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2H), 4.22-3.98 (m, 6H), 3.85-3.72 (m, 4H), 3.56 (s, 3H), 1.46 (s, 9H). LCMS: M+
H+ =425.20
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(dd, J = 6.1, 3.0 Hz, 1H), 7.75 (dd, J = 5.9, 2.9 Hz, 1H), 5.12 (s, 1H), 4.23 (s

, 4H), 4.06 (d, J = 8.1 Hz, 2H), 3.93-3.78 (m, 4H), 3.59 (s, 3H), 3.40 (t, J =
1.3 Hz, 2H), 3.32 (q, J = 7.5 Hz, 2H), 2.86 (s, 2H), 2.55 (s, 3H), 2.15 (s, 2H),
1.97 (s, 2H), 1.79 (d, J = 11.6 Hz, 2H), 1.63 (d, J = 16.4 Hz, 2H), 1.43 (t, J
.5 Hz, 3H). LCMS: M+H" = 547.30
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H), 4.23 (s, 4H), 3.95-3.80 (m, 5H), 3.80- 3.57 (m, 5H), 3.56-3.43 (m, 1H), 3.32
(q, J = 7.5 Hz, 2H), 2.21-2.04 (m, 5H), 2.04-1.87 (m, 2H), 1.43 (t, J= 7.5 Hz,
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7.83 (d, J = 7.3 Hz, 1H), 7.77 (d, J = 7.9 Hz, 1H), 7.25-7.20 (m, 2H), 5.38 (dd

,J =11.5, 5.8 Hz, 1H), 4.22 (s, 4H), 3.92 (dt, J= 13.8, 6.9 Hz, 1H), 3.85 (d,

J= 5.2 Hz, 6H), 3.62 (s, 3H), 3.32 (t, J= 12.8 Hz, 2H), 3.27-3.19 (m, 2H), 2.84

(d, J = 13.3 Hz, 2H), 2.56 (s, 1H), 2.18 (t, J = 13.2 Hz, 2H), 2.05 (d, J = 10.6
Hz, 2H), 1.45 (d, J = 6.8 Hz, 6H). LCMS: M+H*= 581.20
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7.83 (dd, J = 6.9, 2.0 Hz, 1H), 7.77 (dd, J = 6.8, 1.9 Hz, 1H), 7.25-7.19 (m, 2

H), 5.41 (t, J = 5.8 Hz, 1H), 4.22 (s, 4H), 4.05-3.76 (m, 9H), 3.61 (s, 3H), 3.4
1 (td, J = 11.3, 2.1 Hz, 2H), 3.29-3.15 (m, 2H), 2.42-2.28 (m, 1H), 1.71 (d, J=
12.3 Hz, 2H), 1.50-1.33 (m, 8H). LCMS: M+H*= 533.30
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0000, 00,00000000000000000000000000000000
000000, 00,000000000000000000000000000000
00000000 NMR (400 MHz, CDClZ) & 7.83 (dd, J = 6.9, 2.0 Hz, 1H), 7.77
(dd, J = 6.8, 1.9 Hz, 1H), 7.25-7.20 (m, 2H), 5.41 (p, J = 5.8 Hz, 1H), 4.21 (s,

4H), 3.95 (ddd, J= 20.5, 14.5, 7.9 Hz, 3H), 3.87-3.79 (m, 4H), 3.61 (s, 3H), 3.
48-3.37 (m, 2H), 2.56 (s, 2H), 1.44 (d, J = 6.8 Hz, 6H), 1.17 (s, 6H). LCMS: M+H
+ = 521.30
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= 7.5 Hz, 3H), 1.17 (d, J = 6.7 Hz, 7H). LCMS: M+H" =533.30
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.56 (s, 1H), 4.87-4.70 (m, 1H), 4.65-4.38 (m, 2H), 4.24 (d, J= 21.2 Hz, 5H), 3.9

