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Do0o0o0ao
E.4,6-0000-1H-000[2,3-b]0000-5-0000000
05-000-4,6-0000-1H-000[2,3-b]0 000 (1.3g, 5.720 000 ) ON,N-OO
00000000 omML) 00000000000N0000000000000 (45mg
,0.6930000) 00000 (127mg, 0.6930 000 ) 01,1"-00 (UOOOO0OOODO
00)IO0O0O0O0 (128mg, 0.230 000 ) O Zn(CN), (339mg, 2.8880 000 ) 00O O O
000000000)000000 (0) (106mg, 0.1160 000) 0O OO0 OO

O

O
g
u
O
g

(oo
ooo
0Doo
0oo
0oo
0Doo

o480 0000001200 0000000
gooo2M NH,OHOOD O OO OOOOOooao
gbobooooobooboobobooboooan
09:1, 8:2, 7:3, 1:1.(Pet.00DODODODODO
gboboooooooboboboboon
[2,3-b]0O0O0O0-5-000000000000C0O0OO

0000, 0067%I 000
[M+HT™

TH NMR: (CDCl3), & :

172.1

goo
uond
ooo

-1H-0
000
000
000
000
(1.3g, 5.720 000, O O 92%)

O

O Ooooo
O 0Ooo0ooo

7.36 (1H, dd, J = 3.5, 2.4 Hz), 10.86 (1H, br.s)
Do0o00o0a0
(4,6-0000-1H-000[2,3-b]0000-5-00000)-000000 tert-000O

F
u
O
g
g
O
O

O w

O

00O
4,6-0
afialls

O (85mg, 0.360 O

oogod
oodod

(omL)0 00000

uono

000 -1H-0
OO0 (75mL)

ooooon

O

2.76 (3H, s), 2.86 (3H, s), 6.59

Do0oo00oo0ooooon
000O00HCE (135 mL)O
Oooo0oooooood
000O005-000-4,6-
DooooooooooQ@

O 0OooOooo

0[2,3-b]0 000 -3-0 O
oooooooooood
Do0oo00oo0ooooon
000000000000
05-000-4,6-00 00 -1H

O 0Oooo

0000000000000
MgSO4 00D OO0 OO0OO
0000000000000
Y0OOOOOO0OOO0OOO[O

004,6-0000-1H-000
DO0oO0O0O0 (660mg, 3.83

(1H, dd, J = 3.5, 2.0 Hz),

00[2,3-b]0000-5-0000000 (610mg, 3.560 0 0 0)
0000000000000 000000000000 (1D 00
00)O0O0O0-tert0 000000000 (1.56g, 7.130000)
000000000000 00 (943mg, 24.940 000) 0000000000
000018000000 0MeOHOOOODOOODOOODOOOOCHCH
0 NaHCO5(1x30mL)0 O (I1x30mL) 00O 00 (Ix30mL) OO0 00

(Na,SO,) 00 O0O0O0DO0DO0OOOODODDODODOO0DODOUOODODOODODDDODDODDOOOO
OCOoO0ODDDOOD0O40%Pet. 0000, 60% EXCACO D000 OODO (4,6-0000 -1H-00O0

10

20

30

40



(48) JP 6527147 B2 2019.6.5

0[2,3-b]0000-5-00000)-000000 tert-0000000000000000
00000 (710mg, 2.560 000, 00 72%) 0000

[M+H]" = 276.1

TH NMR: (CDCl3), 1.49 (9H, s), 2.61 (3H, s), 2.71 (3H, s), 4.46 (1H, br.s), 4.51
(2H, d, J = 4.4 Hz), 6.50 (1H, dd, J = 3.5, 2.0 Hz), 7.25 (1H, dd, J = 3.4, 2.5
Hz), 9.64 (1H, br.s).

000000

G.C-(4,6-0 000 -1H-000[2,3-b]0000-5-00)-000000000

04,6-01000-1H-000[2,3-b]0000-5-00000)-000000 tert-0000

000 (710mg, 2.560 00 0) OO OCOOOODO4MHCI (oml)D 0000000000

00000000000 00C-(4,6-0000-1H-000[2,3-b]0000-5-00)-00

0000000000000 D00O00000 (360mg, 2.000 000, 00O80%) OOOO
[M+H]" = 176.4

14 NMR: (d6-DMSO), 2.53 (3H, s), 2.60 (3H, s), 3.94 (2H, s), 4.76 (2H, br.s), 6.

43 (1H, d, J = 2.3 Hz), 7.28 (1H, dd, J = 3.2, 1.9 Hz), 11.32 (1H, br.s)

ooDoo0oo

M. @-0o0o0o0oo-3,5-0000-0000)-000000 tert-0000O0ODOAO
goooao

2

0 3
CH,

Do0o0o00
A.(4-000-2,6-0000-0000)-000000 tert-0000000
04-000-2,6-00000000000 (2.5, 11.00000) 000000 (150ml)
000000000000 0O000000O00000 (1) 0000 (238ng, 1.190
OOO-tert00O0O0DOO0O0D0O00 (5.19g, 23.800000) 00000000
0000000 (3.15g, 83.300000) 0000000000000 OO0OOO
0000000000 OMeOHO OODOO0D0OO0D0O00OOCHC, (7om)0 000
NaHCO5 (1x30ml) 00 (Ix30ml) 00O 0 (Ix30ml) 000000000 (NaySO,
0000000 @-000-2,6-0000-0000)-000000 tert-0000
000000000000 (3.0g, 9.550 000, 80%) 0O OO
0ooo
.(4-000-2,6-0000-0000)-000000 tert-0000000
NAN-ODODDOODOODODO (0mDOD@-000-2,6-0000-0000)-00000
tert-0 000000 (3.0g, 9.550000) 00000000000 (75mg, 1.150
00)O0O0000 (2lomg, 1.150000) 01,1°-00 (COO0OO0O0O0OO0O0) OO
00 (635mg, 1.150 00 0) 0000000 (560mg, 4.770000) 000000 (
0000000O000)O000000 (0) (524mg, 0.570000) 00 O0O0C0DOOO
0000000O0000120000000000000000000000000000
001,1"-00 (000000000 0)O00000 (423mg, 0.770000) 0000
(00000000000)000000 (0) (350mg, 0.380000) 000000
000000280 000000120000000000000000000000000
00000000000000 (50ml) 00000000000 NaHCO; (1x30ml) O
(Ix30ml) 0000 (Ix30ml) 000000000 (Nay,S0,) 00000000000
000000000000 0000000O000000S8MPet.0 00O (60-800), 20%
EtOAc 0000000 @-000-2,6-0000-0000)-000000 tert-000 0O

OOoo0oood
O Oo0Oooogoaog

OO0 oD ooooDoDooo0wWwogowoOoooogaog
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ocoooooOoOoO0oOoOooooooooDDO (e30mg, 2.420000, 25%0 000

[M+H]* = 261.06.
Do0o0o0a0
C.4-000000-3,5-0000-0000000000
0@-000-2,6-0000-0000)-000000 tert-0000000 (630mg, 2.42
0000)00000O0004MHCI (om0 00000 O0O0O0OOO0OOO0OOO0OOOO
000D0D4-000000-3,5-0000-0000000000000000000000
00 (470mg, 2.390 000, 99%)0 0 O O
D.(4-000-2,6-0000-0000)-000000000000000
04-000000-3,5-0000-0000000000 (470mg, 2.3900000) 000
D0O0O0O0 (soml) 000000000 O0OO0OOOOOOOONN-O00000O0O00O00O0O0
00 (679mg, 5.260 0 00) 00D OD0OODOD0OO0OOO0OOOOOOOOOO (489mg, 2.87
0000)000000000000O00O0O00O0O00O0O00O0O00000000000
00000000 0NaHCO; (1x30ml) 00 (Ix30ml) 0000 (Ix30oml) 0000000
00 (Na,SO,) 0000 D00DO00O0 (4-000-2,6-0000-0000)-0000000
0000000000000000000 (700mg, 2.380 000, 99%) 00 OO

[M+H]"= 295.04
ocooooao
E.[4-(tert-0 00000000 OO0OO-000)-2,6-0000-000071-000000
ocooooooo
0@-ooo-2,6-0000-0000)-00000000D0OOCOOO0O0O (700mg, 2.380 O
oo)ooDoDOoOoOo (GsmHho00O0OODODODODODODODOODODODODOODDOOOOO D
oooo (B7mg, 0,240 00 0) 000-tert0 00 000OCOODO (1.04g, 4.7600
00)000O0O0O0ODDOoODOoOoOoOoDoDoDOoOooD (B30mg, 16.650 00 0) DO ODOOOO
Oo000DD0DDO0O0000O000oOo0o0O0oo0DDoDDODOO00OMeOHO OO OODDODOODOOOO
OCHCI; (7OmI)O 0 00O O O 0O NaHCO; (Ix30ml) OO (x3oml) OO OO (Ax30oml) OO
OO0O0O0D000 ((Nay,SO,) ODD0OODOO0OO0DO0DDOO0OOO0ODOO0OOOOOODOOODOOODOO
00000000 e5%Pet.00 00O (60-800), 35% EtOAc 0 0 O DO O O O [4-(tert-O
oooooDoDOoOoOooo-000)-2,6-0000-000071-000000D0O0O000O00O00
ooooDDoDoOoOooooooooooo (eoomg, 1.510000, 63% OO OO
m/z = 421.05 (M+Na).
oooooao
F.(4-00DD0OO0O0OD-3,5-0000-0000)-000000 tert-00000ODODO
0 B-Cert-0 000000 O0ODODOOO-0D00)-2,6-0000-00007]-000000
oooooooOo0Oo (eoomg, 1.510000) 000000 (eombHO O ODODOOOOOO
Oo000DDDODO0O000O0O0OoO0oOl% Pd/sC (10OMmg) DO DO OODODDDODOOODOOODO
oooooooo @Gomh) 000000 O0DDOO0DOO0ODDODOOOO0ODDE@-000000 -
3,5-0000-0000)-00000D0¢tert-00000000D0DOOOODOOOODODO
(350mg, 1.320 000, 88O OO O
m/z = 287.07 (M+Na).
oooooao
Iv.s-(-000000000-4-00)000)a0000d
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OH

2 N

A.OODO 5(2-000000Oooo-4-00H)0O0O0H)OoOooQoOoO

Doooooo
0 mg, 2.089 O
2-000000
Doooooo
0o0oO0) 00
ooooooo
00

Oo0oo0ogao

u
O
g
u
O

O

000000 (-(O0O0000000)IO000-3-00)000 (G54
00)O0O000000 (@12mg, 2.98 0000) 04-(000O000)-
00 (379 mg, 1.492 0O DOO) OTHF (3 mL) 00O (0.3 mL)O OO
0100 00000000000000Pd(Phy), 00 (172 mg, 0.149
ODOO0OOCEMODOOODOOODOOOOOOOOOD 80D /300WD 200 00 O
OEtOAc (80 mL) OO O (S0 mL)OODCOODODCOODODOODODOODODOODO

O Gom)DOOO0O0O0OO0OMgSO, OO0 OOOOOOOOOOOOOODOOCODOO

OoOOoOO0ODDOO0O0O00 (OOOoOO0ODODDODO20-60% EtOAC) DODODDODODOOOO 5-(C2
-jgoooooDbob-4-00)H)000o)obobooDDbD (184 mg, 0545 0000, DO 36-6
%) 0000000000 000O0

