.5/8.6 Hz, 1H), 8.38 (s, 1H), 8.51 (d,
J = 1.5 Hz, 1H), 8.67 (bs, 1H), 12.33 (bs, 1H). MS m/z ([M+H]*) 473. MS m/z ([M

-H]™) 471.
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6-1.91 (m, 4H), 2.08-2.09 (m, 2H), 2.15 (s, 6H), 2.41 (t, J = 6.4 Hz, 2H), 2.76
(s, 3H), 3.23 (t, J = 6.4 Hz, 2H), 4.04 (s, 3H), 4.38 (m, 1H), 7.46 (d , J = 1.0
Hz, 1H), 7.51 (s, 1H), 7.59 (d, J = 3.8 Hz, 1H), 7.91 (d, J = 1.2 Hz, 1H), 8.18
(s, 1H), 8.29 (s, 1H), 10.04 (d, J = 3.8 Hz, 1H), 12.41 (s, 1H). MS m/z ([M+H]*
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~) 183.
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0000000000000 NMR (300 MHz, CDCl3) d 2.83-2.90 (m, 2H), 4.60-4.68 (
m, 2H), 6.95 (td, J = 8.0/4.4 Hz, 1H), 7.30 (ddd, J = 1.4/8.0/10.6 Hz, 1H), 7.67

(td, J = 1.4/8.0 Hz, 1H). MS m/z ([M+H]") 167.
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0000000000000 0000D-000000000000000000000¢0
0000000000000 000000000000 NMR (300 MHz, CDCIZ) d 1.99
-2.08 (m, 2H), 2.81 (t, J = 6.5 Hz, 2H), 4.23-4.29 (m, 2H), 6.69-6.93 (m, 3H).
OoooQoO
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0000000000000 0000000C0O0O000000000000000000
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0000000000000 00000000O0O0O00000000000000000
0000000000000 0000000OC0O0O000000000000000000
00000000 NMR (300 MHz, CDClg) d 1.97-2.07 (m, 2H), 2.78 (t, J = 6.5 Hz

, 2H), 4.21-4.27 (m, 2H), 6.95-6.98 (m, 1H), 7.05 (dd, J = 2.3/10.2 Hz, 1H).
DoooQooO
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0000000000000 00DO0O0O0O0O0O0O0O0O0000000D0D0O0O0O0O0OO0O0On
D0oO00O0’ 0000000000000 000O0000000000000000000
0000000000000 00000000O0D000000000000000000
0000000000000 000000000D000000000000000000 20
0000000000000 000000000O0000000000000000000
0000000000000 0000000OC0O0O000000000000000000
0000000000000 0000000OO0O0D000000000000000000
0000000000000 000000000O00000000D0D0O0o0oo0OOoO0On
0000000000000 0000000C0O0O000000000000000000

00 -00000000000000000C00000000000000000000
0000000000000 000000000000000000000O0YH NVMR (40

0 MHz, CDClg) d 1.32 (s, 12H), 1.99-2.06 (m, 2H), 2.80 (t, J = 6.4 Hz, 2H), 4.25
-4.31 (m, 2H), 7.26-7.35 (m, 2H). MS m/z ([M+H]*) 279.
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0000000000000 0000000000000000000000O0O0HNMR

(400 MHz, DMSO-dg) & 2.01 (m, 2H), 2.14 (s, 6H)

7.57 (d, J = 2.9 Hz, 1H), 7.79 (bs, 1H), 8.03 (dd,

gooooaad

, 2.39 (t, J = 6.2 Hz, 2H), 2.
72 (s, 3H), 2.88 (t, J = 6.3 Hz, 2H), 3.19 (m, 2H), 4.27 (m, 2H), 7.47 (s, 1H),
J = 13.0/1.8 Hz, 1H), 8.16 (b 40
s, 1H), 10.02 (d , J = 2.9 Hz, 1H), 12.41 (s, 1H). MS m/z ([M+H]™) 412.
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MS m/z([M+H]") 374.
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MS m/z([M+H]*) 482.
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0000000000 NMR (400 MHz, CDCI3) 6 1.54 (t, J = 7.1 Hz, 3H), 1.72-1.
82 (m, 5H), 2.48-2.58 (m, 4H), 2.66-2.74 (m, 2H), 2.82 (s, 3H), 3.24-3.32 (m, 2H

), 4.09 (s, 3H), 4.48 (q, J =

62.
goooaao
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7.1 Hz, 2H), 7.48 (s, 1H), 7.74 (s, 1H), 7.82 (s,
1H), 7.85 (s, 1H), 8.16 (s, 1H), 10.73 (s, 1H), 11.58 (s, 1H). MS m/z ([M+H]*) 4
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Ooo00Q0O
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OoO0O0O00O0O000000

0000000000000 000000000O0O00000000000000000
0000000000000 0000000O0O0O000000000p000000000
0000000000000 0000000O0O0D000000000000000000
000000000000 000000000000000MS m/z([M+H]) 429.
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Ooo0oo0O0O0O0O000

00000000000 0000000000O0O000000000000000000
0000000000000 0000000O0O0D000000000000000000
0000000000000 000000000000000000MS m/z([M+H]") 399
000000

O0O00C0O0OO000’ 0000000000000 00000000000000000
00’ 0000000000’ 000000 00000000000000000000
000000000

0000000000000 00DO0O0O0O0O0O0OO0O0O0000000D0D0OOoOoOoOOoO0On
0000000000000 000000000O0O00000000000000000
0000000000000 00000000O0O000000000000000000
000000000 NMR (400 MHz, CDClZ) & 1.50 (t, J = 7.1 Hz, 3H), 2.75 (s,

3H), 3.12-3.23 (m, 2H), 3.60-3.70 (m, 2H), 4.05 (s, 3H), 4.43 (g, J = 7.1 Hz, 2H
). 6.44-6.54 (m, 1H), 7.34 (s, 1H), 7.61 (s, 1H), 7.74 (s, 1H), 7.86 (s, 1H), 8.
16 (s, 1H), 10.67 (s, 1H). MS m/z ([M+H]*) 409.
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0Do00oo0o
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0000000000000 O00000O0D00D00D00O0D0O0N0OO0DO0ODOONOoOnaO
0000000000000 00000O00000000O00MS m/z([M+H]") 443.
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0000000000000 O0D0O0O0OC0O0ODO0O0O0ODNO0O0DOONDOODO0ODOO0OoOOnaO
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0000000000000 0000000000D0O00D00N0OO00DO0ONO0OOoNoOndao
0000000000000 O0D0000O0DO0D0D0ODN0O0ODO0OONOO0ODO0ODOONOoOnaGO
0000000000000 O000O0C0O00000O00O00000O0000MS m/z ([M+H
15 413.
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0000000000000 O0D0O0O00OO0DO0D0OO0OD0O0D0O0’ 000000 0000
0DO00000’ 000000’ 000000000000 0000O00000O00O00O0
00000000000 O000

0000000000000 O0D0000O0D0D00OD00O0D0OONOO0ODO0ODOO0O0OnaO
0000000000000 O0D0O0O0O0O0ODO0O0DO0ONO0ODOO0OoOOoDOOoOoOooOoonag
0000000000000 O00000O0D0000O00O0DO0O0oO0oDOooooooonag
00000000 NMR (400 MHz, CDS0D) & 1.56 (t, J = 7.1 Hz, 3H), 2.35 (s, 3H

). 3.05 (s, 6H), 3.68-3.75 (m, 2H), 4.12 (s, 3H), 4.58 (q, J = 7.1 Hz, 2H), 4.60
-4.70 (m, 2H), 7.20 (d, J = 7.9 Hz, 2H), 7.36 (s, 1H), 7.39 (s, 1H), 7.69-7.72 (
m, 3H), 8.29 (s, 1H), 8.39 (s, 1H). MS m/z ([M+H]") 423.
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0000000000000 00000000O0D000000000000000000
0000000000000 00000000O0D0000000000000p 0000
0000000000000 000000O0O0O0O000000000D0O0o0oOo0OOoO0On
00000000000 000000000O00O000000000000000000
00MS m/z ([M+H]Y) 467.
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0000000000000 000000000D000000000000000000
000000MS m/z ([MHH]™) 437.