3 (q, J = 6.8 Hz, 1H), 3.88-3.77 (m, 4H), 3.66 (s, 3H), 3.48-3.34 (m, 5H), 1.48
(t, J = 7.5 Hz, 3H), 1.42 (d, J = 6.8 Hz, 3H). LCMS: M+H" = 521.30
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, J = 6.6, 3.3 Hz, 1H), 4.61 (s, 1H), 4.47 (s, 1H), 4.27 (d, J= 54.7 Hz, 6H), 3.
89-3.80 (m, 3H), 3.65 (s, 3H), 3.37 (g, J = 7.5 Hz, 2H), 2.49 (dt, J = 13.6, 6.8
Hz, 1H), 1.45 (t, J = 7.5 Hz, 1H), 1.25 (s, 1H), 1.15 (d, J = 6.8 Hz, 3H). LCMS

: M+H* = 505.20 10
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(s, 4H), 3.91-3.81 (m, 6H), 3.62 (s, 3H), 3.32 (q, J = 7.5 Hz, 2H), 3.26-3.18 (
m, 2H), 3.17-3.06 (m, 2H), 2.67 (t, J = 11.1 Hz, 2H), 2.32 (d, J = 8.0 Hz, 1H),
2.16-2.05 (m, 2H), 1.84-1.71 (m, 2H), 1.43 (t, J = 7.5 Hz, 3H). LCMS: M+H* = 551

.20

gboooaod
ugbdodboooouobuoboboobooouobuobobobobooobouobuobobaa
gooobobooooobooooobooooooobooooobooboooobbooooboOooo 30
gbooooboao
ugbdooboogooobouobobobooboooobobobobooboooboobobobaa
ooooboooooobooooobooooooobooooobooooobooboooobooo
gobooooooogoobgobobobooooboboboboboooobuobobao

14 NMR (400 MHz, CDClZ) & 7.96 (d, J = 8.1 Hz, 1H), 7.74 (d, J= 7.5 Hz, 1H), 5.
17 (d, J = 3.8 Hz, 1H), 4.23 (s, 4H), 3.91-3.79 (m, 5H), 3.60 (s, 3H), 3.32 (q.

J = 7.5 Hz, 2H), 3.24-3.10 (m, 2H), 2.83 (t, J = 10.7 Hz, 2H), 2.14 (s, 2H), 1.8
9-1.73 (m, 2H), 1.43 (t, J= 7.5 Hz, 4H). LCMS: M+H" =463.20

0ooooon

000000000000 00000000000000000000000000000 40
0000000000000 O000000000000000000000000000
00000000000 0000000000000
0000000000000000000000000000000000000000
0000000000000 O0000000000000000000000000

0ooooo



ogoooad

OoooooQgooooao
Ooo0oooOgooooao
OO0 ooogo4Qgogoooao
Ooooo4goooao
Ooo0oooOgooooao

ugbooaod

Oooo0ooogoao

O

O
O
O
]
O
O

OO

O
O
O

O
O
O
O
O
O

OO

O
O

00000O0000000000
000000000000 000
0 Suzuki 00 O0O0O0O0O0O0OO
8 (s, 1H), 7.33 (dd, J = 8.7,

(s, 1H), 5.13 (s, 1H), 4.24 (s, 4H), 4.05 (d, J = 11.0 Hz, 2H), 3.90-3.78 (m, 4
H), 3.61 (s, 3H), 3.40 (t, J = 11.6 Hz, 2H), 2.84 (s, 2H), 2.62-2.46 (m, 3H), 2.

14 (s, 2H), 1.97 (t, J = 13.0 Hz, 2H), 1.79 (d, J = 11.9 Hz, 2H), 1.64 (dt, J

10.9, 7.4

OoOoo0ooooQgdg
Oo0Oo0oo|jod
OO0Oo0oo|jgdg
Oo0Oo0ooojgg
Oo0Oo0ooo|jgodg
Oo0Oo0oo|jod

Hz, 2H). LCMS: M+H*

gboooboooooan
ooooooooano
gboboboooonon
gbooobooooonn
goooooogooano

O
g
g

3.