[M+H]* = 311.1
Do0o000a0

B.5-((2-0 0 O
O THF (4 mL)O

g
a

ocoooo (@a89

yOoooooo
0oooooo
Doooooo
DoooOooo
[M+H]* = 297.1
Do0o0o00
V.1-(4-(0 O O
Doooo

gboooaog

O
O
O
O

O

00000-4-00)000)00000

MeOH (2 mL) 00000 5-((2-000000000-4-00)000)0

mg, 0.609 00 O0O0) 00000 ONaOH 2M (913 p I, 1.827 0O OO

0D1.5000000000000000 (3m) 0000000000

00000000 (2x30m)0000000000000005-((2-
0-4-00)000)00000 (98 mg, 0.298 0O OO, OO48.9 %)

0O0o0oOoooao

ooH)?oDoDDoOo)-4-0O00O-1H-OO0O0ODODO

Br

A.(4-((4-000-1H-00000-1-00)000)I000)00000

Doooooo
o0000) O
ml) 00000
00001800
mL)O O (150
LOOOO0O0O0
0 (MgSo,)0 O

00000000 @(CO00000)I000)I0000 (10.04 g, 60.
4-000-1H-00000 (5.05ml, 60.9 00 00) 0000 MeCN (100
0000000000 (9.269g, 67.00000) 0000000000

000006000 D00D00O00O00O00O00O0000O0O0O0EtAc (100
ml) DO0D0DO0ODOO0ODOOOOO1NHCI OpH 70000 O EtOAc (2 x 100 m
000000000 (om) 0000 Gom)0OO0OD0ODO0OD0OON
0000000000000 O00O0000000000 (000000
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0 10-80% EtOAc) 0000000 (A-((U-000-1H-0000D0-1-00)000)0000
YYJOOOO (2.9g, 14.05 0000, 0023.07% 0000000000 0O0000
000000000

[M+H]* = 203.2

Do0o0o00

B.1-(4-(000D0O00)IODDOO0)4-000-1H-00000

0000000000000 @-(@-000-1H-00000-1-00)000)0000)0
0000 (50mg, 1.236 0000) 000000000000 (373 mg, 1.421 00O
0)0O0OO0O0ODCM (5.0 m)00 0000000000 O0OOODOOOOOOOOOO (45
1mg, 1.360 0000) 0000000 0OO0OO0OODOO0OODOOODOOODOOODOOOOO
0000000 (00000000 0-20% EtOAC) D0 000000 1-(4-(0 0000 0)0
000)4-000-1H-00000 (0.33 g, 1.182 0000, 009% % 0000000
0000000000000000000

[M+H]* = 265.1/267.1

DO0o00o00

Doo 1
N-[(1-000000000-6-00)0007]-5-{4-[(4-00000000-1-00)000
00003} 00)I000-3-0000000

Oooogoao
= N
N N I
4 N 2 NH,
H
— / N
H,C o
OoOooooa

A.5-(4,4,5,5-0 0 0000-[1,3,2]00000000-2-00)-00000000000
O

Dooooooooo0oo0oooa4,4,4%,4%,5,5,5%,5°-0 00000 -2,2-0 (1,3,2-0
000O00O00) (0.441 g, 1.736 0000) 0000 5-000000000 (0.25 g,
1.157 0000) 0000000 (0.341¢g, 3.47 0000) 000000000 (10
ml) 00000000000000000000000000000000000Pd(dpp
)Cl, (0.085 g, 0.116 00 0D0) 0000000 DO0ODO0O0ODO0O0O00O0O1600

0000800000000 O00D0O0NEtOAc (50 mL) 00O ONH,CI 000 (30 nL

DO00DO0OO0OOO0OODOODOEOAC (2 x30ml) 00D ODDOO0OOO0OO0ODO0O0 (30 mL)
00000 (0m)D000O00000 MgSo4) DO D000 0O00O00ONONoonon
000000000000 00000000000

ooooo
5-[4-(4-000-00000-1-00000)-0000]1-000000000000
00000000000 O00O000 5-(4,4,5,5-000000-1,3,2-0000000
-2-00)000000 (0.5g, 0.760 0000) 0000000 (0.150 g, 1.086 O
0)01-@A-(C00000)I000)4-000-1H-00000 (0.144 g, 0.543 [
O)OTHF (10 mL) OO0 (Q.oml)I0DOD0OOD0OD0OD1000000000000
0 O Pd(PPhy), (0.063 g, 0.054 00 00) 0000000000000 0O0000
Do2000000008000000000000LC-MS 000000000000
D00O0O0O0O0OOO0OOEOAc (50 mL) OO (0 m)D 000000000 O00O000
omOOOD (0m)00C0D0C0O0DC0OD0OD0D (MSO4)D DD D ODODDODOO0
0000000000000 0000 (000129, 00000000 0-80% ELOA

OO0 oD OooOoOoDoDoOoOgwoooNw™O>O

O Ooo0ooooao
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) 0000000000000 0O000O000O000O00000400005-[4-(4-000
-00000-1-00000)-0000]-00000000000000000000000
(151 mg, 0.460 0O OO, OO 85 %)0
[M+H]* = 322.2
Do0o0o00
C.5-[4-(4-000-00000-1-00000)-0000]1-00000
00000000000 5-@-((4-000-1H-00000-1-00)000)0000)00
0000 (0.19 g, 0.591 0O O DO) OTHF (7.0 mL)O MeOH (3.0 mL)O O OO (3.0 mL
)ODODOODOOODOO (0.042¢g, 1.7740000) 0000000000000000
000000060000 00000000000EtOAc (20 mL)O DO (20 mL)O O OO
000000000000 O0O0C0O0O0C0DO1NHCI OpH 3000000EtOAc (4 x 30 mL
YIOODOOODODOODOO0OOOO0OO (5m)0000 (0m)D00O00O0000 (Na2so
4 0000000000000000000000000O000O000O04000000
000005-[4-(4-000-00000-1-00000)-0000]1-0000000000
00 (0.145 g, 0.462 0000, 0078 %I 00000
[M+H]* = 308.2
Do0o0o0Q0
DN-(1-00O0-000000-6-00000)-5-[4-(4-000-00000-1-00000)
-00o0o0]1-0000000
0000005-@-(4-000-1H-00000-1-00)000)0000)00000 (45
mg, 0.146 00 00) 06-(000000)I0O00O0O0-1-000 (26.6 mg, 0.154 O O

0O0) OHATU (61.2 mg, 0.161 OO OO) OODCM (3.0 ml)DO OO OCOOOODOOO
DO0O0OO0OO0OOO0OOODIPEA (77 p 1, 0.439 0000)000000000000000
0000000000000 00000000000000000000000O0LC-MS O
00000O000000000000000000000DCM (10 mL) O O O NH,CI (20
m) D0O0DO0OO0O0OOMeOH (A m) 0000000000000 O0ODCM (10 mL) OO0 O
00000000000 (A0m)O0DOD0DDODD0DO (Na2s04) 0OODOD0OO0O0O0O0
00000000000000000000000 (00012 g, DCM O O 0-10% MeOH (
1% NH3)) DO OO ODOOODODO0OO0OO0DO0O0O00O0O00O0O000O000O0O0ON-(A-000-000
000-6-00000)-5-[4-(4-000-00000-1-00000)-0000]-0000
00000000000000000000 (57 mg, 0.121 0000, 0082 %) OO
00

[M+H] =463.3

TH NMR (d6-DMSO) & : 1.97 (3H, s), 4.01 (2H, s), 4.60 (2H, d, J = 5.9 Hz), 5.18
(2H, s), 6.71 (2H, br.s), 6.86 (1H, d, J = 5.6 Hz), 7.13 (2H, d, J = 8.2 Hz), 7.

21 - 7.24 (3H, m), 7.40 (1H, dd, J = 1.7, 8.6 Hz), 7.50 (1H, t, J = 0.8 Hz), 7.5

6 (1H, br.s), 7.76 (1H, d, J = 5.8 Hz), 8.06 (1H, t, J = 2.1 Hz), 8.13 (1H, d, J
= 8.6 Hz), 8.63 (1H, d, J = 2.1 Hz), 8.91 (1H, d, J = 2.1 Hz), 9.27 (AH, t, J =
5.9 Hz).

oooooao

goog 2

5-({4-[4-00000000-1-00)000]00003¥ 00)-N-{7H-00 0 [2,3-b]0
0O00-3-000003¥Y000-3-0000000

Ooo0o0ooag
N N
/\N 3
— 0 N
s M
H,C
3 HN |/ /
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DoooooQ
0000005-U-(@U-000-1H-00000-1-00)000)0000)00000 (48
mg, 0.156 00 O0D0) O(H-000[2,3-b]0000-5-00)I 00000000 (28.7
mg, 0.156 0 0 OO ) OHATU (65.3 mg, 0.172 OO OO0 ) OODCM (3.0 mL)D O OO O
0000000 OO0OOOOODIPEA (82 p 1, 0.460 0000) 00000000000
0000000000000 000000000000000000000000000
OLC-Ms 0000000000000 000000000000DCM (10 mL) OO O NH,C
1 (20nML) 0OOOOODOOMeOH (1 ml) 0000000000000 O00ODCM (10 mL)
000000000000000000 @om)000D000000 (NaySo,) 0000
0000000000000 00000000000000000 (0012 g, DCM O
00-10% MeOH (NH3)) 0 000 00D OD0OODODO0OODOOODOOODODOODOOODOOOOD
0000000005-[4-(4-000-00000-1-00000)-00007]-N-(AH-00 0

[2,3-b]00O0D0-5-00000)-0000000 (B7mg, 0.128 0000, OO 82 %)
ocooooooo

m/z 437.3 (M+H)+ (ES+) at 1.49

NMR (d6-DMSQO) 6 : 1.97 (3H, s), 3.99 (2H, s), 4.55 (2H, d, J = 5.8 Hz), 5.17 (2H
, S), 6.41 (1H, dd, J = 1.9, 3.4 Hz), 7.12 (2H, d, J = 8.2 Hz), 7.21 - 7.23 (G3H,
m), 7.44 (1H, dd, J = 2.7, 3.2 Hz), 7.50 (1H, t, J = 0.7 Hz), 7-88 (1H, d, J =

1.6 Hz), 8.03 (1H, t, J = 2.1 Hz), 8.20 (1H, d, J = 2.0 Hz), 8.60 (1H, d, J = 2.
0 Hz), 8.87 (1H, d, J = 2.0 Hz), 9.17 (IH, t, J = 5.6 Hz), 11.57 (1H, s).
oooooo

Doo 3

N-[(1-000000000-6-00)00071-4-{4-[(4-00000000-1-00)000
10000} O00)I000-2-0000000

Ooo00oao
NH,
N
/\N NN SN
H
— s N =
]
Ha I
Ooooooao

A.4-(4,4,5,5-0 00000 -M,3,2]00000000-2-00)-0000-2-00000
ooooDoood

oooooooooon
4,47 ,47,5,5,57,5"-0
oooo)oDoOoOOO
ooooooogiooDn

000 4-000000000 (0.59, 2.3140000) O4,
000-2,2-0 (1,3,2-00000000) (0.705 g, 2.78
(0.681 g, 6.94 0000) 000000000 (20 mL)DO
000000 (N,)I0000PdCl,(dppf) (0.085 g, 0.116 O
000)O0O00O000 000000020 00000080000000000000
0000000000 0 O EtOAc (100 mL)O O ONH,Cl 00O (G0 nl) 000000
OO0DODOOEtOAc (2 x 30 ML) 00D O00DODO00DODO0DODOO0O (3x30m)00000
0 (0ml)00O00O00O000 (MgSo4)D DO ODO0O0O0O00O00O0O04-(4,4,5,5-000
000-[1,3,2]100000000-2-00)-0000-2-000000000000000
000000000 (1.0g, 2.281 0000, 009 %wWIOODODOODOO0OO0DO0OO0OOO
DO00oO00O00O00O00O000