Do0o0ooQ

000000000’ 0000000000000 00000000000000000
00000000’ 000000’ 000000000000000000000000
0000

0000000000000 000000000D000000000000000000
00000000000 00000000000000000000000000000
00000000000 00000000000000000000000000000
00000 NMR (400 MHz, DMSO-dg) & 1.25-1.38 (m, 1H), 1.46-1.60 (m, 2H), 1.7

1-1.78 (m, 1H), 1.82-1.95 (m, 4H), 2.05-2.13 (m, 2H), 2.75 (s, 3H), 3.23 (s, 3H)
, 3.27 (t, J = 5.4 Hz, 2H), 3.48 (t, J = 5.4 Hz, 2H), 4.37-4.46 (m, 1H), 7.51 (s
, 1H), 7.62 (bd, J = 3.7 Hz, 1H), 7.75 (d, J = 8.5 Hz, 1H), 8.06 (dd, J = 1.4/8.
4 Hz, 1H), 8.16 (s, 1H), 8.38 (s, 1H), 8.46 (d, J = 1.4 Hz, 1H), 9.87 (d, J = 4.
0 Hz, 1H), 12.41 (bs, 1H). MS m/z ([M+H]*) 447.
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godooboooooboboooobooboo o boboo o oD oDboboo o bObbobooooooodao
goooboooooboooobooboooobboo oo boboooDbooooooooao
gogoobooooobbooobboo bbb buoUooDbbooobbooo
0000000 TH NMR (400 MHz, DMSO-dg) 6 1.91-1.95 (m, 2H), 2.81 (t, J = 6.2 H
z, 2H), 4.34 (£, J = 5.1 Hz, 2H), 6.62 (d, J = 10.4 Hz, 1H), 6.73 (s, 1H), 7.50

(d, J = 2.5 Hz, 2H), 7.91 (d, J = 2.5 Hz, 1H), 8.00 (bs, 1H), 8.03 (bs, 1H). MS
m/z ([M+H]*) 333.
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000000000000 00O0000O0O000O0O0O0O0O0O0DO0ODOODONOOoOoOoOoGooaO
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000000000000 000000000000000O0000O0000O000O0aO
0000000000000 0O00O00O0O0O00O0O0O0DO0DO0ODONODOODONOoOOoOoOoooaO
00O NMR (400 MHz, DMSO-dg) & 1.93 (m, 2H), 2.80 (t, J = 6.4 Hz, 2H), 2.97
(s, 3H), 3.39 (t, J = 5.7 Hz, 2H), 3.58-3.64 (m, 2H), 4.30 (t, J = 5.1 Hz, 2H),
4.83-4.89 (m, 1H), 6.25 (s, 1H), 6.99 (s, 2H), 7.41 (d, J = 2.5 Hz, 1H), 7.73
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(bs, 1H), 7.78 (bs, 1H), 7.85 (d, J = 2.5 Hz, 1H). MS m/z ([M+H]") 388.
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0000000000000 O0O000O00000O0ODON0O0O000O0O0O0ooooooan
0000000000000 000000

0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000ooooan
0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 0O000O000000000000000O0ooooooan
0000000000000 0000000000000000000 NMR (400 MHz,
DMSO-dg) & 1.95-2.00 (m, 2H), 2.74 (s, 3H), 2.90 (t, J = 6.3 Hz, 2H), 3.15 (t,

J =5.6 Hz, 2H), 3.56 (g, J = 5.4 Hz, 2H), 4.34 (t, J = 5.2 Hz, 2H), 4.74 (t, J
= 4.9 Hz, 1H), 7.48 (s, 1H), 7.63 (d, J= 3.8 Hz, 1H), 8.16 (s, 1H), 8.33 (d,
J = 2.4 Hz, 1H), 8.81 (d, J = 2.4 Hz, 1H), 9.91 (d, J = 3.7 Hz, 1H), 12.44 (s, 1

H). MS m/z ([M+H]") 368.
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0000000000000 D0D00D0D00D00D0D00O0DO0O0DD0DO0D0DOO0ODoDOO0DODOO0HN
MR (400 MHz, DMSO-dg) & 1.98 (m, 2H), 2.79 (s, 6H), 2.90 (t, J = 6.3 Hz, 2H),
4.34 (¢, J =5.1 Hz, 2H), 7.47 (s, 1H), 7.71 (d, J= 3.9 Hz, 1H), 8.16 (s, 1H),
8.33 (d, J= 2.4 Hz, 1H), 8.81 (d, J = 2.4 Hz, 1H), 9.66 (d, J = 3.8 Hz, 1H), 12.

42 (s, 1H). MS m/z ([M+H]*) 338.
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0000000000000 00O0O0O0O0O0O0O0O0O0000000D0DOOoOoOoOoOOoO0On
0000000000000 000000000O0O00000000000000000
0000000000000 000000000000000000000000000
00000000000 NMR (400 MHz, DMSO-dg) & 3.81 (s, 3H), 3.91 (s, 3H), 6
.32 (bs, 2H), 6.75 (s, 1H). MS m/z([M+H]*) 306/308.
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OoO0O0O00O0O0O00000

0000000000000 0000000O00O0000000000000000000
00000000000 0000000000O0O000000000000000000
0000000000000 0000000O0O0D000000000000000000
0000000000 0000O0 NMR (400 MHz, DMSO-dg) & 3.88 (s, 3H), 3.90 (s,
3H), 7.33 (s, 1H), 8.22 (s, 1H), 12.40 (bs, 1H). MS m/z ([M+H]*) 285/287.
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000000000000’ 0000000000000 000’ 000000® 000
000000000000 0000000000000

0000000000000 0000000O0O0D000000000000000000
0000000000000 00DO0O0O0O0O0O0OO0O0O0000000D0D0OOoOoOoOOoO0On
0000000000000 000000000O0O00000000000000000
0000000000000 00000000O0O000000000000000000
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0000000000000 000000000000000000D000O00O0O0O0n
0000000000 000O0000O00YH NMR (400 MHz, CDCly) & 1.47 (t, J = 7.
3 Hz, 3H), 3.93 (s, 3H), 3.98 (s, 3H), 4.20 (q, J = 7.3 Hz, 2H), 7.10 (s, 1H), 7

.45 (d, J = 8.5 Hz, 1H), 7.89 (s, 1H), 7.99 (s, 1H), 8.08 (d, J = 8.5 Hz, 1H), 8
.22 (s, 1H), 10.81 (bs, 1H). MS m/z([M+H]™) 351.
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000000000’ 0000000000000 O000 000000’ 000000
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0000000000000 0000000000000000000000000000

0000000000000 0000000O0OO0D000000000000000000

0000000000000 00DO0O0O0O0O0O0OO0O0O0000000D0D0OOoOoOoOOoO0On

0000000000000 O00YH NMR (400 MHz, DMSO-dg) & 1.46 (t, J = 7.2 Hz,

3H), 4.11 (s, 3H), 4.33 (q, J = 7.2 Hz, 2H), 7.30 (s, 1H), 7.68 (s, 1H), 7.72 (d

, J =8.5Hz, 1H), 7.88 (bs, 1H), 8.10 (s, 1H), 8.14 (d, J
s, 1H), 8.53 (s, 1H), 12.35 (s, 1H). MS m/z ([M+H]™) 336.

8.5 Hz, 1H), 8.31 (
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000000000000 0000000000000000000O000000000
00000000000 0000000000000O00MS m/z ([MHH]Y) 485.
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000000000000 00O0O000O0’ 000000’ 0000000000000
00000000000 O0O0O0
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000000 OMS m/z ([M+H]") 465.
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000000000000 00OO0O00O00’ 000000 0000000000000
000000000000 000O0000O00000

000000000000 0000000O000000000000000000000
0000000000000 0O00O0O0O0O0O0DO0OO0ONONO0DOONONDOoDONOoOoOoNOooooaO
00000000000 NMR (400 MHz, DMSO-dg) & 1.48-1.55 (m, 2H), 1.70-1.76

(m, 1H), 1.84-1.91 (m, 2H), 2.15-2.22 (m, 2H), 2.29-2.35 (m, 4H), 2.90-2.98 (m,

6H), 3.64-3.70 (m, 2H), 4.67-4.73 (m, 2H), 4.82-4.89 (m, 1H), 5.12 and 5.00 (2m,
1H), 7.47 (s, 1H), 7.92-7.97 (m, 2H), 8.05 (s, 1H), 8.65 (bs, 1H), 9.11 (bs, 1
H), 9.81 (bs, 1H). MS m/z ([M+H]™) 465.
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3H), 3.49 (t, J = 6.0 Hz, 2H), 4.30 (t, J = 5.1 Hz, 2H), 6.31 (s, 1H), 7.19 (bs
, 2H), 7.42 (d, J = 2.5 Hz, 1H), 7.76 (bs, 1H), 7.86 (d, J = 2.5 Hz, 1H), 8.35 (
bs, 1H). MS m/z ([M+H]") 441.
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7.48 (s, 1H), 7.61 (bs, 1H), 8.16 (s, 1H), 8.33 (d, J = 2.4 Hz, 1H), 8.81 (d, J
= 2.4 Hz, 1H), 10.0 (bs, 1H), 12.42 (s, 1H). MS m/z ([M+H]™) 421.
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t, J =5.4 Hz, 2H), 2.82 (t, J = 6.3 Hz, 2H), 4.28 (t, J = 5.4 Hz, 2H), 4.32 (t