) JP 5555378 B2 2014.7.23

10
ooooooooobooooooboooooooooan
gooboooooooocoooboooooobooo
goooOocoooboooooboobooooobood

gooooooobooooboooooooooan
goooocoooboooooboooooooooan

20

000000000000 000000000000
0000000000000 0000000000 30
00000000 NMR (400 MHz, CDCl) & 8.1
Hz, 1H), 7.03 (dd, J = 18.1, 8.3 Hz, 1H), 6.95

o O OO

536.30

gbooooboboboboboooooboboabad
ooobobOocooobOoooobooboooooooa
gooo
gboooobobooboboboooooboobobaa
oooooOocooobooooooDoan

O

40



ogoooad

>

ol

O
oooooag
ooooooao
ooooooan
OooDooooano
oooooag
ooooooan
OoDoooono
O 0 Suzuki O

LCMS: M+H*
oooooo
0oooooo
ooooooo
Doooooo
0oooooo
ooooooo
Doooooo
m, 1H), 7
, J

OooooodQgooao
OooooooQgol|oo

=
o

H),

0

)
36
Oﬁ%INATI
N

O
O
O

u
O
g

O Ooo0oooao

O
O
O

u
O
g

O 0Ooo0gooo
[ Y
O 0Ooogoo
O 0Ooooo

O

O
O
O

O

O
O

O

O
O
O

O

O
O

O

ooooon
ooooon
ooooon

Do0oo0o0o
000000
Do0ooo0o
.20 (s, 1H), 7.35 (dd, J = 8.7, 3.
94 (s, 1H), 5.54 (s, 1H), 4.67-4.54
), 3.90-3.76 (m, 4H), 3.67 (s, 3H),
= 494.20

O

O
g
g
O
g
g

O
g
U
O
U
u

O Ooo0oooao
O 0Ooo0oo0oo0oao
O Oo0oooao

.77-7.65 (m, 1H), 5.11
= 11.0, 3.7 Hz, 2H), 3.92-3.
2H), 2.97-2.77 (m, 5H), 2.54 (dd, J = 16.0, 10.0 Hz, 3H), 2.

O
O
O

O

O
O
O
8

O Ooogoo
O0Ooo0oooao

O

U
O
0

(78)

|

4
O
0

Hz,

Ooo0Ooo0ogao
Ooo0oo0oogao

O

dt, J=

JP 5555378 B2 2014.7.23

ooooboDoooooooooooboboooon
oooooooooobooooooooooao

O

O

0000000000 0O0O0O0O0O0O0O0O0O
0000000000000 O00O00O000
000000 YH NMR (400 MHz, CDCIZ) & 8
18.3, 9.3 Hz, 1H), 6.
(m, 1H), 4.53-4.41 (m, 1H), 4.35-4.13 (m, 6H
2.57-2.42 (m, 1H), 1.14 (d, J = 6.8 Hz, 6H).

1H), 7.03 (dd, J

O

7.6, 3.8 Hz, 1H), 4.
79 (m, 4H), 3.60 (s, 3H), 3.

0000000000000 DO0ODOOO
0000000000000 00000a0
0o0ooooooo
0000000000000 DO0DOO0o
0000000000000 0O00oooan
H NMR (400 MHz, CDCl3) & 8.09-7.98 (
23 (s, 4H), 4.05 (dd
11.2 Hz,

14 (s, 2H), 1.96 (dd

10.8, 6.3 Hz, 2H), 1.79 (d, J= 11.2 Hz, 2H), 1.71-1.61

.30

OO0 oo0ooodgoglioo
Oo0oo0oooogoglioo
Oooo0ooogogioo
Ooo0oo0ooogoogiinoo
Oo0o0o0ooogogogaolo
Oo0oooQgooao

O

(s, 1H), 7.94-7.