[M+H]* = 182.1

oooooo
B.4-[4-(4-000-00000-1-00000)-0000]1-0000-2-00000000
0000

OoOoo0oooaog
OoOoo0oooao
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Dooo00oO00oO00oO0oO0oo0oo00 4-(4,4,5,5-000000-1,3,2-0000000
0-2-00)I000000 (0.77g, 1.756 0 000) 0000000 (0.347 g, 2.509
0000)01-¢@4-(000000)I000)4-000-1H-00000 (0.333 g, 1.254
O00O0) OTHF (10.0ml) OO0 (0.5m) 000O0O0O000D100000000N,0
000D00000Pd(PPhy), (0.072 g, 0.063 0000) 00000000000000
0000000030 00000080000000000000000EtoAc (50 mL) O
0 (BOm)I0OD0OO0D0OO0DO0OEAc (2 x30m) D000 OD0OO00OO00OO00O00O
(3x20nM)000O000 (0mM)0IO0DD0OODDDDO (MgSo4)D OO ODODOODDOOO
000000000000 0O0000O0 (0000409, 0000000000000 10
-100% EtOAC)D 0 00D DO DO D0 O O 100% EtOAcD 00 0 0 4-[4-(4-0 00 -00 00
0D-1-00000)-0000]1-0000-2-000000000000000000000
0000 (0.111 g, 0.321 0000, 0025.6 %) 0000
[M+H]* = 322.2
oooooo
C.4-[4-(4-000-00000-1-00000)-0000]1-0000-2-00000

00000000000 4-@-(@-000-1H-00000-1-00)000)0000)00
0000 (0.19 g, 0.503 000 0) OTHF (6.0 mL) O MeOH (2.0 mL) O OO (2.0 mL)
000000000 O00O0000 (0.036¢g, 1.5080000) 00000000000
000000000000 06OO0D0O00O00LC-MS O000O00O00O00O00O0D0O00O
0000000000000 O00O00O00EtOAc (20 mL) OO0 (0 n)00 000000
OOO0OOOO1NHCI OpH 4-50 000000 0EtOAc (3 x30ml) 0000 O0O0O00O
0000000000000 O00O00000000 (5 m)000000O0000O00O
00000000000 O0000000 (2x20m)00000000000000000
000000000 (400) 0000000000000 04-[4-(4-000-00000 -
1-00000)-0000]1-0000-2-0000000000000000000000
(0.3 g, 0.436 0000, 0087 % 0000

[M+H]* = 308.2

000000
D.4-[4-(4-000-00000-1-00000)-0000]1-0000-2-00000 (-0
00-000000-6-00000)-000
0000004-(A-(4-000-1H-00000-1-00)000)I000)00000 (50
mg, 0.065 00 00)06-(0O0000O0)I0O00O0O0-1-000 (11.27 mg, 0.065 O
000) OHATU (27.2mg, 0.072 0O00ODO) OOOODCM (2.5ml) 000000000
DIPEA (114 p 1, 0.651 000 D0) 0000 O0C0CODO0OODO0OODOOODOOODOOOOD
LC-MS 000000000000 00O0000000000000DCM (20 mL) OO O NH
L1 000@om) 00000000000DCM (2x20m). 00000000000
0000 (0m)00D0O00D00 0mM)DO00O000000 (Na,S0,)0 000000
000000000000 00000O00O000000 (000049, 0000, DCMO
0 0-10% MeOH (1% NH.))D OO OODODOO0D0DO00D0O00D0O00D0O00O0O00O000O000
04-[4-(4-000-00000-1-00000)-0000]1-0000-2-00000 (-0
00-000000-6-00000)-00000000000000000 (7.7 mg, 0.01
30000, 0020.47 %)OOODO

[M+H]* = 463.2

NMR (d6-DMSO) & : 1.98 (3H, s), 4.05 (2H, s), 4.60 (2H, d, J = 6.4 Hz), 5.19 (2H
, s), 5.75 (2H, s), 6.90 (1H, d, J = 6.0 Hz), 7.13 - 7.15 (2H, m), 7.22 - 7.25 (
2H, m), 7.47 (dH, dd, J = 1.7, 5.0 Hz), 7.50 - 7.51 (1H, m), 7.57 (dH, br.s), 7.
71 (1H, d, J = 6.0 Hz), 7.87 - 7.88(1H, m), 8.17 (1H, d, J = 8.6 Hz), 8.54 (1H,
dd, J = 0.6, 4.9 Hz), 9.43 (1H, t, J = 6.6 Hz)

Do0o0o00

Doo 4

10

20

30

40

50



(55) JP 6527147 B2 2019.6.5

4-({4-[(4-00000000-1-00)000]1000 030 00)-N-{7H-0 00 [2,3-b]0
D00-3-000003}000-2-0000000

Ooo0oo0ooaog
HaC
/N
N/
IRNTY
0 N
= S
Aoy
oooooad

0000004-(A-((4-000-1H-00000-1-00)000)0000)I 0000, HCl
(100 mg, 0.145 00 O00) O @H-0O00O[2,3-b]0000-5-00)000000000O
(28.0 mg, 0.153 0 O OO ) OHATU (60.8 mg, 0.160 O OO O) OO DO ODCM (2.5 mL)
O0D0O0OO0OO0OO0OOODIPEA (254 p 1, 1454 0000) 00000000 0O0OODOODOAO
goooooooLe-vs 000D O0OoooDbOo0oboDbOo0ooDbOoUoboDboUobooobaonbe
M (@OmL) OOONH,CI (0 ml) 0000000000 ODCM (83 x 10mL) 000000
O00000000 0m)D0OO0 @om)00O0O0O000O00000 (NaySo,) 00
dooooooooDooDobOoooooDooDooDooDoooDonD (ooo4g, OO0
0, DCMO O 0-10% MeOH (1% NH3)YO OO OO OO ODODODODOOOODOODOODOOOA40
0b04-4-4-000-000D0O0-1-00000O)-0DODO]-00O0D0-2-00000 (OAH-
oo00d[2,3-b]J0D000-5-00000)-000 (11 mg, 0.020 0000, OO 13.86 %)
gooooooobobobbbbboooo
[M+H]" = 437.20
NMR (d6-DMSO) & : 1.98 (BH, s), 4.03 (2H, s), 4.54 (2H, d, J = 6.4 Hz), 5.19 (2H
, S), 6.39 (1H, dd, J = 1.9, 3.4 Hz), 7.12 - 7.14 (2H, m), 7.21 - 7.23 (3H, m),
7.41 - 7.44 (2H, m), 7.51 - 7.52 (1H, m), 7.86 - 7.88 (2H, m), 8.20 (1H, d, J =
2.0 Hz), 8.50 (1H, dd, J = 0.6, 4.9 Hz), 9.30 (1H, t, J = 6.4 Hz), 11.54 (1H, br
-S)
gooooao
gono 5
N-[(A-000000000-6-00)1007-6-000-1-{4-[(2-0000000-1-00
YIOOJooOooY¥YOoo)YDooo-3-0000000

OOo00oao
NH,
N
o
o) NH
= N =
S N |
o}
o)
Oo0o0oo0oa

A.6-0 00 -1-4-2-000-2H-000D0-1-00000)-00007-1,6-0000-00
oo-3-00o0oooooooooan
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00000000000 00O00000 1-@-(0O00000)I000)-6-000-1,6-
00000000-3-00000000 (0.45¢9, 1.234 0000)00000-2-000
000)000O0000 (0.341 g, 2.468 0000 ) 00O O MeCN
0000000000000 O000O000O00O0O000O0ss0Onan
000000000000 O0O00O0O0EtOAc (50 mL) OO (30 mL)O
OEtOAc (2 x 20 mL) D O0D0O00O0O00O0O00O0O00O0 (20 mL)O O
000000 (Nay,S0,) 0000000000000 0D000O000
00000 (0012 g, EtOAc 0 0 0-10% EtOH) 00000 00O
6-000-1-[4-(2-000-2H-0000-1-00000)-00007-1,6-0000-000
0D-3-00000000000000000000000000000 (0.37 g, 1.035
0000, 0084 % 0000
[M+H]* = 351.2 (M+H)™*

(0.129 g, 1.357 O
@m0 ODoo0Doo
DO000O0O0000
0DO000oO0o0o00
00 (20 mL)O OO
000000000

oooooao

B.6-UODO-1-[4-2-000-2H-0000-1-0D0D0O00O0)-00007-1,6-0000-00

oo-3-0000an
ooooooooao
0)-1,6e-00000O

mL) O MeOH (1.0 mL)

7O00ODOO)OoOO
-Ms OQoooooao
0 EtOAc (20 mL) O

OoOoOOoODODDO1N HC

op0ooooboooag
gbooboooogaon
oooooe-0o0On

o-0oooD-3-000000oooobooobbooooo (o.

00 6-000-1-(4-((2-0 000000 -1(2H)-00)000)000

0Doo
000 (.0m) 00000000
000000000160 000000
00O00O000O000O000O0000
000000000000 0O0000
OpH 3-40 0000000000
000000000000 00 (2 x
0000000000000 O0O000
-1-[4-(2-0 00 -2H-0 000 -1-0 0

79w 0000000
[M+H]™ = 337.1 (M+H)*

ooooao

oboooooao

OooNM™OOoOoOoOoogooo

x20mL) O OOO

O0Ooo0oooaoo

00
[M+H] = 492.3
NMR (d6-DMSO) & -

goON-O000-N-O0 000000000

000 DODCM (30 mL)

0000 (Na2so4) O

oooooooooan

oco)-ooooooo

4.56 (2H, d, J

, dt, 1.3, 6.7 Hz), 6.38 (1H, br
- 6.89 (BH, m), 7.24 - 7.29 (4H,

ao

O

650 0 OO

DD?\JDDD

ugooaao

0ooo
0ooo
oooo
0mL) O
0 0 O 400
00)-00

OoOoo0ooogdg

a
O
O
g
u
O
g
a

28 g, 0.816

-3-00000000 (0.37 g, 1.035 0000) OTHF (1.0

(0.124 g, 5.1
OO0O0ooLe
OO0 (20 mL)
O (3.0 mL)
gooooao
0150000

googoooao

0]-1,6-0 00

oooo, 00

OooOoood

.6-000-1-[4-(2-000-2H-0000-1-00000)-00007-1,6-0000-00
0-3-00000 (I-000-000000-6-00000)-000
000006-000-1-(4-((2-0000000-1(2H)-00)000)I000)-1,6-0
0000O00-3-00000 ((0mg, 0.149 0O0O00) 06000000 )IOOOO
-1-0 000000 (40.2 mg, 0.164 000 O) O 2-(3H-[1,2,3]0 0000 [4,5-b]
00O0-3-00)-1,1,3,3-00000000000000000000000000 (v
(65.0 mg, 0.171 0O OO0) JOODOODCM (2.5m) 000000000000 O0O00

—2-000 (04 p 1, 0.595 0000) 000

0000000 O00O0LW-MS 0000000000000 000
OOONH,.CI OO0 (0 mL) 00000000 DCM/IPA (20:1, 2
00000000000 (0m)0O00O0O0 (0m)0O00O0O0O
0000000000000 O000O000O000O000O0oo (
00012 g, 0000, DCM O O 0-10% MeOH(1% NH3)) DO DD OO ODO0OOOOOOO
000D040006-000-1-[4-(2-000-2H-0000 -1-00 O
0)-0o0Ooo]-1,6-0000-0000-3-00000 (1-000-000000-6-00
0000000000 (32 mg, 0.062 0000, O0O42.0 %)O