, J=5.1Hz, 2H), 6.40 (s, 1H), 7.27 (s, 2H), 7.51 (d, J = 2.5 Hz, 1H), 7.72 (b
s, 1H), 7.93 (d, J = 2.5 Hz, 1H), 8.34 (bs, 1H). MS m/z ([M+H]") 402.
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J =5.2 Hz, 2H), 7.32 (s, 1H), 7.59 (bs, 1H), 8.11 (s, 1H), 8.39 (d, J = 2.4 H
z, 1H), 8.52 (bs, 1H), 8.86 (d, J = 2.4 Hz, 1H), 12.38 (s, 1H). MS m/z ([M+H]")
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1-2.95 (m, 6H), 3.65-3.69 (m, 2H), 4.34-4.39 (m, 2H), 4.63-4.70 (m, 2H), 7.39 (s
, 1H), 7.86 (bs, 1H), 7.91 (s, 1H), 8.29 (s, 1H), 8.54 (bs, 1H), 8.72 (s, 1H),
9.75 (bs, 1H). MS m/z ([M+H]*) 382.
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z, 1H). MS m/z ([M+H]) 274.
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, 2H), 5.72 (s, 1H), 6.07 (s, 1H), 7.27-7.42 (m, 2H), 8.07 (s, 1H), 8.31 (dt, J

7.9/1.6 Hz, 1H), 8.44 (d, J = 1.8 Hz, 1H), 10.66 (s, 1H), 11.47 (s, 1H). MS m/
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MS m/z ([M+H]*) 452.
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NMR (300 MHz, CD50D) & 1.56 (t, J = 7.3 Hz, 3H), 1.75-1.78 (m, 4H), 2.64-2.68 (m
, 4H), 2.84 (t, J = 6.8 Hz, 2H), 2.97 (s, 3H), 3.69 (t, J = 6.9 Hz, 2H), 4.39 (q
, J= 7.3 Hz, 2H), 7.72 (d, J = 8.6 Hz, 1H), 8.23 (s, 1H), 8.27 (s, 1H), 8.65 (d,
J = 8.5 Hz, 1H), 8.99 (s, 1H). MS m/z ([M+H]") 433. MS m/z ([M-H]™) 431.

gooobono
I T 0 O I R B A A B A W e A W N N R N R NN
gooooboooobooooooooooboboo oo oo o0oDbooooobooodad
gooooooooan
ooooon
gooooao
H
/;\N 0
NH, t
N
N NN
Example 202
ooooon
gooobooooobooooobobooo bbb oo oboDbooo oD booooobboooao
gogooboooobbooooobbooobboo oo bboooDbbobooobbooo
I A B R B A W A B A W B N N N N NN N R NN
oooobb,b0o0o0o0ooooobbboooooooobobbobbooooooooboao
0000000000000 O000O0 NMR (300 MHzZ, CDCl3) 6 0.83 (dt, J = 4.1/2

.0 Hz, 2H), 1.06 (ddd, J = 8.5/4.0/2.2 Hz, 2H), 2.01 (dd, J = 8.7/4.7 Hz, 1H), 2
.13-2.23 (s, 6H), 2.45 (t, J = 6.2 Hz, 2H), 2.77 (s, 3H), 3.20 (t, J = 6.3 Hz, 2

H), 5.82 (s, 1H), 7.34 (d, J = 1.6 Hz, 1H), 8.01-8.22 (m, 2H), 8.43 (d, J = 2.3

Hz, 1H), 8.86 (s, 1H), 10.68 (s, 1H), 11.57 (s, 1H). MS m/z ([M+H]™) 379. MS m/z
([M-H]™) 377.
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, 1.20-1.38 (m, 2H), 1.77-1.88 (m, 2H), 2.24 (s, 6H), 2.50 (t, J = 6.3 Hz, 2H),
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2.75 (s, 3H), 3.22 (t, J = 6.4 Hz, 2H), 4.15 (t, J = 7.0 Hz, 2H), 5.83 (d, J = 4
.5 Hz, 1H), 7.38 (s, 1H), 7.48 (dd, J = 8.5/0.6 Hz, 1H), 7.87 (s, 1H), 8.09 (s,
1H), 8.12 (dd, J= 8.4, 1.6 Hz, 1H), 8.18 (d, J= 1.0 Hz, 1H), 10.52 (bs, 1H), 11.
55 (bs, 1H). MS m/z ([M+H]™) 434. MS m/z ([M-H]™) 432.
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H), 2.76 (s, 3H), 3.23 (t, J= 6.4 Hz, 2H), 7.51-7.57 (m, 2H), 7.59 (d, J = 3.9 H

z, 1H), 7.65-7.71 (m, 2H), 7.72-7.77 (m, 3H), 8.19 (bs, 2H), 8.63 (dd, J = 1.7/0

.6 Hz, 1H), 8.64 (s, 1H), 10.03 (d, J= 3.9 Hz, 1H), 12.42 (s, 1H). MS m/z([M+H]*

) 454. MS m/z([M-H]™) 452.
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80 (s, 3H), 3.19 (s, 6H), 3.24 (t, J = 6.4 Hz, 2H), 5.88 (d, J= 4.1 Hz, 1H), 6.7
0 (dd, J = 8.9/0.9 Hz, 1H), 7.36 (d, J = 1.0 Hz, 1H), 8.15 (d, J = 1.0 Hz, 1H),
8.42 (bs, 1H), 8.77 (dd, J= 2.5/0.9 Hz, 1H), 10.62 (d, J= 4.6 Hz, 1H), 11.60 (s,

1H). MS m/z ([M+H]") 382.
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2H), 2.30 (s, 3H), 2.52-2.58 (m, 1H), 2.94-3.01 (m, 1H), 4.09 (dd,
1H), 4.23 (dd, J = 3.7/9.9 Hz, 1H), 4.54-4.66 (m, 1H), 4.90-5.1
1 (m, 1H), 6.42 (s, 1H), 7.08 (s, 2H), 7.17 (dd, J = 1.5/8.4 Hz, 1H), 7.65 (d, J
1.5 Hz,

1H), 7.74 (s, 1H), 7.75 (d, J = 8.4 Hz, 1H), 8.18 (s, 1H), 8.49 (s,
H). MS m/z ([M+H]") 511.
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O00DO0O0O000MH NMR (400 MHz, DMSO-dg) & 1.44-1.59 (m, 2H), 1.63-1.91 (m, 6H
), 1.94-2.03 (m, 1H), 2.07-2.14 (m, 2H), 2.20-2.28 (m, 2H), 2.34 (s, 3H), 2.56-2

.66 (m, 1H), 3.00-3.08 (m, 1H), 4.21 (dd, J = 4.1/9.8 Hz, 1H), 4.48 (dd, J = 2.9
/9.8 Hz, 1H), 4.58-4.67 (m, 1H), 4.94-5.13 (m, 1H), 7.34 (s, 1H), 7.62 (s, 1H),

7.79 (d, J = 8.6 Hz, 1H), 8.10 (s, 1H), 8.13 (dd, J = 1.3/8.6 Hz, 1H), 8.45 (s,

1H), 8.48 (s, 1H), 8.53 (d, J = 1.3 Hz, 1H), 12.34 (s, 1H). MS m/z ([M+H]*) 491.
MS m/z ([M-H]™) 489.
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O TH NMR (400 MHz, DMSO-dg) 59 (m, 2H), 1.62-1.74 (m, 1H), 1.7
8-1.90 (m, 2H), 1.92-2.03 (m, 2H), 2.04-2.16 (m, 3H), 2.21-2.30 (m, 2H), 2.31 (s
, 3H), 3.00 (s, 3H), 3.12-3.24 (m, 1H), 3.61-3.96 (m, 1H), 3.95-4.07 (m, 1H), 4.
49-4.58 (m, 1H), 4.61-4.73 (m, 2H), 4.92-5.14 (m, 1H), 7.35 (s, 1H), 7.71-7.80 (
m, 1H), 7.83 (m, 1H), 7.85 (s, 1H), 8.09 (bs, 1H), 8.23 (s, 1H), 8.44 (bs, 1H),

8.57 (s, 1H), 9.89 (bs, 1H), 12.49 (bs, 1H). MS m/z ([M+H]*) 491. MS m/z ([M-H]™
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0000000000000 0000000000000000000000O0O0HNMR
(400 MHz, DMSO-dg) & 1.49-1.55 (m, 1H), 1.62-1.87 (m, 3H), 1.91-1.96 (m, 2H), 2
.14 (s, 4H), 2.27-2.33 (m, 1H), 2.63 (s, 1H), 2.81 (t, J = 6.4 Hz, 2H), 4.29-4.3
4 (m, 2H), 4.58 (s, 1H), 4.92 (s, 1H), 6.46 (s, 1H),7.14 (s, 2H), 7.49 (dd, J= 2
.3/1.2 Hz, 1H), 7.73 (s, 1H), 7.91 (d, J = 2.5 Hz, 1H), 8.55 (s, 1H). MS m/z ([M