O

O

ogbooooan
ugbdobodgboooobouobuoboboobooouobuoboboboboboobouobuobobada
gooobooooooboooooboooooooboooooboocooobobooooboOooo

OoooO0o0oooonod
OoOo0ooogooogao

O

OoOoo0ooodgdg
N O ODoooogogodg

O

Doooo
ooooo
ooooo
Doooo
ooooo
ooooo
ooooo
Doooo
ooooo
84 (m, 1H),

Oooooogooao

Oooo0ooogoQdgdg
OO0Oo0ooodg
OoOoo0ooog
I o B
O0Ooo0oo0ooao
OOoo0ooog

O

]

O
O
O
O

67-7.57
4.70-4.55 (m, 1H), 4.28 (dd, J= 15.8,

(m,
9.3

O Ooooo
I B

O

Hz, 2H), 4.11 (s, 4H),
= 7.9 Hz, 1H), 3.81-3.69 (m, 4H), 3.35 (d, J = 3.0 Hz, 1H), 3.21 (q,
2H), 1.30 (t, J = 7.4 Hz, 3H), 0.99 (d, J = 6.6 Hz, 6H). LCMS: M+H*

(]

O O
O O
O O

OO oO0ooo
O OooOooo
O Oooo
O 0Oo0ooOoo

O

O
O
O
O
O

40 (t, J

(m, 2H). LCMS: M+H*=

O Oooo
O Ooooo
O 0Ooo0ooao

O

1H NMR (400
1H), 7.29-7.16 (m, 2H), 5.47 (s, 1
.91 (d, J

= 7.4 Hz,
491.20

O Oooo
O Ooooo

O

MHz, DMSO) &

O
O
O
O
O
O

3
J

O Oooo
O 0Oooo
O OooOooo
O Ooooo
O 0Ooo0ooao

O

O

13

10

20

30

40

50



(79)

JP 5555378 B2 2014.7.23

0000000000000 0O00O0O0O0O00O0O00O0O0O0O0OO0O
000000000000 00000000000000000000000000000
0000000000000 000000000000000000000000000
00000000000 0000000000000000O0H NMR (400 MHz, DMSO) &

8.02-7.93 (m, 1H), 7.68-7.58 (m, 1H), 7.30-7.18 (m, 2H), 5.51 (d, J= 4.0 Hz, 1H)
, 5.19 (s, 1H), 4.82-4.67 (m, 1H), 4.47-4.29 (m, 2H), 4.14 (s, 5H), 4.07-3.97 (m
, 1H), 3.82-3.71 (m, 4H), 3.59 (s, 3H), 3.24 (q, J = 7.4 Hz, 2H), 1.32 (t, J =7
.4 Hz, 3H), 1.23 (s, 1H), 1.21 (d, J = 6.7 Hz, 1H), 0.85 (t, J = 6.8 Hz, 1H). LC
MS: M+H* = 507.2. LCMS: M+H*

O

O Oo0oo0oo0ooo|jod
O 0O0o0oooo|jgdg
O 0Ooooolgo

O
dad,

o000 oo0ogood

)

A |
O 0Ooo0oo0ooo|jgod

g
J

4.22 (s,
1H), 2.84

J = 10.

Qo

o

(&
1

, 4H).

OO0OO0Oo0oo0ogoaogN
OoOoo0ooo|odg
O0O0o0oooogo|gdg
O0Ooo0oooogo|jgg

3

O 0Oo0oo0oooo
O 0Oo0oo0oo0oo|d

O

O

). 7.58 (d,

z, 1H), 7.01 (dd,

gooooao
gboooaoaao
gooood
goboobooao
gbooaoaoaao
gooooagd
goboooao
8.6, 6.6, 3.

OOoo0ooood
OOoo0oo0oood
OOoo0ooood

U
O
g
U
O
u
t
J

4
O
0
4
O
0
O
=7.5
J

O 0Ooo0oooo
O0Ooo0oo0oo0ood

O

O O0Oo0ooooaog
O Ooo0ooooao

g
u
O
g
u
O
O
3

O Oo0oooo
OOoo0ooood

O

Hz,

507.20
gooao
goaoado
oooao
ogooo
ugooao
oooao
gooo

O O

O OO
O OO

O

O
O

a
u
O

oo

oono
uono

oono
uono
ogdaod
oono

uobooooobooboboooo
ugboooobooboaoboaoaoadd

Oo0000D0DO0O0O000O0O0O0n
0000000000000 00
0000000000000 00
H NMR (400 MHz, CDCl3) & 7.8

1H), 7.35-7.12 (m, 10H), 5.08 (d, J = 3.8 Hz, OH),
2H), 3.90-3.78 (m, 2H), 3.59 (d, J = 5.8 Hz, 2H), 3.31 (q, J= 7.5 Hz,