= 5.8 Hz), 5.06 (2H, s), 5.13 (2H, s), 6.21 (IH
d, J = 9.1 Hz), 6.46 (1H, d, J = 9.5 Hz), 6.87
m), 7.38 - 7.42 (2H, m), 7.55 (lh, br s), 7.74
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- 7.76 (2H, m), 7.93 (1H, dd, J = 2.6, 9.5 Hz), 8.15 (1H, d, J = 8.6 Hz), 8.48 (
1H, d, J = 2.5 Hz), 8.89 (IH, t, J = 5.8 Hz)

oooooo

000 6

6-0 00 -1-{4-[(2-0000000-1-00)000]0 00030 00)-N-{7H-00 O [2,
3-b]0000-3-000003000-3-0000000

Ooo0ogoaog
o
N - N
o NH
o —
oooooao

0000006-000-1-(4-((2-0000000-1(2H)-00)000)0000)-1,6-0
0000000-3-00000 (75 mg, 0.2230000) O (@H-000[2,3-b]J0O0 00 -
5-00)000000 (86.1mg, 0.245 000 0) O2-(3H-[1,2,3]0 0000 [4,5-b]
0ooo0o-3-00)-1,1,3,3-00000000000000000000000000 (v
) (98 mg, 0.256 0O ODO)OOOODCM (3.0ml) D00 DOODOOODODOOCOOOOOO
OON-O00O0-N-000O0000000 -2-000 (7 upl, 0.5570000) 0000

oooooObOOO0OO0O0DO0O0ooooooOobODDbOOO0OO0O0DOoOooOooOOODDDO AH-0O0O0TL
2,3-b]j000o0-5-00)0D0O0000 (9.8 mg, 0.067 DO OO)JO0O0OO0OQOOOO

oCoooODODOOO000O0O0O0oooOoOO0ODODODDOOO0O00O0OOMeOH (5.0mL)OOOOOSCX

ocoooooboOoOoOoOooooooooOoODbDOOO0O0DOoOoooooOooODODDDOO0 @O
012 g, ODO0OO, DCM O O 0-10% MeOH(1% NH3)) 00 0O OODOOOODOODOOOO
ocog4000000000000OCCOCDODOE-0DO00-1-4-2-000-2-ODO0O0O-1-00
ocoo)-ooooj-ir,e-0o0oo-00OD0DO0-3-00000 (@H-OO0D[2,3-b]J0O00O00O0-5

-00000)-00O00ODO0ODDODODOOOODODODODOoO (80 mg, 0167 DO DO, O0O74.8
WO 000

[M+H]* = 466.2

NMR (d6-DMSO) & : 4.50 (2H, d, J = 5.6 Hz), 5.05 (2H, s), 5.11 (2H, s), 6.21 (1H
, dt, J = 1.4, 6.7 Hz), 6.37 - 6.41 (2H, m), 6.43 (1H, d, 9.5 Hz), 7.23 - 7.27 (

4H, m), 7.40 (1H, dgq, J = 2.1, 9.2 Hz), 7.44 (1H, t, J = 2.8 Hz), 7.74 (1H, dd,

J=1.6, 6.8 Hz), 7.87 (AH, d, J = 1.6 Hz), 7.90 (1H, dd, J = 2.6, 9.5 Hz), 8.19
(1H, d, J = 2.0 Hz), 8.44 (1H, d, J = 2.5 Hz), 8.76 (1H, t, J = 5.6 Hz), 11.58
(1H, s).

oooooao

ooo 7

N-((A-000000000-6-00)100)-5-(0 0000 W@-(4-000-1H-00000

-1-00)000)0000)DO00)dooOoooao

ogoooao

OH O

Iz

- ~
o
N

oooooao
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Ad-(4-000-1H-ODOODOO-1-00H)D 0Oy oOoOoOooooad

ODCM (85 mL) 00 (4-((4-0 00 -1H-0 00 0D0-1-00)000)0000)I00O00
(2.54g, 12.56 0000) 00000000000 000000 (1V)(21.84 g, 251 O
0o00)0ooo0ooDooDooDOooDOooDoo0oDo0oDooDO0oDOooDooDoDoOooDooDooDOooad
oooooooobeM (0 MO ODDODODODODODDODODODOO4-(@-0O00-1H-ODOO
00-1-00)000)H)ooooooDoo (.04 g, 9.68 0000, 0077 % O00DO0DO
oooooad

[M+H]" = 201.2 (M+H)™

Do0o0o0Q
B.(5-0000000-3-00)U-(4-000-1H-00000-1-00)000)0000)0
Dooo

00O00-70000000000000002.5M00000000 (4.08 ml, 10.19 O
000)O0000000 (0mL)O0O03,5-00000000 (2.390 g, 10.09 000 0)
0D00D0-780000000000000000000015000000000-7000
0000000000000 (Bm) 004-(4-000-1H-00000-1-00)000)
D000O0000 (.04 ¢, 10.190000) 000000000000000000O00
15000 000000000000 000000000000000000000000
00000000000 O00O0O00O0ONH,Cl 000 (G0m)000D000O000O000
DO00O0O0OO0OO0OODODEtOAc (3 x50 ml) 00D0O00O0OO0ODOOOOOOOOOO (MgSoO
D00000000000000DIM000000000000000000000000
00000 0100% EtOAc/0 0 000000000000 (G-0000000-3-00)-(
(4-000-1H-00000-1-00)000)I000)I0000 (1.30g, 3.27 0000
,0032.4%) 00000000000000000000

[M+H]* = 358.1/360.1 (M+H)™

Do0o0o00
C.(5-01000000-3-00)A-((4-000-1H-00000-1-00)000)0000)0
000

0000000 (B m)I0G-0000000-3-00)U@-(@-000-1H-00000 -1

O

-00)00O0)0000)IOOO0 (1.08g, 2.261 0000) 00000000000
000000 QV) (3.93¢g, 45.20000)0000000000000000000
0000000000000 00000000000000000000DCM 00000
00000000000000000000000 O70% EtoAc/0 0000000000
000000000000

[M+H]" = 356.1/358.1 (M+H)™

Do0o0o00
D.5-(4-((4-000-1H-00000-1-00)I00)I0000)I0000000
OOODMA (@ ML)O DO G-0000000-3-00)W@-(@-000-1H-00000-1-00)
000)0O00O0)IO0O00 (0.500g, 1.404 00O00) 000000000000 (0.3
79 9,3.230000)00000N,000000000000000Pd(PPhy), (0.081
g, 0.0700000)000000000000ON00000000000000001
100000000000000000000000000000000000000 10

0000O0O00ON,0000000Pd(PPhg), (0.081 g, 0.070 0000) 0000000
0000000000001100000000000000000000000000 (
0.379 g, 3.23 000 0) O0OPd(PPhy), (0.081 g, 0.070 00 00) 00000000
0D00000000000110000000000001200000000000000
000000000000 O0O00O0O00O0DCM (50mLl) O0O0O0O0O0OO0OO0OOODC
M@ooml)DOOOODODODODODOODODOODOOOOOODIMOOOOOOOOOOOOOO
000000000000 00 050% EtOAc/DCM 0D DD D000 D0 DO OO0 (353 mg)

0000
[M+H]* = 303.2 (M+H)*
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gooooad

E.5-(4-((4-000-1H-00000-1-00)100)I0000)I0000

OTHF (3 mL) 000 (A m) 005-(4-(A-000-1H-00000-1-00)000)00
000)0O0O0O0O000O0 (248 mg, 0.574 0000) 00000000000 (68.8 mg
,2.87 0000)0000DoDO0ODODOO0OO0ODO0DODO8 OO OOoDOooOOoDOnn
0D0DO00O0O00O000DEOAc (A5 mL)OO (O mL, pH10O) OOODODOODODODO
OO0OEtOAc (10 mL) DD ODDODODODOIMHCI OpH 3D ODODOOOODOOELOAC (3 X
15m)00000000000000000 (MgS04) OO0 O000C0DOO0S5-(4-((4-00
O0-1H-00000-1-00)000)doooo)yooodoDo (138 mg, 0,408 DO OO, O
O071.1% 000000000 DOO0DOOO

[M+H]" = 322.1 (M+H)™

ogooooad

FN-((I-0 00000000 -6-00)000)-5-(4-((4-000-1H-000 00 -1-00)
ooo)Yooooo) oooogoad
oooooooooooDooos-@-@-0o0oD-1H-ooooo-1-00)ooo)oooad
O)DoOoOoOoO (@34 mg, 0417 0000) 06-(000000)IOOOODO-1-0000
000 (113 mg, 0.459 00O 0O) O2-(3H-[1,2,3]00000 [4,5-b]0 000 -3-00
)-1,1,3,3-0 00 0000000000000 ooooooooono (V) (174 mg, 0.45
odpDOo)OooadbeM (3 mLHOODMF (O3 MDHODODOODODODODONN-DODODOOO
oDoooO0 (@91 p 1, 1,668 0 000) 000000 DODOOOODOODODODO
0000000 oOooDoDoOooDDbOOoOoosSeXdoo3.5g00000000MeOHO O O
1% NH3/MeOH D D OO DO OODOODCM DOOOMeOHO OO OOODODOODODDOORD
000000000 O0ODODOO0 O 7% MeOH/DCM (0.3% NHSOU D O)HO O D ODOOOODO
goodoooodooobcM Do OoobOoobOOooUoDOooUooOooUoooooooao
00 0O30% EtOH/EtOACO 0 D 00D 00D O0DoDOooDOoDOoooooON-(A-00b0oon
0-6-00)000)-5-@-(4-000-1H-00000-1-00)000)IJ00 00 b)Y
ooo0o (B4 mg, O.O70 0000, 001677 %0 000000O0D0O0ODOOOO
[M+H]* = 477.3 (M+H)™*

gooooo

G.N-((1-000000000-6-00)000)-5-(0 0000 4-(@-000-1H-000 0
0-1-00)000)1000)000)I000000

OOOMeOH (1.5mL) OON-((I-000000000-6-00)000)-5-(4-(4-00 10 -

OOoo0oooao
O0Ooo0ooao

H-00D00D0-1-00)000)00000)I000000 (50 mg, 0.105 000 0) O
0000000000000 (Q1.91mg, 0.3150000) 0000000000000
0D0D2.50000000LCMSO0 0000000000000 0O00O00OO00O00O00
OO00DOO0ODOEtOAc (30 mL) OO0 (0 ml)0ODO0O00O00D00O0D0ELOAC (30 mL) OO
00000000000 000 om)O0OD0OOD0OD0ODD (MgSoA)I OO OoODoO0O
DO00O0OO0ODMOODOOMOHD DO D0OO00O0D0O00O00O00O00OO0O0OO0O0ODOOnD
000 O10% MeOH/DCM (0.3% NH3D 00 ) DO ODDOOOON-(I-000000000 -6
-00)I0O0)-5-(0O0000WU-(@U-000-1H-00000-1-00)000)0000)0
0O0)IO0ODOODOO (B4mg, 0.070 0000, 0067.0% 000000000000

O

[M+H]* = 479.3

NMR (d6-DMSO) & : 1.97 (3H, s), 4.61 (2H, d, J = 5.8Hz), 5.19 (2H, s), 5.83 (iH,
d, J = 3.9Hz), 6.19 (1H, d, J = 3.9Hz), 6.72 (2H, s), 6.86 (1H, d, J = 5.8Hz),
7.13-7.19 (2H, m), 7.21 (dH, s), 7.33-7.44 (3H, m), 7.51 (1H, s), 7.56 (1H, s),

7.76 (1H, d, J = 5.8Hz), 8.14 (1H, d, J = 8.6Hz), 8.20 (1H, t, J = 2.1Hz), 8.70
(1H, d, J = 2.1Hz), 8.93 (1H, d, J = 2.1Hz), 9.32 (IH, t, J = 5.9Hz).
oooooo
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N-[(1-000000000-6-00)000]-5-@{4-[(2-00000000)000]1000
0D0-1-003000)0000-3-0000000