+H]™) 428.
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0000000000000 NMR (400 MHz, CDClg) & 1.57 (dt, J = 13.4/4.3 Hz, 1
H), 1.75 (d, J = 12.4 Hz, 1H), 1.82-2.02 (m, 4H), 2.02-2.09 (m, 2H), 2.28 (s, 4H

), 2.50 (d, J = 11.7 Hz, 1H), 2.64 (d, J = 11.1 Hz, 1H), 2.81 (d, J = 11.8 Hz, 1
H), 2.94 (t, J = 6.4 Hz, 2H), 4.37-4.43 (m, 2H), 4.85 (dt, J = 5.2/2.6 Hz, 1H),
5.81 (s, 1H), 7.05 (s, 1H), 8.08 (s, 1H), 8.28 (dt, J = 2.2/1.0 Hz, 1H), 8.51 (d

, J = 2.4 Hz, 1H), 9.03 (s, 1H), 11.52 (s, 1H). MS m/z ([M+H]™) 408.
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000 NMR (400 MHz, CD50D) & 1.88-1.97 (m, 2H), 2.10 (dt, J= 10.5/6.1 Hz, 2H)

, 2.21-2.37 (m, 2H),2.69 (s, 3H), 2.84 (s, 3H), 2.98 (t, J = 6.4 Hz, 2H), 3.09 (
d, J = 12.8 Hz, 1H), 3.23 (d, J = 13.3 Hz, 1H), 3.60-3.66 (m, 2H), 4.46 (t, J =
5.1 Hz, 2H), 5.16 (s, 1H), 7.38 (s, 1H), 8.10 (s, 1H), 8.38 (s, 1H), 8.43 (s, 1H
). MS m/z ([M+H]™) 408. MS m/z ([M-H]™) 406.
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0000000000000 00000000000000000000000O0H NMR
(400 MHz, CDCl3) & 2.00-2.10 (m, 3H), 2.25-2.35 (m, 2H), 2.37 (s, 3H), 2.50 (dd
, J = 10.9/4.5 Hz, 1H), 2.82 (t, J = 6.4 Hz, 2H), 2.98-3.03 (m, 2H), 4.36-4.41 (
m, 2H), 5.01-5.05 (m, 1H), 5.66 (s, 1H), 6.04 (s, 1H), 7.25 (d, J = 1.1 Hz, 1H),
7.90 (s, 2H), 8.04 (d, J = 2.5 Hz, 1H), 8.24 (s, 1H). MS m/z ([M+H]") 414.
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oodn 0 000 ™ NMR (400 MHz, CDCl3) &6 2.02-2.17 (m, 3H), 2.32-2.39 (m, 2
H), 2.41 (s, 3H), 2.66 (dd, J = 10.8/4.9 Hz, 1H), 2.94 (t, J = 6.4 Hz, 2H), 2.97
-3.08 (m, 2H), 4.37-4.43 (m, 2H), 5.17 (dd, J= 7.7/3.9 Hz, 1H), 5.81-5.86 (m, 1H
), 7.00 (s, 1H), 8.08 (s, 1H), 8.30 (d, J = 2.4 Hz, 1H), 8.45 (s, 1H), 8.50 (d,
J = 2.3 Hz, 1H), 11.51 (s, 1H). MS m/z ([M+H]") 394.
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00O NMR (400 MHz, CD50D) & 2.10-2.12 (m, 2H), 2.42-2.60 (m, 2H), 2.71 (s, 3

H), 2.85-2.85 (m, 1H), 2.99 (t, J = 6.4 Hz, 2H), 3.04-3.10 (m, 4H), 3.45-3.53 (m
, 1H), 3.92-4.08 (m, 1H), 4.47 (t, J = 5.2 Hz, 2H), 5.55-5.56 (m, 1H), 7.23 (s,
1H), 8.17 (s, 1H), 8.36 (s, 1H), 8.48 (d, J = 2.4 Hz, 1H). MS m/z ([M+H]*) 394.
MS m/z ([M-H]™) 392.
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8 Hz, 3H), 1.92 (g, J = 5.8 Hz, 4H), 2.20 (q.
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J = 8.5 Hz, 1H), 2.29 (s, 3H), 2.5

4 (d, J = 11.1 Hz, 1H), 2.80 (t, J = 6.4 Hz, 2H), 2.96 (d, J = 7.4 Hz, 1H), 4.06
(dd, J = 9.8/4.5 Hz, 1H), 4.20 (dd, J = 9.9/3.8 Hz, 1H), 4.28-4.33 (m, 2H), 6.3

7 (s, 1H), 7.15 (s, 2H), 7.50 (d, J = 2.4 Hz,
5 Hz, 1H), 8.15 (s, 1H). MS m/z ([M+H]™) 428.
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00000000000 000000
0000000000 0000000
0Ooo0o0O00O0O000

000000000000 00000
00000000000 000000
(m, 4H), 2.21-2.32 (m, 1H), 2.45-2

= 6.4 Hz, 2H), 3.11 (s, 3H), 3.28-3.30 (m,

1H), 3.82 (dt, J= 11.9/6.2 Hz, 1H), 4.00-4.06 (m, 1H), 4.45-4.50 (m, 2H), 4.56
(dd, J = 11.3/6.3 Hz, 1H), 4.64 (dd, J = 11.1/3.4 Hz, 1H), 7.32 (s, 1H), 8.14 (s
, 1H), 8.36 (s, 1H), 8.45-8.49 (m, 1H). MS m/z ([M+H]*) 408. MS m/z ([M-H]™) 406
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, 7.59 (d, J = 7.8 Hz, 1H), 7.70-7.76 (m, 1H), 7.88 (bs, 1H), 8.13 (s, 1H), 8.38
(d, J= 2.4 Hz, 1H), 8.49 (d, J = 2.7 Hz, 1H), 8.63 (bs, 1H), 8.82 (d, J= 2.4 Hz
1H), 12.43 (s, 1H). MS m/z ([M+H]™) 402.
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2 (t, J = 6.4 Hz, 2H), 4.40 (t, J= 5.1 Hz, 2H), 5.64 (s, 2H), 7.40-7.48 (m, 1H),

7.55 (s, 1H), 7.61 (d, J = 7.8 Hz, 1H), 7.89-8.01 (m, 2H), 8.11-8.16 (m, 1H), 8
.54-8.60 (m, 2H), 8.61-8.67 (m, 1H), 9.03 (s, 1H). MS m/z ([M+H]™) 402. MS m/z (

[M-H]™) 400.
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H), 2.82 (t, J = 6.4 Hz, 2H), 2.93-3.06 (m, 1H), 4.00-4.11 (m, 1H), 4.21 (dd, J

= 10.5/4.8 Hz, 1H), 4.28-4.36 (m, 2H), 6.41 (s, 1H), 7.36 (s, 2H), 7.51 (dd, J =
2.5/1.1 Hz, 1H), 7.69 (s, 1H), 7.93 (d, J = 2.5 Hz, 1H), 8.65 (s, 1H). MS m/z
([M+HT) 416.
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(m, 2H), 2.31 (s, 3H), 2.84 (d, J = 4.9 Hz,

(199)

19 39.

0OoO0o00oo

000000000000 000O0000O00
000000000000 O00O0O0O0O0OO0O0
000000000000 00O0O0O0D0O0O00
000000000000 000O0000O00
000000000000 00O0O0O0ODOO0O0
00000000 NMR (400 MHz, DMSO-dg)

gad
gd
ud
oad
gd
o1

.36 (d, J

JP 2017-510564 A

ooooboDbOO0ooooooao
oooobDboooooooao

0000000000000
Ooo0O0O00O0O000000
6.8 Hz, 3H), 1.
3H), 2.88-2.93 (m, 6H), 3.98 (bs, 1H

2017.4.13

goo
oon

ooo
oono

O
O

O
O

95-2.04

), 4.32-4.41 (m, 2H), 4.54 (d, J = 5.5 Hz, 2H), 7.39 (s, 1H), 7.93 (s, 1H), 8.36
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H), 1.62-1.94 (m, 7H), 2.07-2.16 (m, 2H), 2.23-2.31 (m, 1H), 2.83-2.90 (m, 2H),

3.53-3.61 (m, 1H), 4.09-4.13 (m, 1H), 4.29-4.33 (m, 1H), 4.60-4.69 (m, 1H), 4.95
-5.15 (m, 1H), 7.34 (s, 1H), 7.63 (bs, 1H), 7.80 (d, J = 8.6 Hz, 1H), 8.11 (s,
H), 8.14 (dd, J = 1.5/8.6 Hz, 1H), 8.44 (bs, 1H), 8.49 (s, 1H), 8.52 (d, J = 1.5
Hz, 1H), 12.35 (bs, 1H). MS m/z ([M+H]™") 477.
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.35 (s, 1H), 7.72-7.81 (m, 3H), 8.14 (s, 1H), 8.16 (dd, J = 1.3/8.6 Hz, 1H), 8.4
9 (s, 2H), 8.86 (bs, 2H), 12.39 (s, 1H). MS m/z ([M+H]™) 477. MS m/z ([M-H]™) 47
5.