(s, 1H), 2.54 (t, J= 8.2 Hz, 1H), 2.37 (s, OH), 2.14 (s, 1H), 2.05 (d,
Hz, 1H), 1.93 (d, J = 9.9 Hz, 2H), 1.42 (t, J= 7.5 Hz, 2H), 1.35 (d, J
Hz, 1H). LCMS: M+H* = 561.30 0 0 0 O O *H NMR (400 MHz, CDClZ) & 7.95 (
6.2, 2.9 Hz, 1H), 7.74 (dd, J = 5.7, 3.1 Hz, 1H), 5.15-5.02 (m, 1H), 4.2
3 (s, 4H), 4.00 (s, 1H), 3.89-3.80 (m, 4H), 3.58 (s, 3H), 3.32 (q, J = 7.5 Hz, 2
H), 2.87 (s, 2H), 2.55 (t, J = 8.6 Hz, 2H), 2.38 (t, J= 10.2 Hz, 1H), 2.14 (s, 2
H), 1.83 (ddd, J= 35.8, 25.4, 9.5 Hz, 6H), 1.69-1.58 (m, 3H), 1.42 (t, J = 7.5 H
LCMS: M+H*= 561.30

O 0Oo0oo0ooao
OO o0gooo
O O0Oo0oooo
O 0Oo0oooo
O 0O0oO0Oo0ooogod
OOoo0ooood

O

0

O

O

Hz, 1H), 7.49 (d, J
= 10.1, 4.2 Hz, 1H), 5.58-5.45 (m, 1H), 4.60 (d, J= 7.2 Hz,

u
O
a
u
O
O

uono
ogdd
oono
uono
ogdaod
gono

ugbooouobouoboaoboaooad
oooooOoooooooooao
oooooag

ugboooogboobaoboood
ooooooooooooooao
gobooooooboboobooog

H NMR (400 MHz, CDCl3) & 8.29 (s, OH

= 7.8 Hz, 1H), 7.15 (dd, J = 11.0, 4.3 H

2H), 4.53-4.39 (m, 2H), 4.31 (d, J = 9.6 Hz, 1H), 4.19 (s, 5H), 3.88-3.74 (m, 4H
), 3.65 (s, 2H), 3.60 (s, 1H), 3.17 (s, 1H), 2.98 (s, 4H), 2.56-2.42 (m, 1H), 1.
14 (d, J = 6.8 Hz, 5H). LCMS: M+H* = 520.20

O

N 0O 0O0o0oo0oogogoao
Oo0Oo0oo|jod
O 0Oo0oo|™g
OO0Oo0ooojgg
Oo0Oo0oo|jodg

O 0Oo0ooi;mo
O O o oo
O Ooooo
O 0Ooo0ooao
OO oOooog
Oo0Oo0oodg

O

gooao

Oo0Oo0ood

.80 (m, 1H), 7.73-7.64
67-4.56 (m, 1H), 4.53-4.

-3.76 (m, 4H), 3.63 (s,

0000000000000000000000000000
0000000000000000000000000000
0000000000000 O0000O00O00O000O

0000000000000 000000000000000
0000000000000000000000000000
000000000000 NMR (400 MHz, CDClg) & 7.89-
(m, 1H), 7.39-7.31 (m, 2H), 5.54 (t, J = 4.0 Hz, 1H), 4.
42 (m, 1H), 4.31 (d, J =
3H), 2.49 (dt, J= 13.6, 6.8 Hz, 1H), 2.30 (t, J= 18.6 Hz

7.1 Hz, 1H), 4.21 (s, 5H), 3.86

10

20

30

40



(80) JP 5555378 B2 2014.7.23

, 3H), 1.15 (d, J = 6.8 Hz, 6H). LCMS: M+H* = 541.20
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