Ooo0oo0ooaog
O
|/\N ~ N
| H
N\) - NH.,,
" |
F \ N
opDoooao
Atert-0 00 4(G-(C00D0D0O0O0O)IOOO0-3-00)000)I0000-1-00
gooooao

0000 5-000000000 (2.95¢, 13.67 0000) 000000000000
(0.153 g, 0.683 00 O00) JO0DOODO (4-boc-0 0000 -1-00)00000O000
00000 (5.022 g, 16.40 0000) 0000000 (11.13 g, 34.20000) O
0 X-Phos (0.652 g, 1.367 0O ODO) OTHF (40mL) 000000 om)dOOOO
000000000100000000N,000000000700000000000000
00 (0mL)OOODOOEtOAc (3 x30mL) 000000000 ODOODOODODODOO. (M

0s0,) 00 0000000000000 0OO00O0D0OO0O0OO00O00O0D0 (000000 1%
Et,N 00000 OEtOAc 0-100)0 000000 tert-0 00 4-(G-(0 0000000
0)IOODO-3-00)000)I0000-1-00000000 (4.81g, 13.62 0000,
00100 %0 000000000000

[M+H]* = 336.1

Do0o0o00

B.OODO 5-(0000D0-1-00000)000000

DOO0O0ODCM (I0mL) OO tert-000 4-((-(CO000O00D0O00)IO0O0-3-00)0
00)D0O00D-1-00000000 (4.81¢g, 14.34 0000) 0000000000
D000 (@onm., 130 0000) 0000000000000 O0C0OOC0OOOOOOO
0000000000 (0 m) OO0O00DO0SCX (28 g)0 000 O MeOHD O O O O MeOHD
O1% NH;, 00 000000000000000000 5-(00000-1-00000 )0
00000 (3.55¢9, 14.3¢4 0000, 00100 %0 000000000000

[M+H]* = 236.0 (M+H)™*

DO0o0o0a0

c.000 5-((U-(2-00000000)I0O0O00-1-00)I00)I0O0O000

ODCM (4mL) 00 2-000000000000 (79 mg, 0.638 00 O0O0) 00000 5-
(000O00-1-00000)I00000 (@50 mg, 0.638 0000) 00000000
0000000000000000000000000 5-(00000-1-00000)0
00000 (150mg, 0.638 00 O00) 000000000 D0OCOOOCOOOCOOOODC

M@Gn)OODODOONaHCO, 000 (G m) 0000000000000 00DCM (2 X5 m
LHOO0DO0D0DO00O00000000000 (Nay,S0,) 0000O000000000000 5
((4-(2-00000000)00000-1-00)000)000000 (160 mg, 0.410 O
D00, 0064.3% 00000000000 0000

[M+H]* = 344.1

Do0o0o0Q0

D.5-((4-(2-00000000)IODOO0-1-00)I00)I0O0O00

OO0DOOTHF @ml) 000 (I m)0ODOOO 5-(@-(2-00000000)I00O00-
1-00)000)000000 (147 mg, 0428 0000) 0000000000000 (

51.3mg, 2.140 00 0D0) 0000000 OO0C0COOC0OOOOOOCOOOCOOOOOO

10

20

30

40



(61) JP 6527147 B2 2019.6.5

OO0OSCX (290 UDODOOOMeOHO D OO OMeOHO O 1% NH3AD O D OO O ODOODOODOODO

ooos5-(@-(e-00oooooo)yoouooo-1-00)ooo)ooooo (130 mg, 0.3

5 0000, 0092wyl d0d00DOoOoOooODoOOd

[M+H]+ = 330.0

oooooao

EN-[QA-000000O00D0-6-00)0D00]-5-{@-[k-000oDoooo)ooo]joo

0o0o0-1-003y00)H)00o0o-3-0000000d

obcM 2 mbHO O5-(@4-(e-00DD0DoUooUoo)YUooooD-1-oOH)oooH)Yooooo @

18 mg, 0.358 D 0C00)06e-(OUObODO))YoOoOooDoOOo-1-0o0oooooO0 (97 mg, O
.394 0 00O0O) OHATU (163 mg, 0.430 0000 ) 00 O0ODO0ODODOO0OODDOOOODOO

o0 (@2so0pl, 1433 0000) 000000000000 ODO0ODODOoOOoOOoOOODOOdOd

OO0O0OODOEEOAc (20 mL) DOODDODOIMNaOH(OCOO) 2 x 10mL) OO OoOooOooOaO

00000 (Na2s04) OO0 ODDDOODOO0ODOODOODODODDODOOOODOOOODOO

O0oO0oO0oDoDOo0 (EtOAc OO EtOH 0-50%) DO OO0 OO0 OODON-(A-O000COD0O0

-6-00)00O)-5-(4-2-00DoUUoUooDoH)YooooDo-=-1-00)ooOo)H)oooo

O (39.3 mg, 0.079 0000, 0022.07 %) D00 O0OO0ODO0OOOOODOAO

m/z 485.1 (M+H)™

NMR (d6-DMSO) & : 2.20-2.47 (8H, m), 3.51 (2H, s), 3.55 (2H, s), 4.63 (2H, d, J

= 5.8 Hz ), 6.72 (2H, s), 6.87 (1H, d, J = 5.6 Hz ), 7.10 - 7.19 (2H, m), 7.26 -
7.34 (1H, m), 7.35 - 7.45 (2H, m), 7.58 (1H, s), 7.76 (1H, d, J = 5.8 Hz ), 8.1

2 - 8.17 (2H, m), 8.61 (1H, d, J = 2.0 Hz ), 8.97 (1H, d, J = 2.1 Hz ), 9.32 (1H
, t, J =5.9 Hz ).

oooooao

ooo 77
N-[f@-OCO0Oooooooo-e-00)00O0]-5{[2-(0O0000-1-00)0000-4-00

joooyyooo-3-00o0o0ooan

ooooao

OoOoo0oooog
O 0Ooo0ooao

o]

2
\

oooooo
A4-(0O0O0O0O0O)-2-0000D0DO0OO

osooml DOOOO0O02-0000-4-0000000 (@59, 2250000) ON-0000

ooooDoDoD0O0O @5.1¢9, 337 0000) 00000000 QODooOoDODOO (1.458 g, 4
SoO0oOOoOO)OoOoOo mL, 1747 0000)00000C00ODODO (32 mL, 2527 OO
oco)oooboooooooooooooODbDOOOOOoOoooooOooODODDODDOOOOO
oooooooooobOoooooooOooooboooobooOoO (20 mL)d EtOAC (30

mL) 0 O0O0O0O0Q0OoO0O0OD0OD0O @GBomL)JoooooODOOOOOoOoOoOooooooDDOO
OOOO0ODEtOAc (2 x 30mL) OOOODODDOODOOODODOOODOODODO @Gomw)oDood
ooooDoDD (Mgscy )0 ooooooooODbDbOO0OO0O0OoOoOoooooODeM (40mL) O OO
ooooooooobobooooooooobpeMm boooboboOooobboooobobooo
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Hz), 6.37 (1H, s), 6.41 (1H, dd, J = 5.1, 1.4Hz), 6.74 (2H, s), 6.86 (1H, d, J
5.9Hz), 7.40 (1H, dd, J = 8.6, 1.7Hz), 7.56 (1H, s), 7.76 (1H, d, J = 5.8Hz),
.94 (1H, d, J = 5.1Hz), 8.10 (1H, t, J = 2.2Hz), 8.13 (1H, d, J = 8.6Hz), 8.67
1H, d, J = 2.1Hz), 8.94 (1H, d, J = 2.1Hz), 9.32 (1H, t, J = 5.9Hz). 10
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81 N-[A-TZAYF% 2V 06-AN)AFN]-5{2-(3-E Fufxi-'vl
VAAMIEN D AANV]AFANE Y D 3- A RFY IR

82 N(I-7TI/AYF V26 A N)AFL]-5{2-@B7rdnrrnal] -
1-A VN D —A-A LA F AN D -3-AEXY I F

83 N[(1-7XT2A4AYF 7V r6-AN)AFNL]HA{2-BAFAEnal P -1-
AN DA A V]AFAIEN D0 3- A RFT IR

84 N(1-7I247F 7026 AN)AF]-5{2- 22 A Frvnaly
Al-A N D A-AAVIAFAIE ) D -3-ARXY I F

85 N-[-7 22 A47% 20 —6-AN)AFN]-HH2-(ENEKY »—4-A 1)
VIO —A4-ANVAFAIED P -3-BARFI I K

36 N-[(I-F 22 A Y%7 D 2-b6-AN)AFN]-bH2-4-AF AT P -1-
AMEY A N]AFAIE ) D -3-FARFY I F

g7 N-[(1-F 27 A472F% 72D 2-b6-AM)AFA]5{2(FFAT )Y
A A NV]AFAIC D D3 ARFY I K

a8 N-[(1-7 27 A4AF 7V 2b6-ANM)AFA]-5H{2-3-A b Frttual I
I-A D DA A F AN D -3- KXY I F

89 N-[(1-7 2 A% 7D 2—b6-oAA)AFA]-5-({2-[2—( Fuxi AFi)r°
1AV A AR FAIED) P -3- I ARFF IR

90 N(1I-FTI2AYF 7V 6 ANM)AFA] D523 (T AFATI/)En
DO -1-A MDA A MAF D -3-B AR I F

o1 N-[(1-T X A7X 7V 26-A4AMAFN]-5-2-[3(AFAT I /)’
D1 AN AANAFAIE YD -3 ARZHI R

92 N(1I-TI A%V 6 ANM)AFA]-5 {23 ( Fuax iy AFA)E
) VAN ) DA A VAFANEY) P B3-IARXY I F

93 N4 (FI)AFA)2R2AFA Tz =] 2AFA5- {4 [4-2AFALEFT/
— A AN)AF AT 2 VA TFAIE D) -3 AREHIF

94 NA[A (T2 AFA)2,6PAFA TN AFAL-(4-[A-AFALES
Sl A TNAF N T 2 SR F AN ) P -3- B A FRF Y I F

95 N4 (T 7 AFA)2,6-FCAFATxo ] AFAt6-(4-[4- X FLes5
V=AY EFN] T 2 VA FAIET DO 2- N R IR

96 NAMA(7T T 72 AFA)3-7A4Fd0 7 2= ]RXAFA5-{4-[4-AFAE T
Vo=l WA F AT 2 S A FANE Y P -3-BARFH I F

oooooo
011

0000 NVMRO O OO O O d6-DMS0O)

6.

10

20

30

40



gboooad

(81) JP 6527147 B2 2019.6.5

EW
&

%7+ (ppm)

4.22 (2H, s), 4.60 (2H, d, J = 6.3Hz), 6.72 (2H, s), 6.83 (1H, dd, J
.9, 0.8Hz), 7.22-7.28 (1H, m), 7.31-7.34 (4H, m), 7.40 (1H, dd, ] =
1.7Hz), 7.50-7.55 (1H, m), 7.74 (1H, d, J = 5.8H=z), 7.92 (lH, d, ]
.3Hz), 8.11 (I1H, d, J = 8.6Hz), 9.24 (1H, d, J = 1.3Hz), 9.68 (1H, t, ]
= 6.4Hz).