Ooo0oQ0oO
0000000000000 0000000C0O0O000000000000000000
0000000000000 0000000OC0OO0O0000000000000000000
0000000000000 000000000000O0000

Dooo0QoO

000000

Dooo0QoO

0000000000000 000000000000000000000000000
0000000000000 00000000000000000000
0000000000000 000000O0O0O0O000000000D0O0o0oOo0OOoO0On
0000000000000 0000000000000000000000000000
0000000000000 0000000OO0O0O000000000 -00000000
0000000000000 0000000000000000Y NMR (400 MHz, DMSO-
dg) & 1.68-1.80 (m, 2H), 2.12-2.24 (m, 2H), 3.55-3.61 (m, 1H), 3.77-3.87 (m, 2H
), 4.01 (dd, J = 3.9/11.1 Hz, 1H), 4.57-4.64 (m, 1H), 6.61-6.64 (m, 3H), 7.18 (d
d, J = 1.5/8.4 Hz, 1H), 7.60 (d, J = 1.5 Hz, 1H), 7.77 (d, J = 8.4 Hz, 1H), 7.99

(d, J = 11.6 Hz, 2H), 8.47 (s, 1H). MS m/z ([M+H]™) 400.
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5H), 1.87-1.97 (m, 1H), 2.13-2.24 (m, 3H), 2.30 (s, 3H), 2.51-2.60 (m, 1H), 2.9
4-3.02 (m, 1H), 3.55-3.61 (m, 1H), 3.79 (dd, J = 8.9/11.1 Hz, 1H), 3.82-3.88 (m,
1H), 4.01 (dd, J = 3.9/11.1 Hz, 1H), 4.08 (dd, J = 4.6/9.9 Hz, 1H), 4.22 (dd, J
= 3.9/9.9 Hz, 1H), 4.56-4.64 (m, 1H), 6.41 (s, 1H), 7.07 (s, 2H), 7.18 (dd, J
1.5/8.4 Hz, 1H), 7.65 (d, J = 1.5 Hz, 1H), 7.73 (s, 1H), 7.74 (d, J = 8.4 Hz, 1
H), 8.18 (s, 1H), 8.45 (s, 1H). MS m/z ([M+H]") 495.
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(bs, 1H), 3.04 (bs, 1H), 3.56-3.62 (m, 1H), 3.81 (dd, J = 8.9/11.0 Hz, 1H), 3.86
-3.89 (m, 1H), 4.04 (dd, J = 4.0/11.0 Hz, 1H), 4.21 (dd, J = 3.8/9.6 Hz, 1H), 4.
48 (dd, J = 2.8/9.9 Hz, 1H), 4.59-4.66 (m, 1H), 7.34 (s, 1H), 7.63 (bs, 1H), 7.7
9 (d, J = 8.6 Hz, 1H), 8.10 (s, 1H), 8.15 (dd, J = 1.5/8.6 Hz, 1H), 8.44 (s, 1H)
8.45 (bs, 1H), 8.55 (d, J = 1.3 Hz, 1H), 12.35 (s, 1H). MS m/z ([M+H]*) 475.
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09 (m, 2H), 4.48-4.57 (m, 1H), 4.61-4.73 (m, 2H), 7.35 (s, 1H), 7.72 (bs, 1H), 7
.81-7.91 (m, 2H), 8.18 (bs, 2H), 8.51 (s, 2H), 9.80 (bs, 1H), 12.43 (bs, 1H). MS
m/z ([M+H]") 475. MS m/z ([M-H]™) 473.
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2.53 (t, J= 6.5 Hz, 2H), 2.85 (t, J = 6.5 Hz, 2H), 4.27 (t, J = 6.0 Hz, 2H), 4.3
8-4.45 (m, 2H), 5.87 (s, 1H), 6.15 (s, 1H), 7.30 (d, J = 2.3 Hz, 1H), 8.01-8.10

(m, 3H), 8.20 (s, 1H). MS m/z ([M+H]") 416.

ooooon

goobobgobgobgobobobobob00o bbb bbb bUobUobobono
goooooooobooooooooooobboo oo oDboboooDboooooooodd
gogoobbobooobobouoobbooobbboooobboao

0 A 6 R A W A W A W A B A W N N N N R NN
gooobooooobooooobobooo bbb oo oboDbooo oD booooobboooao
gogooboooobbooooobbooobboo oo bboooDbbobooobbooo
I A B R B A W A B A W B N N N N NN N R NN
godooboboooobooooooboooo o bbb oD oo o oD boboooooooodao
goooboooooboooobooboooobboo oo boboooDbooooooooao
0000000000000 00000000000000000000000YH NMR (40
0 MHz, CDCl3) & 2.09 (m, 2H), 2.38 (s, 3H), 2.54 (m, 2H), 2.89-3.05 (m, 8H), 3.3
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Hz, 2H), 7.80 (d, J = 7.7 Hz, 2H), 8.02 (s, 1H), 8.13 (s, 1H), 8.33 (s, 1H), 8.
54 (s, 1H), 11.58 (s, 1H). MS m/z ([M+H]*) 396.
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1H NMR (400 MHz, DMSO-dg) & 1.89-2.08 (m, 4H), 2.25 (s, 3H), 2.75-2.90 (m, 3H),
3.25-3.32 (m, 2H), 4.08-4.21 (m, 2H), 4.27-4.36 (m, 2H), 6.36 (s, 1H), 7.08-7.15
(m, 2H), 7.50 (d, J = 2.4 Hz, 1H), 7.83 (s, 1H), 7.91 (d, J = 2.5 Hz, 1H), 8.28
(s, 1H). MS m/z ([M+H]") 414.
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15) 8 2.06-2.19 (m, 3H), 2.30-2.37 (m, 1H), 2.40 (s, 3H), 2.95-3.02 (m, 3H), 3.4

4-3.54 (m, 2H), 4.17 (dd, J= 10.2/3.4 Hz, 1H), 4.37 (dd, J= 10.2/3.4 Hz, 1H), 4.
40-4.47 (m, 2H), 5.90 (bs, 1H), 7.10 (s, 1H), 8.12 (s, 1H), 8.34 (dd, J = 2.3/1.
1 Hz, 1H), 8.56 (d, J = 2.4 Hz, 1H), 9.08 (bs, 1H), 11.55 (bs, 1H). MS m/z ([M+H
394.
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(m, 1H), 2.97 (t, J =

), 4.37-4.49 (m, 2H), 6.09 (d, J =
-8.32 (m, 1H), 8.53-8.58 (m, 1H), 10.61 (d, J
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MHz, CDCl3) & 1.62-1.69 (m, 6H), 2.03-2.10 (m, 3H), 2.32 (d, J = 7.4 H
z, 2H), 2.44-2.50 (m, 1H), 2.84 (t, J = 6.4 Hz, 2H), 3.27 (dd, J = 10.2/7.9 Hz,

0

22-2.29

(m,
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1H), 2.33 (s,

2H), 5.92 (s, 1H), 6.02 (s, 1H), 6.47 (s,

= 2.3/1.2 Hz, 1H), 7.94 (d, J = 2.4 Hz, 1H). MS m
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6H), 2.45 (d,
Hz, 1H), 2.98 (t, J = 6.4 Hz, 2H), 3.04-3.10
.38 (m, 1H), 3.40-3.46 (m, 1H), 4.40-4.48 (m, 2H), 5.87 (bs, 1H), 7.38 (s, 1H),
8.15 (s, 1H), 8.31 (d, J = 2.3 Hz, 1H), 8.56 (d, J= 2.4 Hz, 1H), 10.07 (bs, 1H),
11.50 (bs, 1H). MS m/z ([M+H]™) 421. MS m/z ([M-H]™) 419.
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1H NMR (400 MHz, DMSO-dg) & 1.26-1.42 (m, 1H), 1.53-1.67 (m, 1H), 1.67-1.77 (m,

1H), 1.87-1.99 (m, 3H), 2.30 (bs, 6H), 2.68-2.76 (m, 2H), 2.81 (t, J = 6.4 Hz, 2

H), 3.36 (m, 2H), 3.58 (m, 1H), 4.31 (t, J = 5.1 Hz, 2H), 6.24 (s, 1H), 6.72 (s,

2H), 7.45 (d, J = 2.5 Hz, 1H), 7.83 (bs, 1H), 7.88 (d, J= 2.5 Hz, 1H), 7.93 (bs
1H). MS m/z ([M+H]™) 441.
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00000000000 00000000000000000000000000000
000000 ™ NMR (400 MHz, CDClg) & 1.51-1.77 (m, 2H), 1.98-2.06 (m, 4H), 2.40

(s, 6H), 2.54-2.73 (m, 1H), 2.87-2.92 (m, 4H), 3.03 (bs, 1H), 3.34 (m, 1H), 4.3
2-4.43 (m, 2H), 6.25 (bs, 1H), 7.29 (s, 1H), 8.14 (s, 1H), 8.23 (d, J = 2.4 Hz,
1H), 8.54 (d, J= 2.4 Hz, 1H), 10.36 (bs, 1H), 11.72 (bs, 1H). MS m/z ([M+H]*) 42
1. MS m/z ([M-H]™) 419.
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0000000000000 O0D0000O0DO0D0D0ODN0O0ODO0OONOO0ODO0ODOONOoOnaGO
0000000000000 O00000O0DO00DO0ONO0ODOO0DOO0DOOoOooOooOonag
0000000000 0000000000000O000% NMR (400 MHz, DMSO-dg) & 1
.72 (p, J = 10.4 Hz, 1H), 1.88-1.99 (m, 2H), 2.06-2.15 (m, 1H), 2.18 (s, 6H), 2.