5
.6,
1

oo

1.96 (3H, s), 4.21 (2H, s), 4.65 (2H, d, ] = 6.3Hz), 5.18 (2H, s), 6.78 (
2H, s), 6.85 (1H, d, J = 5.9Hz), 7.14 (2H, d, ] = 8.1Hz), 7.21 (1H, s),
7.35 (2H, d, ] = 8.1Hz), 7.43 (1H, dd, J = 8.7, 1.7Hz), 7.51 (1H, s), 7.
56 (1H, s), 7.76 (1H, d, J = 5.8Hz), 8.14 (1H, d, J = 8.6Hz), 8.80 (1H,
s), 9.04 (1H, s), 9.46 (1H, t, J = 6.3Hz)

10

2.63 (3H, s), 4.44 (2H, s), 4.66 (2H, d, J = 6.3Hz), 6.71 (2H, s), 6.81 (
1H, d, J = b.9Hz), 7.37 (1H, d, J] = 8.4Hz), 7.44 (1H, dd, J = 1.7, 8.6H
z), 7.56 (LH, s), 7.72-7.80 (2H, m), 7.83-7.90 (2H, m), 8.14 (2H, H*
Y d, J = 7.4, 8.6Hz), 8.88 (1H, s), 9.07 (1H, s), 9.47 (1H, t, J = 6.3H
z).

11

1.98 (3H, s), 4.10 (2H, s), 4.64 (2H, d, ] = 6.3Hz), 5.20 (2H, s), 6.70 (
2H, s), 6.84 (1H, d, J = 5.2Hz), 7.15 (2H, d, ] = 8.1Hz), 7.22 (1H, s),

7.28 (2H, d, J = 8.1Hz), 7.42 (1H, dd, J = 8.7, 1.7Hz), 7.49-7.55 (2H,

m), 7.74 (1H, d, J = 5.8Hz), 8.00 (1H, d, ] = 2.1Hz), 8.12 (IH, d, ] =

8.6Hz), 9.36 (1H, d, ] = 2.2Hz), 9.90 (1H, t, J = 6.3Hz).

12

1.97 (3H, s), 2.52 (3H, s), 2.57 (3H, s), 3.97 (2H, s), 4.59 (2H, d), 5.17
(2H, s), 6.44 (1H, dd, J = 3.5, 1.9Hz), 7.09-7.15 (2H, m), 7.17-7.24 (3
H, m), 7.29 (1H, dd, ] = 3.5, 2.4Hz), 7.47-7.53 (1H, m), 8.00 (1H, t, ]
= 2.2Hz), 8.56 (1H, d, J = 2.1Hz), 8.61 (1H, t, J = 4.7Hz), 8.81 (1H, d,
J = 2.1Hz), 11.33 (1H, s).

13

2.51 (3H, s), 2.56 (3H, s), 2.62 (3H, s), 4.19 (2H, s), 4.58 (2H, d, ] =
4.6Hz), 6.43 (1H, dd, J = 1.9, 3.5Hz), 7.29 (1H, dd, J] = 2.4, 3.5Hz),
7.38 (1H, d, J = 8.4Hz), 7.59 (1H, dd, J = 2.0, 8.7Hz), 7.75 (1H, d, J
= 2.0Hz), 7.84 (1H, d, J = 8.6Hz), 8.09 (1H, t, J] = 2.1Hz), 8.17 (1H, d,
J = 8.4Hz), 8.63-8.69 (2H, m), 8.84 (1H, d, J = 2.1Hz), 11.35 (1H, s).

14

4.58 (2H, d, J = 5.7Hz ), 5.31 (2H, s), 6.50 (1H, d, J = 9.6Hz ), 6.74 (
2H, s), 6.85 (IH, d, J = 5.6Hz ), 7.40 (1H, d, J = 8.6Hz ), 7.45 —7.52 (
3H, m), 7.55 (2H, d, J = 4.6Hz ), 7.76 (1H, d, J = 5.8Hz ), 7.82 — 7.95
(2H, m), 7.99 (1H, dd, J = 2.6 & 9.6Hz ), 8.14 (1H, d, J = 8.6Hz ), 8.
59 (1H, d, J = 2.5Hz ), 8.89 - 9.02 (1H, m).

15

1.98 (3H, s), 4.56 (2H, d, J = 5.8Hz ), 5.14 (2H, s), 5.20 (2H, s), 6.47
(1H, d, J = 9.5Hz ), 6.73 (2H, s), 6.86 (1H, d, J] = 5.7Hz ), 7.18 (2H, d
, J = 8.3Hz ), 7.23 (1H, s), 7.28 (2H, d, J = 8.2Hz ), 7.38 (1H, dd, ] =
1.6 & 8.6Hz ), 7.53 (2H, d, J = 6.1Hz ) 7.77 (1H, d, J = 5.8Hz ), 7.94
(1H, dd, J = 2.6 & 9.5Hz ), 8.13 (1H, d, J = 8.6Hz ), 8.49 (1H, d, ] =
2.5Hz ), 8.90 (1H, t, J = 5.9Hz ).
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16

2.64 (3H, s), 4.56 (2H, d, J = 5.8Hz), 5.34 (2H, s), 6.51 (1H, d, J = 9.
bHz), 6.73 (2H, s), 6.84 (lH, dd, ] = 0.8, 6.0Hz), 7.35-7.44 (2H, m), 7
.54 (1H, d, J = 1.7Hz), 7.67 (1H, dd, J = 2.0, 8.7Hz), 7.75 (1H, d, ] =
5.8Hz), 7.78 (1H, d, J = 2.0Hz), 7.90 (1H, d, J = 8.7Hz), 7.98 (1H, dd
, J =26, 9.5Hz), 8.12 (1H, d, ] = 8.6Hz), 8.20-8.26 (1H, m), 8.52-8.6
3 (1H, m), 8.93 (1H, t, J = 5.9Hz).

17

2.63 (3H, s); 4.24 (2H, s); 4.61 (2H, d, J = 5.8Hz ); 6.72 (2H, s); 6.85
(1H, d, J = 5.8Hz ); 7.37 — 7.43 (2H, m); 7.56 (1H, s); 7.63 (1H, dd, ]
= 2.0 & 8.6Hz ); 7.76 (1H, d, J = 5.8Hz ); 7.79 (1H, d, ] = 1.9Hz ); 7
.86 (1H, d, J = 8.6Hz ); 8.10 — 8.17 (2H, m); 8.19 (1H, d, ] = 8.4Hz );
8.74 (1H, d, J = 2.1Hz ); 8.95 (1H, d, ] = 2.1Hz ); 9.30 (1H, t, J = 5.
9Hz ).

18

2.62 (3H, s), 3.94 (3H, s), 4.10 (2H, d, J = 1.3Hz), 4.58 (2H, d, ] = 5.
8Hz), 6.73 (2H, s), 6.82-6.88 (1H, m), 7.33-7.43 (2H, m), 7.54 (1H, d, ]
= 1.7Hz), 7.59 (1H, dd, J = 2.0, 8.7Hz), 7.70 (1H, d, J = 1.9Hz), 7.7
5 (1H, d, J = 5.8Hz), 7.84 (1H, d, J = 8.6Hz), 8.04 (1H, d, ] = 2.3Hz),
8.08-8.20 (2H, m), 8.65 (1H, d, J = 2.3Hz), 9.12 (1H, t, J = 5.9Hz).

19

2.62 (3H, s), 3.98 (3H, s), 4.14 (2H, s), 4.60 (2H, d, ] = 6.1Hz), 6.69 (
2H, s), 6.82 (1H, dd, J = 0.8, 5.9Hz), 7.367.42 (2H, m), 7.54 (1H, d, ]
= 1.7Hz), 7.59 (1H, dd, J = 2.0, 8.6Hz), 7.727.78 (2H, m), 7.84 (1H,

d, ] = 8.6Hz), 8.03 (1H, d, ] = 2.5Hz), 8.11 (1H, d, ] = 8.6Hz), 8.15—
8.20 (1H, m), 8.32 (1H, d, J = 2.5Hz), 8.87 (1H, t, J = 6.1Hz).

20

2.63 (3H, s), 4.00 (2H, s), 4.64 (2H, d, ] = 5.9Hz), 6.93 (1H, d, J = 6.
lHz), 7.30 (2H, s), 7.42 (2H, dd, J = 8.7, 22.5Hz), 7.55-7.63 (2H, m),
7.68-7.78 (3H, m), 7.85 (1H, d, J = 8.6Hz), 8.158.27 (3H, m), 10.32 (1H
, t, J = 6.0Hz), 12.50 (1H, d, J = 6.4Hz).

21

2.63 (3H, s), 2.89 (3H, d, ] = 4.5Hz), 3.98 (2H, s), 4.53 (2H, d, ] = b5.
9Hz), 6.69 (3H, d, J = 3.4Hz), 6.82 (lH, dd, J = 0.8, 6.0Hz), 7.34-7.40
(2H, m), 7.50 (1H, d, J = 1.7Hz), 7.57 (1H, dd, J = 2.0, 8.7Hz), 7.61
(1H, 4, J = 2.3Hz), 7.70 (1H, d, J = 1.9Hz), 7.74 (lH, d, ] = 5.8Hz),
7.86 (1H, d, J = 8.6Hz), 8.11 (1H, d, J = 8.6Hz), 8.16 (1H, d, ] = 8.4H

z), 8.58 (1H, d, J = 2.3Hz), 8.80 (1H, t, J = 6.0Hz).

22

2.48 (3H, s), 2.63 (3H, s), 4.16 (2H, s), 4.55 (2H, d, J = 5.9Hz), 6.71 (
2H, s), 6.80 (1H, dd, J = 0.8, 5.9Hz), 7.36-7.43 (2H, m), 7.51-7.57 (1H,
m), 7.62 (1H, dd, J = 2.0, 8.6Hz), 7.69 (1H, d, J = 2.2Hz), 7.74-7.80
(2H, m), 7.85 (1H, d, J = 8.6Hz), 8.16 (2H, dd, J = 8.5, 13.6Hz), 8.50
(1H, d, J = 2.2Hz), 9.03 (IH, t, J] = 6.0Hz)

23

4.05 (2H, s); 4.62 (2H, d, J = 5.8Hz ); 6.72 (2H, s); 6.84 - 6.89 (1H,
m); 7.14 — 7.26 (1H, m); 7.26 — 7.35 (4H, m); 7.38 — 7.45 (1H, m); 7.57
(1H, s); 7.77 (1H, d, J = 5.8Hz ); 8.10 (1H, t, J = 2.2Hz ); 8.14 (1H,
d, ] = 8.6Hz ); 8.67 (1H, d, J = 2.1Hz ); 8.94 (1H, d, ] = 2.1Hz ); 9.3

0 (1H, t, J = 6.0Hz ).
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24

4.25 (2H, s); 4.63 (2H, d, J = 5.9Hz ); 6.71 (2H, s); 6.85 (1H, d, J = 5
.6Hz ); 7.42 (1H, dd, J = 1.7 & 8.6Hz ); 7.44 — 7.52 (4H, m); 7.57 (1H,
s); 7.76 (1H, d, J = 5.8Hz ); 7.88 — 7.94 (2H, m); 8.14 (1H, d, J = 8.6
Hz ); 8.21 (1H, t, J = 2.1Hz ); 8.74 (1H, d, ] = 2.1Hz ); 8.97 (1H, d, ]
= 2.1Hz ); 9.32 (1H, t, J = 5.9Hz ).

25

9.29 (t, ] = 5.9 Hz, 1H), 8.93 (d, J = 2.1 Hz, LH), 8.66 (d, J = 2.1 Hz,

1H), 8.14 (d, ] = 8.6 Hz, 1H), 8.09 (t, J = 2.1 Hz, 1H), 7.76 (d, ] = b
.8 Hz, 1H), 7.56 (s, 1H), 7.41 (dd, J = 8.6, 1.7 Hz, 1H), 7.25 — 7.19 (
m, 1H), 6.89 — 6.81 (m, 2H), 6.78 (ddd, J = 8.2, 2.6, 0.8 Hz, 1H), 6.72
(s, 2H), 4.61 (d, J = 5.9 Hz, 2H), 4.01 (s, 2H), 3.72 (s, 3H).