60-2.69 (m, 1H), 2.80 (t, J = 6.4 Hz, 2H), 3.34-3.42 (m, 2H), 3.43-3.62 (m, 2H),
4.26-4.34 (m, 2H), 6.03 (s, 1H), 6.76 (s, 2H), 7.41 (d, J = 2.5 Hz, 1H), 7.77-7
.84 (m, 2H), 7.85 (d, J = 2.5 Hz, 1H). MS m/z ([M+H]") 427.
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0000 T NMR (400 MHz, CDClg) & 2.00-2.08 (m, 3H), 2.20-2.28 (m, 1H), 2.32 (s,

6H), 2.90-2.97 (m, 3H), 3.25-3.40 (m, 4H), 4.37-4.45 (m, 2H), 5.80 (d, J = 4.7
Hz, 1H), 7.37 (s, 1H), 8.12 (s, 1H), 8.28 (dt, J = 2.3/1.1 Hz, 1H), 8.54 (d, J =
2.4 Hz, 1H), 9.96 (bs, 1H), 11.46 (bs, 1H). MS m/z ([M+H]™) 407. MS m/z ([M-H]™

) 405.
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1H NMR (400 MHz, CDCl3) & 1.42 (d, J = 6.1 Hz, 3H), 2.00-2.10 (m, 2H), 2.24 (s,

6H), 2.29 (dd, J = 13.0/3.0 Hz, 1H), 2.67-2.98 (m, 3H), 4.31-4.52 (m, 2H), 4.60
(m, 1H), 5.32 (s, 1H), 6.11 (s, 1H), 7.29 (dd, J = 2.3/1.1 Hz, 1H), 7.73 (s, 2H)
8.07 (d, J = 2.5 Hz, 1H), 9.15-9.36 (m, 1H). MS m/z ([M+H]") 416.
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0000000000000 00000000O0O0O00000000000000000
000000000 NMR (400 MHz, CDClg) & 1.53 (d, J = 6.1 Hz, 3H), 2.03-2.15
(m, 2H), 2.32 (s, 6H), 2.46 (dd, J = 13.0/3.9 Hz, 1H), 2.86 (dd, J = 13.0/8.7 Hz
, 1H), 2.99 (t, J = 6.4 Hz, 2H), 4.35-4.51 (m, 2H), 4.70-4.80 (m, 1H), 5.78 (s,
1H), 7.14 (s, 1H), 8.11 (s, 1H), 8.36 (d, J = 2.4 Hz, 1H), 8.55 (d, J= 2.4 Hz, 1

H), 9.08 (s, 1H), 11.45 (s, 1H). MS m/z ([M+H]*) 396.
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0000000000000 000007 NMR (400 MHz, DMSO-dg) & 1.08-1.40 (m, 4H

), 1.96-2.02 (m, 2H), 2.31 (s, 3H), 2.83-2.95 (m, 8H), 3.65-3.80 (m, 1H), 4.35 (

t, J = 4.9 Hz, 2H), 5.28 (bs, 1H), 7.40 (bs, 1H), 7.72-7.91 (m, 2H), 8.21 (bs, 1
H), 8.40 (bs, 1H), 8.80 (bs, 1H), 9.61 (bs, 1H), 12.53 (bs, 1H). MS m/z ([M+H]")
396. MS m/z ([M-H]™) 394.
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00000000 NMR (400 MHz, CDCl) & 1.01 (d, J = 6.7 Hz, 3H), 1.99-2.08 (m

, 2H), 2.25 (s, 6H), 2.83 (t, J = 6.4 Hz, 2H), 3.09-3.16 (m, 1H), 3.92 (t, J = 9
.8 Hz, 1H), 4.16 (dd, J = 10.0/4.3 Hz, 1H), 4.35-4.43 (m, 2H), 5.80 (s, 1H), 6.0
8 (s, 1H), 7.30 (d, J = 2.8 Hz, 1H), 8.03-8.10 (m, 3H), 9.31 (s, 1H). MS m/z ([M

+H]*) 416.
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00D00O0O0000M NMR (400 MHz, CDClg) & 1.09 (d, J = 6.7 Hz, 3H), 2.02-2.11
(m, 2H), 2.32 (s, 6H), 2.97 (t, J = 6.5 Hz, 2H), 3.20 (bs, 1H), 4.04 (t, J = 9.3
Hz, 1H), 4.31 (dd, J = 9.7/4.4 Hz, 1H), 4.42 (t, J = 5.1 Hz, 2H), 5.78 (bs, 1H)
7.06 (s, 1H), 8.10 (s, 1H), 8.33 (d, J = 2.4 Hz, 1H), 8.55 (d, J = 2.4 Hz, 1H)
9.35 (bs, 1H), 11.51 (bs, 1H). MS m/z ([M+H]") 396.

O O

0000000000000 0000000000000
000000000000 000000000000000
0000000 D0000000

000000000000 00000000000000
000000000000 00000000000000
00 O TH NMR (400 MHz, DMSO-dg) & 1.37 (d, J = 6.8 Hz, 3H)
, 1.96-2.09 (m, 2H), 2.34 (s, 3H), 2.83-2.95 (m, 8H), 3.97-4.04 (m, 1H), 4.35-4.
38 (m, 2H), 4.52-4.59 (m, 2H), 7.41 (s, 1H), 7.95 (s, 2H), 8.27 (s, 1H), 8.55 (s
1H), 8.70 (s, 1H), 9.85 (bs, 1H). MS m/z ([M+H]*) 396. MS m/z ([M-H]™) 394.
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000000 D0O000MS m/z ([M+H]™) 416.
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00000000 NMR (400 MHz, DMSO-dg) & 0.99 (d, J = 6.7 Hz, 3H), 1.95-2.02

(m, 2H), 2.22 (s, 6H), 2.90 (t, J = 6.4 Hz, 2H), 3.09 (bs, 1H), 4.07 (t, J = 9.6
Hz, 1H), 4.31-4.37 (m, 2H), 4.41 (dd, J = 10.2/4.4 Hz, 1H), 7.31 (s, 1H), 7.54
(bs, 1H), 8.11 (d, J = 0.9 Hz, 1H), 8.40 (d, J = 2.4 Hz, 1H), 8.86 (d, J = 2.4 H
z, 1H), 8.90 (bs, 1H), 12.37 (s, 1H). MS m/z ([M+H]") 396.
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000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O00000000000000000000000000
000000000000 000O0000O0000O00000
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000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
00000000000000000 NMR (400 MHz, CDL0D) & 1.45 (d, J = 6.8 Hz,
3H), 2.06-2.17 (m, 2H), 2.71 (s, 3H), 2.88-2.97 (m, 3H), 2.98-3.09 (m, 5H), 3.9

7-4.02 (m, 1H), 4.45-4.54 (m, 3H), 4.65 (dd, J = 11.8/3.9 Hz, 1H), 7.36 (s, 1H),
8.14 (s, 1H), 8.40 (s, 1H), 8.48 (d, J = 2.3 Hz, 1H). MS m/z ([M+H]*) 396. MS m
/z ([M-H]™) 394.
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0000000000000 00000000O0D000000000000000000
0000000000000 0000000O0O0D000000000000000000
0000000000000 000000O0O0O0O000000000D0O0o0oOo0OOoO0On
0000000000000 000000000000000000000O02H NVMR (40
0 MHz, CDCl3) & 1.57 (t, J = 7.2 Hz, 3H), 2.24 (s, 6H), 2.50 (t, J = 6.3 Hz, 2H)
, 2.80 (s, 3H), 3.24 (t, J = 6.4 Hz, 2H), 4.41 (q, J = 7.3 Hz, 2H), 5.98 (bs, 1H

), 7.45 (s, 1H), 7.91 (s, 1H), 7.96 (dd, J = 12.7/1.3 Hz, 1H), 8.09 (d, J = 1.3
Hz, 1H), 8.18 (s, 1H), 10.57-10.76 (m, 1H), 11.68 (bs, 1H). MS m/z ([M+H]") 424.
MS m/z ([M-H]™) 422.
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0000000000000 00000000O0O0O00000000000000000
0000000000000 0000000O0C0O000000000000000000
0000000000000 000000000000 NMR (400 MHz, CDZ0D) & 2.25
(s, 6H), 2.52 (t, J = 7.0 Hz, 2H), 2.81 (d, J = 3.1 Hz, 3H), 3.28 (t, J = 7.0 H
z, 2H), 3.98 (s, 3H), 6.93 (d, J = 8.9 Hz, 1H), 7.44 (s, 1H), 8.22 (s, 1H), 8.24
(d, J = 5.8 Hz, 1H), 8.71 (d, J= 2.4 Hz, 1H). MS m/z ([M+H]") 369. MS m/z ([M-H

1) 367.
gooooao
I A 0 A N R A A B A W A B A W A N N N R NN
I I s I A I 6 A A R Y R 0 R A O W O N R W A
gooooao
ooooon
H
i~N (0]
N Z NH, l
N NN
A I I
Example 229
ooooon
godooboboooobooooooboooo o bbb oD oo o oD boboooooooodao
goooboooooboooobooboooobboo oo boboooDbooooooooao
0 A W A W A B A W A A W N A N N NN NN
goobobgobgobgobobobobob00o bbb bbb bUobUobobono
0000000000000 D000Y™ NMR (400 MHz, CD50D) 6 2.36 (s, 6H), 2.62-2.6
6 (m, 2H), 2.85 (s, 3H), 3.32-3.38 (m, 2H), 7.55 (s, 1H), 7.60 (dd, J = 8.0/4.9

Hz, 1H), 8.27 (s, 1H), 8.39 (d, J = 8.0 Hz, 1H), 8.60 (dd, J = 4.9/1.6 Hz, 1H),
9.10 (bs, 1H). MS m/z ([M+H]™) 339. MS m/z ([M-H]™) 337.
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-2.09 (m, 4H), 2.27 (s, 6H), 2.52 (t, J = 6.4 Hz, 2H), 2.80 (s, 3H), 3.25 (t, J
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= 6.4 Hz, 2H), 3.38-3.45 (m, 4H), 5.93-6.04 (m, 1H), 7.40 (s, 1H), 7.65 (dd, J

2.9/1.8 Hz, 1H), 8.03 (d, J =

H)
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1,) & 1.28 (s, 12H), 1.78-2.47 (m, 8H), 4.86 (bs, 1H), 7.53 (bs, 1H), 7.83 (bs,

1H), 8.38 (bs, 2H). MS m/z ([M+H]*) 313.
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m, 2H), 1.97-2.08 (m, 2H), 2.18-2.26 (m, 8H), 2.45-2.50 (m, 2H), 2.74 (s, 3H), 3

.17-3.22 (m, 2H), 4.73 (g, J = 7.1 Hz, 1H), 5.83 (bs, 1H), 7.38 (s, 1H), 7.52 (d
, J =8.5Hz, 1H), 7.95 (s, 1H), 8.05-8.15 (m, 2H), 8.17 (d, J = 1.6 Hz, 1H), 10
58 (bs, 1H), 11.54 (bs, 1H). MS m/z ([M+H]") 446. MS m/z ([M-H]") 444.
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2.95-3.15 (m, 1H), 4.08-4.19 (m, 2H), 5.58-5.68 (m, 1H), 6.16 (s, 1H), 7.12 (dd

, J =8.4/1.7 Hz, 1H), 7.33-7.38 (m, 1H), 7.74 (dd, J = 1.7/0.6 Hz, 1H), 7.88 (d
, J=7.9 Hz, 2H), 7.96 (s, 1H), 8.70 (s, 1H). MS m/z ([M+H]™) 473.
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0000000000000 000000000000000000000O02H NMR (40
0 MHz, DMSO-dg) & 1.20-1.36 (m, 1H), 1.47-1.57 (m, 2H), 1.66-1.79 (m, 3H), 1.84-
2.01 (m, 8H), 2.07-2.10 (m, 2H), 2.35 (s, 3H), 3.05 (s, 1H), 4.20-4.23 (m, 1H),

4.35-4.57 (m, 2H), 7.34 (s, 1H), 7.63 (s, 1H), 7.75 (d, J = 8.7 Hz, 1H), 8.13 (d
J= 5.2 Hz, 2H), 8.39 (s, 1H), 8.46 (s, 1H), 8.53 (s, 1H), 12.35 (s, 1H). MS m/

z ([M+H]") 473.
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2.10-2.18 (m, 3H), 2.30-2.34 (m, 1H), 2.35 (s, 3H), 3.01 (s, 3H), 3.19-3.21 (m
1H), 3.99-4.06 (m, 1H), 4.53-4.73 (m, 3H), 7.41 (s, 1H), 7.90 (s, 2H), 8.05 (d
J = 8.7 Hz, 1H), 8.18 (d, J = 8.6 Hz, 1H), 8.38 (s, 1H), 8.59 (s, 1H), 9.11 (s
1H), 9.95 (bs, 1H). MS m/z ([M+H]™) 473. MS m/z ([M-H]™) 471.
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1.66-1.87 (m, 6H), 1.92-2.02 (m, 4H), 2.52 (s, 1H), 2.71-2.78 (m, 2H), 3.01 (d,
J = 8.1 Hz, 1H), 3.97-4.11 (m, 1H), 4.15 (dd, J = 9.6/2.4 Hz, 1H), 4.24-4.40 (m,

1H), 5.56 (s, 1H), 6.02 (s, 1H), 7.21 (dd, J = 2.3/1.1 Hz, 1H), 7.85-8.18 (m, 3
H), 8.72 (s, 1H). MS m/z ([M+H]™) 428.
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000000000000 0000000000000000000000O02H NMR (40
0 MHz, DMSO-dg) & 1.72-1.89 (m, 3H), 1.95-2.05 (m, 3H), 2.25-2.45 (m, 4H), 2.89

(t, J = 6.4 Hz, 2H), 3.03-3.19 (m, 2H), 4.20-4.28 (m, 1H), 4.34 (dd, J= 5.8/4.4

Hz, 2H), 4.47 (dd, J= 10.1/3.5 Hz, 1H), 7.32 (s, 1H), 7.67 (bs, 1H), 8.12 (d, J

= 0.9 Hz, 1H), 8.40 (d, J = 2.4 Hz, 2H), 8.86 (d, J = 2.4 Hz, 1H), 12.40 (s, 1H)
MS m/z ([M+H]") 408.

gooooaad
ooocooobooboooooooooobobboboooooooobobobobooooooooobooao
gooooooooboogogooboogoboboboooboboooobboooboboooooboao
gooooooooooooooooobobobooooboogoao
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
ooocoobobooooooooobbbooooooooobobbobobooooooooboao
0000000000000 000O0O0* NMR (400 MHz, DMSO-dg) & 1.89-2.03 (m, 4H

). 2.07-2.15 (m, 1H), 2.27-2.36 (m, 4H), 2.89 (m, 2H), 2.98 (t, J = 4.4 Hz, 3H),
3.14-3.25 (m, 1H), 3.60-3.71 (m, 1H), 3.97-4.06 (m, 1H), 4.35 (m, 2H), 4.49 (dd
, J =3.2/11.5 Hz, 1H), 4.66 (dd, J = 3.2/11.5 Hz, 1H), 7.33 (s, 1H), 7.71-7.88
(m, 1H), 7.93 (s, 1H), 8.33 (s, 2H), 8.75 (s, 1H), 9.84 (bs, 1H), 12.65 (bs, 1H)
MS m/z ([M+H]*) 408. MS m/z ([M-H]™) 406.
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1H NMR (400 MHz, CDCl5) & 1.23-1.48 (m, 5H), 1.60-1.69 (m, 1H), 1.72-1.84 (m, 2H
), 2.02-2.06 (m, 2H), 3.80-3.88 (m, 1H), 7.31 (dd, J= 13.2/2.4 Hz, 1H), 8.14 (dd
J= 2.4/1.8 Hz, 1H). MS m/z ([M+H]") 317.
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00000000000 ™ NMR (400 MHz, CDCl3) & 1.48-1.55 (m, 4H), 1.78-1.89 (m,
6H), 1.98-2.05 (m, 4H), 2.26 (d, J = 12.3 Hz, 2H), 2.37 (s, 3H), 2.58-2.65 (m,

1H), 3.00-3.15 (m, 1H), 4.18-4.28 (m, 2H), 5.66 (s, 1H), 6.25 (s, 1H), 7.21 (dd,
J = 8.4/1.7 Hz, 1H), 7.42-7.47 (m, 1H), 7.84 (d, J= 1.8 Hz, 1H), 8.03 (d, J = 2

6.5 Hz, 3H), 8.82 (s, 1H). MS m/z ([M+H]*) 493.
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0000000000000 000000000O0O00000000000000000
0000000000000 0000000C0O000000000000O02H NVMR (400
MHz, DMSO-dg) & 1.23-1.41 (m, 1H), 1.45-1.62 (m, 2H), 1.68-1.78 (m, 3H), 1.83-2