26

3.71 (3H, s), 3.97 (2H, s), 4.61 (2H, d, J = 5.9 Hz ), 6.71 (2H, s), 6.81
- 6.92 (3H, m), 7.14 — 7.23 (2H, m), 7.40 (1H, dd, J = 1.7 & 8.6 Hz )
, 7.54 — 7.60 (1H, m), 7.76 (1H, d, J = 5.8 Hz ), 8.05 (1H, t, J = 2.2
Hz ), 8.14 (1H, d, J = 8.6 Hz ), 8.63 (1H, d, J = 2.1 Hz ), 8.91 (1H, d
,J =21 Hz), 9.28 (1H, t, J = 5.9 Hz ).

29

2.50 (4H, s), 4.09 (2H, s), 4.61 (2H, d, J = 5.9 Hz ), 6.52 (1H, d of ds
,J =18 & 2.4 Hz ), 6.78 (2H, s), 6.86 (1H, d, J = 5.8 Hz ), 7.37 — 7
.45 (4H, m), 7.57 (lH, s), 7.69 — 7.81 (4H, m), 8.09 — 8.18 (2H, m), 8.
42 — 8.48 (1H, m), 8.69 (1H, d, J = 2.1 Hz ), 8.94 (1H, d, J = 2.1 He
), 9.31 (1H, t, J = 5.9 Hz ).

28

4.28 (2H, s), 4.60 (2H, d, ] = 5.9Hz), 6.70 (2H, s), 6.84 (1H, d, ] = 5.
9Hz), 7.40 (1H, dd, J = 8.6, 1.8Hz), 7.55 (1H, s), 7.71 (1H, dd, ] = 8.4
, 1.8Hz), 7.75 (1H, d, J = 5.8Hz), 7.78 (1H, d, J = 5.7Hz), 7.92 (1H, d,
J = 8.5Hz), 8.00 (1H, s), 8.09-8.19 (2H, m), 8.46 (1H, d, J = 5.7Hz), 8
.74 (1H, d, J = 2.1Hz), 8.95 (1H, d, J = 2.1Hz), 9.23-9.32 (2H, m).

29

3.77 (3H, s), 3.97 (2H, s), 4.60 (2H, d, ] = 5.8 Hz ), 6.77 (2H, s), 6.83
- 6.93 (2H, m), 6.98 (1H, d, J = 7.7 Hz ), 7.17 — 7.27 (2H, m), 7.40 (
lH, dd, J = 8.6, 1.6 Hz ), 7.56 (1H, s), 7.75 (1H, d, J = 5.8 Hz ), 8.03
(IH, t, J = 2.1 Hz ), 8.14 (1H, d, J = 8.6 Hz ), 8.59 (1H, d, ] = 2.1
Hz ), 8.90 (1H, d, J = 2.1 Hz ), 9.30 (1H, t, J = 5.9 Hz ).

30

4.13 (2H, s), 4.61 (2H, d, ] = 5.8 Hz ), 6.51 — 6.55 (1H, m), 6.77 (2H,
s), 6.86 (1H, d, ] = 5.8 Hz ), 7.22 (1H, d, J = 7.6 Hz ), 7.38 — 7.46 (
2H, m), 7.57 (1H, s), 7.66 — 7.71 (1H, m), 7.72 (1H, d, J = 1.5 Hz ), 7
.75 (IH, d, J = 5.8 Hz ), 7.81 (1H, s), 8.14 (2H, m), 8.47 (1H, d, ] =
2.4 Hz ), 8.72 (1H, d, J = 2.0 Hz ), 8.95 (lH, d, J = 2.0 Hz), 9.30 (1H
, t, J =59 Hz ).

31

4,27 (2H, s), 4.60 (2H, d, J = 5.9 Hz ), 6.79 (2H, s), 6.85 (IH, d, ] =

5.8 Hz ), 7.41 (1H, dd, J = 8.6, 1.7 Hz ), 7.51 (1H, dd, J = 8.3, 4.2 H
z ), 7.56 (1H, s), 7.69 (1H, dd, J = 8.7, 2.0 Hz ), 7.74 (1H, d, J = 5.8
Hz ), 7.85 (1H, d, J = 1.7 Hz ), 7.97 (1H, 4, J = 8.6 Hz ), 8.11 — 8.1
6 (2H, m), 8.31 (1H, dd, J = 8.4, 1.0 Hz ), 8.74 (1H, d, J = 2.1 Hz ),

8.85 (1H, dd, J = 4.2, 1.7 Hz ), 8.95 (1H, d, J = 2.1 Hz ), 9.29 (1H, t,
J = 5.9 Hz ).
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4.02 (2H, s), 4.61 (2H, d, J = 5.9 Hz ), 5.29 (2H, s), 6.23 (1H, t, ] =

2.1 Hz ), 6.72 (2H, s), 6.86 (1H, d, J = 5.6 Hz ), 7.01 (1H, d, J = 7.6
Hz ), 7.15 (1H, s), 7.19 (1H, d, ] = 7.8 Hz), 7.27 (1H, t, J = 7.6 Haz),

7.39 — 7.44 (2H, m), 7.57 (1H, d, J = 1.7 Hz ), 7.76 (1H, d, 5.8 Hz), 7
.78 (1H, dd, J = 2.3, 0.6 Hz), 8.07 (1H, t, J = 2.1 Hz ), 8.14 (1H, d, ]
= 8.6 Hz ), 8.62 (1H, d, J = 2.1 Hz ), 8.93 (1H, d, J] = 2.1 Hz ), 9.28
(IH, t, J = 5.9 Hz ).

33

1.97 (3H, d, J = 0.8 Hz ), 3.80 (3H, s), 4.01 (2H, s), 4.61 (2H, d, ]
5.8 Hz ), 5.13 (2H, s), 6.72 — 6.82 (4H, m), 6.86 (1H, d, ] = 8.6 Hz ),
6.99 (1H, s), 7.20 (1H, s), 7.37 — 7.44 (2H, m), 7.56 (1H, d, J = 1.6
Hz ), 7.76 (1H, d, J = 5.8 Hz ), 8.09 (1H, t,J = 2.1 Hz), 8.14 (1H, d,
8.6 Hz), 8.66 (1H, d, J = 2.1 Hz ), 8.92 (1H, d, J = 2.1 Hz ), 9.27 (IH

, t, ] = 5.9 Hz ).

34

3.28 (3H, s); 3.59 — 3.65 (ZH, m); 3.97 (2H, s); 4.00 — 4.08 (ZH, m); 4.
61 (2H, d, J = 5.8 Hz ); 6.71 (2H, s); 6.83 — 6.91 (3H, m); 7.14 — 7.22
(ZH, m); 7.40 (1H, dd, ] = 1.6 & 8.7 Hz ); 7.56 (1H, s); 7.76 (1H, d,
J = 5.8 Hz ); 8.06 (1H, t, J] = 2.1 Hz ); 8.13 (1H, d, J = 8.5 Hz ); 8.6
3 (1H, d, J = 2.1 Hz ); 8.91 (1H, d, J = 2.1 Hz ); 9.28 (I1H, t, J = 5.9
Hz ).

35

2.42 -2.50 (4H, m), 2.77 -3.08 (4H, m), 3.57 (2H, s), 4.61 (2H, d, ] =

5.8 Hz ), 6.74 (2H, s), 6.86 (1H, dd, J = 0.8, 6.0 Hz ), 7.41 (1H, dd, ]
= 1.7, 8.7 Hz ), 7.4 —7.60 (1H, m), 7.60 —7.70 (2H, m), 7.69 —7.84 (
4H, m), 8.09 (1H, t, ] = 2.2 Hz ), 8.14 (1H, d, ] = 8.6 Hz ), 8.58 (lH,
d, ] = 2.0 Hz ), 896 (I1H, d, ] = 2.2 Hz ), 9.29 (1H, t, ] = 5.9 Hz ).

36

2.35 —2.50 (4H, m), 3.62 (4H, br s), 4.65 (2H, d, J = 5.8 Hz ), 6.92 (1
H, d, ] = 6.0 Hz ), 7.00 (2H, s), 7.33 7.52 (6H, m), 7.63 (1H, d, ] =
1.6 Hz ), 7.76 (1H, d, J = 5.9 Hz ), 8.09 8.23 (2H, m), 8.66 (1H, d, J
= 2.0 Hz ), 9.00 (1H, d, J = 2.1 Hz ); 9.35 (1H, t, J = 5.9 Hz ).

37

1.13 -1.27 (2H, m), 1.37 -1.48 (2H, m), 1.67 -1.81 (1H, m), 1.86 —~1.96
(2H, m), 1.98 (3H, s), 2.77 (2H, d, J = 11.4 Hz ), 3.53 (2H, s), 3.90 (2
H,d, ] = 7.1 Hz ), 4.64 (2H, d, J = 5.8 Hz ), 6.73 (2H, s); 6.88 (1H,

d, ] = 5.6 Hz ), 7.20 (1H, s), 7.40 —-7.45 (2H, m), 7.59 (1H, s), 7.77 (1
H, d, ] = 5.8 Hz ), 8.11 —8.18 (2H, m), 8.61 (1H, d, J = 2.0 Hz ), 8.97
(IH, d, J = 2.1 Hz ), 9.33 (1H, t, ] = 6.0 Hz ).

38

2.77 (3H, s), 3.133.19 (2H, m), 3.84 (2H, s), 4.16-4.21 (2H, m), 4.61 (2
H, d, J = 5.8Hz), 6.57 (1H, d, J = 2.0Hz), 6.61 (1H, d, J = 8.2Hz), 6.6
7 (1H, dd, J = 2.0, 8.2Hz), 6.72 (2H, s), 6.86 (1H, dd, ] = 0.8, 5.9H=z
), 7.41 (1H, dd, J = 1.8, 8.6Hz), 7.52-7.59 (1H, m), 7.76 (1H, d, J = 5
.8Hz), 8.04 (1H, t, J = 2.2Hz), 8.14 (1H, d, J = 8.6Hz), 8.61 (1H, d, ]

= 2.1Hz), 8.90 (1H, d, ] = 2.1Hz), 9.28 (1H, t, J = 5.9Hz)

39

2.51 — 2.57 (4H, m), 3.09 - 3.17 (4H, m), 3.63 (2H, s), 4.64 (2H, d, ]
= 5.8 Hz ), 6.71 (2H, s), 6.76 (1H, t, ] = 7.3 Hz ), 6.87 (1H, d, ] =
5.7 Hz ), 6.91 (2H, 4, J = 7.9 Hz ), 7.19 (2H, dd, J = 7.3 & 8.7 Hz ),
7.43 (1H, dd, J = 1.7 & 8.6 Hz ), 7.59 (I1H, s), 7.76 (1H, d, J = 5.8 Hz
), 8.15 (1H, d, J = 8.6 Hz ), 8.21 (1H, t, J = 2.1 Hz ), 8.67 (1H, d, J
= 2.0 Hz ), 9.00 (1H, d, J = 2.1 Hz ), 9.34 (1H, t, ] = 5.9 Hz ).
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1.99 (3H, s); 2.11 (3H, s); 4.43 (2H, t, ] = 5.3 Hz ); 4.61 (4H, d of ts,
J = 4.4 & 5.7 Hz ); 6.81 (2H, s); 6.85 — 6.93 (1H, m); 7.23 (1H, s); 7.
41 (1H, dd, J = 1.8 & 8.7 Hz ); 7.50 (1H, t, J = 0.9 Hz ); 7.56 (1H, d,
J =17 Hz ); 7.75 (1H, d, ] = 5.8 Hz ); 8.03 (1H, dd, ] = 1.0 & 2.4
Hz ); 8.15 (1H, d, J] = 8.6 Hz ); 8.53 — 8.58 (1H, m); 9.08 (1H, t, ] =
6.0 Hz ).