.02 (m, 6H), 2.04-2.15 (m, 2H), 2.25 (q, J = 8.7 Hz, 1H), 2.34 (s, 3H), 2.58-2.6
4 (m, 1H), 2.99-3.09 (m, 1H), 4.15-4.26 (m, 1H), 4.36-4.53 (m, 2H), 7.34 (s, 1H)
, 7.59-7.66 (m, 1H), 7.76 (d, J = 8.6 Hz, 1H), 8.13 (d, J = 10.1 Hz, 2H), 8.39 (

s, 1H), 8.46 (d, J = 2.7 Hz, 1H), 8.54 (d, J = 1.7 Hz, 1H), 12.35 (s, 1H). MS m/
z ([M+H]) 473.
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)& 1.25-1.32 (m, 1H), 1.45-1.60 (m, 2H), 1.70-1.80 (m 1H), 1.85-2.00 (m, 6H),

2.10-2.14 (m, 3H), 2.34 (s, 3H), 3.01 (s, 3H), 3.17-3.24 (m, 2H), 3.65-3.69 (m,

2H), 4.50-4.59 (m, 2H), 4.65-4.70 (m, 1H), 7.40 (s, 1H), 7.89 (s, 2H), 8.00 (d,

J= 8.7 Hz, 1H), 8.16 (d, J = 8.6 Hz, 1H), 8.34 (s, 1H), 8.56 (s, 1H), 9.00 (s, 1
H), 9.90 (s, 1H). MS m/z ([M+H]™) 473. MS m/z ([M-H]™) 471.
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14 NMR (400 MHz, CDClg) & 0.97 (t, J = 7.3 Hz, 3H), 1.37 (s, 12H), 1.57-1.80
(m, 2H), 2.53-2.69 (m, 2H), 7.94 (s, 1H), 8.52 (s, 1H), 8.80 (s, 1H).MS m/z ([M
H 248.
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1.69-1.82 (m, 2H), 2.24 (s, 6H), 2.43-2.55 (m, 2H), 2.72-2.80 (m, 2H), 2.84 (s,

3H), 3.26-3.34 (m, 2H), 7.53 (s, 1H), 8.25 (t, J = 2.1 Hz, 1H), 8.27 (d, J= 1.9

Hz, 1H), 8.45 (d, J = 2.1 Hz, 1H), 8.92 (d, J = 2.1 Hz, 1H). MS m/z ([M+H]*) 381
MS m/z ([M-H]™) 379.
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(221)

JP 2017-510564 A 2017.4.13

0000000 COOOM™ NMR (400
4.09-4.13 (m, 2H), 7.58 (d, J =

3.3 Hz, 1H), 8.28 (t, J = 3.3 Hz, 1H), 8.46 (d, J = 3.6 Hz, 1H). MS m/z ([M+H]™)
250.
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.0 Hz, 3H), 2.26 (s, 6H), 2.52 (t, J = 6.5 Hz, 2H),
.5 Hz, 2H), 4.21 (q, J = 7.0 Hz, 2H), 6.17 (s, 1H),
2.8/1.8 Hz, 1H), 8.18 (s, 1H), 8.32 (d, J = 2.8 Hz, 1H), 8.66 (d, J = 1.9 Hz, 1H
), 10.63 (s, 1H), 11.74 (s, 1H). MS m/z ([M+H]") 383. MS m/z ([M-H]™) 381.
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d, J = 10.4/2.6 Hz, 1H), 4.26-4.36 (m, 3H), 6.36 (s, 1H), 7.42 (s, 2H), 7.52 (d,
J = 2.5 Hz, 1H), 7.73 (s, 1H), 7.93 (d, J = 2.5 Hz, 1H), 8.41 (s, 1H). MS m/z (

[M+H]") 442.
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0000000000000 00000000O0O0O00000000000000000
00000 NMR (400 MHz, DMSO-dg) & 1.25-1.35 ( m, 1H), 1.50 (d, J = 12.7 Hz,
1H), 1.61 (d, J = 12.6 Hz, 1H), 1.66-1.80 (m, 3H), 1.96-2.02 (m, 2H), 2.12-2.17
(m, 1H), 2.20-2.29 (m, 4H), 2.85-2.93 (m, 3H), 4.29-4.37 (m, 3H), 4.41-4.48 (m,
1H), 7.60 (s, 1H), 8.11 (s, 2H), 8.40 (d, J = 2.4 Hz, 1H), 8.57 (s, 1H), 8.86 (

d, J = 2.4 Hz, 1H), 12.37 (s, 1H). MS m/z ([M+H]™) 422.
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, 3.48-3.65 (m, 1H), 4.34-4.48 (m, 2H), 4.75 (m, 1H), 7.04 (s, 1H), 7.16 (s, 1H)
, 7.29 (s, 1H), 7.89 (bs, 1H), 7.96 (s, 1H), 8.38 (bs, 1H), 8.73 b(s, 1H). MS m/
z ([M+H]™) 422. MS m/z ([M-H]™) 420.
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6H), 2.46 (t, J = 6.3 Hz, 2H), 2.77 (s, 3H), 2.89 (t, J = 6.3 Hz, 2H), 2.98 (t,

J = 6.4 Hz, 2H), 3.20 (t, J = 6.3 Hz, 2H), 5.99 (bs, 1H), 7.33 (s, 1H), 8.12 (d
, J=2.2 Hz, 1H), 8.14 (s, 1H), 8.80 (d, J = 2.2 Hz, 1H), 10.66 (bs, 1H), 11.66
(bs, 1H). MS m/z ([M+H]*) 393. MS m/z ([M-H]™) 391.
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ooon
S. aureus E. feacalis E. feacium S. Agalactiae
il DItA DItA DItA DItA
1Cs0 (UM) ICso (UM) 1Cso (WM) 1Cso (UM)
2 0.066 0.018 0.086 0.50
3 0.20 0.052 0.10 1.4
4 0.52 0.38 2.2 3.1
6 0.011 0.018 0.029 0.18
10 0.16 0.072 0.12 3.8
11 0.0014 0.019 0.03 0.26
19 0.033 0.46 1.8 1.9
20 0.012 0.056 0.17 0.29
24 0.038 0.57 3.7 5.2
34 0.11 0.079 0.17 0.38
36 0.08 0.17 1.1 3.8
43 0.085 0.03 0.17 6.3
44 0.049 0.071 0.096 1.5
55 0.25 0.15 0.36 0.76
58 0.18 0.12 0.23 8.6
61 0.24 0.11 0.23 4.7
63 0.049 0.043 0.083 2.0
64 0.065 0.027 0.068 0.71
65 0.066 0.036 0.14 1.8
77 0.077 0.041 0.11 1.3
78 0.21 0.17 0.59 5.4
88 0.033 0.026 0.079 0.69
92 0.19 0.24 0.60 8.2
104 0.053 0.084 0.39 2.4
106 0.034 0.018 0.076 0.50
111 0.28 0.61 1.1 11
117 0.023 0.016 0.027 0.56
122 0.059 0.031 0.082 1.8
123 0.0069 0.0082 0.041 0.97
126 0.057 0.056 0.24 1.8
127 0.025 0.0029 0.018 0.14
130 0.073 0.036 0.17 0.79
131 0.075 0.04 0.23 1.9
134 0.25 0.024 0.12 1.1
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ooon
S. aureus E. feacalis E. feacium S. Agalactiae
S i 51 DItA DItA DItA DItA
1Cs (ULM) ICso (LM) ICs0 (UM) ICsp (UM)
135 0.017 0.069 0.045 0.84
136 0.0057 0.0043 0.025 0.36
142 0.016 0.015 0.073 0.92
144 0.039 0.017 0.12 0.63
152 0.013 0.016 0.058 2.2
161 0.013 0.0081 0.069 1.2
163 0.014 0.0054 0.034 0.78
165 0.029 0.026 0.09 2.2
171 0.015 0.0067 0.04 0.35
176 0.94 0.035 0.19 2.3
177 0.17 0.045 0.32 1.1
181 0.051 0.0092 0.16 0.18
182 0.0048 0.0045 0.059 0.48
198 0.0068 0.0083 0.073 1.4
200 0.022 0.071 0.8 5.4
202 0.11 0.095 0.19 2
203 0.028 0.0073 0.11 0.35
204 0.017 0.012 0.058 1.4
205 0.14 0.0092 0.03 4.3
208 0.23 0.061 0.28 1.9
210 0.0062 0.0051 0.036 0.15
211 0.024 0.0068 0.002 0.47
214 0.004 0.004 0.032 0.39
215 0.0008 0.0014 0.0057 0.086
222 0.047 0.009 0.067 0.18
227 0.032 0.03 0.083 1.3
230 0.064 0.03 0.28 2.1
233 0.0065 0.0047 0.024 0.13
236 0.0004 0.0014 0.0036 0.091
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