41

2.40 (8H, s), 3.46 (2H, s), 3.56 (2H, s), 4.64 (2H, d, J = 5.9 Hz ), 6.72
(2H, s), 6.88 (1H, d, ] = 5.6 Hz ), 7.20 — 7.35 (5H, m), 7.43 (1H, dd,
J =17 & 86 Hz ), 7.59 (1H, s), 7.77 (1H, d, J = 5.8 Hz ), 8.12 — 8.
18 (2H, m), 8.62 (1H, d, J = 2.0 Hz ), 8.98 (1H, d, ] = 2.1 Hz ), 9.33
(1H, t, J = 5.9 Hz ).

42

2.45 (8H, s), 3.55 (4H, d, J = 19.0 Hz ), 3.76 (3H, s), 4.64 (2H, d, ] =
5.8 Hz ), 6.88 6.99 (5H, m), 7.18 7.26 (1H, m), 7.29 (1H, dd, J = 1.
8 & 7.4 Hz ), 7.45 (1H, dd, J = 1.8, 8.6 Hz ), 7.61 (1H, d, ] = 1.6 Hz
), 7.75 (1H, d, J = 5.9 Hz ), 8.13 -8.21 (2H, m), 8.62 (1H, d, J = 2.0
Hz ), 8.98 (1H, d, J = 2.1 Hz ), 9.34 (1H, t, J] = 5.9 Hz ).

43

1.08-1.19 (2H, m), 1.39-1.57 (4H, s), 1.59-1.69 (2H, s), 2.02 (1H, K
#, ] =74Hz), 2.16 (2H, d, J = 7.5 Hz ), 2.22-2.47 (8H, m), 3.55 (2
H, s), 4.63 (2H, d, ] = 5.8 Hz ), 6.73 (2H, s), 6.87 (1H, d, ] = 5.7 Hz
), 7.42 (1H, dd, J = 1.7 & 8.6 Hz ), 7.56 — 7.60 (1H, m), 7.76 (1H, d,
J =58 Hz ), 815 (2H, dd, J = 3.2 & 5.3 Hz ), 8.62 (1H, d, J = 2.0

Hz ), 898 (1H, d, J = 2.1 Hz ), 9.33 (1H, t, J = 6.0 Hz ).

45

2.18-2.46 (8H, m), 3.38 (2H, s), 3.55 (2H, s), 3.72 (3H, s), 4.63 (2H, d,
J = 5.8 Hz), 6.75 (2H, s), 6.86 (3H, dd, J = 3.2 & 9.9 Hz ), 7.18 (2H,
d, ] = 8.7 Hz ), 7.43 (1H, dd, J = 1.7 & 8.6 Hz ), 7.58 (1H, s), 7.76

(IH, d, J = 5.8 Hz ), 8.15 (2H, dd, J = 2.9 & 5.0 Hz ), 8.61 (1H, d, ]

= 2.0 Hz ), 897 (1H, d, J = 2.1 Hz ), 9.32 (1H, t, J = 5.9 Hz ).

46

2.23-2.47 (8H, s), 3.47 (2H, s), 3.56 (2H, s), 4.63 (2H, d, ] = 5.8 Hz ),

6.73 (2H, s), 6.87 (1H, d, J = 5.7 Hz ), 7.02 — 7.15 (3H, m), 7.34 (1H
, td, ] = 6.4 & 8.0 Hz ), 7.42 (1H, dd, J = 1.7 & 8.6 Hz ), 7.58 (1H, s
), 7.76 (1H, d, J = 5.8 Hz ), 8.12 — 8.20 (2H, m), 8.62 (lH, d, J = 2.0
Hz ), 8.97 (1H, d, J = 2.1 Hz ), 9.32 (1H, t, J] = 5.9 Hz ).

47

2.16-2.47 (8H, m), 3.31 (2H, s), 3.54 (2H, s), 3.77 (3H, s), 4.63 (2H, d,
J =59 Hz ), 6.74 (2H, s), 6.87 (1H, d, ] = 5.6 Hz ), 7.26 (lH, s), 7.
42 (1H, dd, J = 1.6 & 8.7 Hz ), 7.52 (1H, s), 7.58 (lH, s), 7.76 (lH, d,
J = 5.9 Hz ), 8.09 — 8.19 (2H, m), 8.61 (1H, d, J = 1.9 Hz ), 8.97 (1
H, d, ] = 2.1 Hz ), 9.32 (1H, t, J = 6.0 Hz ).

48

2.39 (8H, s), 3.44 (2H, s), 3.56 (2H, s), 4.64 (2H, d, J = 5.8 Hz ), 6.73
(2H, s), 6.88 (1H, dd, J = 0.8, 5.9 Hz ), 7.07 — 7.18 (2H, m), 7.26 —

7.36 (2H, m), 7.43 (1H, dd, J = 1.7, 8.6 Hz ), 7.59 (1H, d, J = 1.7 Hz
), 7.77 (1H, d, ] = 5.8 Hz ), 8.15 (2H, dd, J = 3.1, 5.2 Hz ), 8.62 (lH,
d, ] = 2.0 Hz ), 898 (1H, d, ] = 2.1 Hz ), 9.33 (1H, t, ] = 5.9 Hz ).
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2.25-2.47 (8H, m), 3.44 (2H, s), 3.56 (2H, s), 3.72 (3H, s), 4.63 (2H,
d, ] = 5.8 Hz ), 6.76 - 6.90 (6H, m), 7.21 (1H, t, J = 8.0 Hz ), 7.43 (
I1H, dd, ] = 1.7 & 8.6 Hz ), 7.59 (1H, s), 7.76 (1H, d, J = 5.8 Hz ), 8.
15 (2H, dd, J = 2.9 & 5.0 Hz ), 8.62 (1H, d, J = 2.0 Hz ), 8.97 (1H, d,
J=2.1Hz) 933 (1H, t, ] = 5.9 Hz ).

b0

1.67 — 1.75 (2H, m), 2.29 - 2.35 (2H, m), 2.36 — 2.47 (8H, m), 2.54 -
2.60 (2H, m), 3.56 (2H, s), 4.63 (2H, d, J] = 5.9 Hz ), 6.78 (2H, s), 6.
88 (1H, d, J = 5.8 Hz ), 7.17 (3H, dd, J = 7.0 & 15.3 Hz ), 7.23 - 7.2
9 (2H, m), 7.43 (1H, dd, J = 1.6 & 8.6 Hz ), 7.59 (1H, s), 7.76 (1H, d,
J =58 Hz ), 8.15 (2H, dd, ] = 2.7 & 4.7 Hz ), 8.62 (1H, d, J = 2.0
Hz ), 8.98 (1H, d, J = 2.1 Hz ), 9.33 (1H, t, J = 5.8 Hz ).

bl

2.30 - 2.47 (8H, d), 2.51 - 2.54 (2H, m), 2.69 - 2.76 (2H, m), 3.57 (2
H, s), 4.64 (2H, d, ] = 5.8 Hz ), 6.77 (2H, s), 6.89 (1H, d, J = 5.8 Hz
), 7.15 — 7.24 (3H, m), 7.24 - 7.30 (2H, m), 7.44 (1H, dd, J = 1.6 & 8
.6 Hz ), 7.60 (1H, s), 7.77 (1H, d, J = 5.8 Hz ), 8.16 (2H, d, J = 8.4
Hz ), 8.64 (IH, d, J = 2.0 Hz ), 8.99 (1H, d, J = 2.1 Hz ), 9.35 (1H, t
, ] =59 Hz ).

h2

2.38 — 2.48 (4H, s), 2.57 — 2.69 (4H, d, J = 48.2 Hz ), 3.13 (2H, s),
3.57 (2H, s), 4.63 (2H, d, J = 5.8 Hz ), 6.77 (2H, s), 6.88 (1H, d, J =
5.8 Hz ), 7.43 (1H, dd, J = 1.6 & 8.6 Hz ), 7.59 (1H, s), 7.76 (1H, d,
J =58 Hz ), 8.13 - 8.18 (2H, m), 8.63 (1H, d, J = 2.0 Hz ), 8.98 (1H,

d, ] = 2.1 Hz ), 9.33 (1H, t, J = 5.9 Hz ).

b3

1.98 - 2.05 (2H, m), 2.53 - 2.59 (2H, m), 3.92 — 3.99 (2H, m), 4.05 (2
H, s), 4.62 (2H, d, ] = 5.8 Hz ), 6.71 (2H, s), 6.87 (1H, d, J = 5.6 Hz
), 7.41 (1H, dd, J = 1.7 & 8.6 Hz ), 7.57 (lH, s), 7.72 (1H, dd, J =

2.4 & 8.6 Hz ), 7.76 (1H, d, ] = 5.8 Hz ), 8.09 (1H, t, J = 2.1 Hz ), 8
.14 (1H, d, J = 8.6 Hz ), 8.21 — 8.27 (1H, m), 8.37 (1H, d, J = 1.8 Hz
), 8.68 (IH, d, J = 2.1 Hz ), 8.94 (1H, d, J = 2.1 Hz ), 9.29 (1H, t,
J = 5.9 Hz ).

b4

4.09 (2H, s), 4.62 (2H, d, J = 5.8Hz), 6.71 (2H, s), 6.86 (1H, d, J = 5.
9Hz), 7.13 (1H, dd, J = 8.5, 2.9Hz), 7.41 (1H, dd, J = 8.6, 1.7Hz), 7.57
(1H, s), 7.76 (1H, d, ] = 5.8Hz), 7.90 ( 1H, td, J = 8.2, 2.6Hz), 8.09-
8.18 (2H, m), 8.24 (1H, s), 8.70 (1H, d, J] = 2.1Hz), 8.94 (1H, d, J = 2.
1Hz), 9.29 (1H, t, J = 5.9Hz).

hh

1.86-1.94 (4H, m), 3.29-3.34 (4H, m), 3.87 (2H, s), 4.61 (2H, d, J = 5.8
Hz), 6.37 (1H, d, J - 8.6Hz), 6.74 (2H, s), 6.86 (1H, d, J] — 6.2Hz), 7.
36 (1H, dd, J = 8.6, 2.5Hz), 7.40 (1H, dd, J = 8.6, 1.8Hz), 7.56 (1H, s)
, 7.75 (1H, d, J = 5.8Hz), 8.00-8.07 (2H, m), 8.13 (1H, d, J = 8.6H=z),
8.63 (1H, d, J = 2.1Hz), 8.91 (1H, d, J = 2.1Hz), 9.31 (1H, t, J = 5.9H
z).

b6

1.44-1.63 (6H, m), 3.40-3.49 (4H, m), 3.88 (2H, s), 4.61 (2H, d, ] = 5.9
Hz), 6.66-6.78 (3H, m), 6.86 (1H, d, J = 6.0Hz), 7.36-7.43 (2H, m), 7.5
6 (1H, s), 7.76 (1H, d, J = 5.8Hz), 8.03-8.09 (2H, m), 8.14 (1H, d, J =
8.6Hz), 8.64 (1H, d, ] = 2.1Hz), 8.91 (1H, d, J = 2.1H=z), 9.28 (1H, t,
J = 5.9Hz).
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2.46 (1H, d, J = 7.4Hz), 2.522.56 (1H, m), 3.57 (2H, t, J = 7.3Hz), 3.78
(2H, t, J = 13.4Hz), 3.92 (2H, s), 4.61 (2H, d, ] = 5.9Hz), 6.51 (1H, d
d, ] =0.9, 8.7Hz), 6.76 (2H, s), 6.87 (1H, dd, ] = 0.8, 5.9Hz), 7.41 (
lH, dd, J = 1.8, 8.6Hz), 7.46 (1H, dd, J = 2.4, 8.6Hz), 7.56 (1H, d, ]
= 1.9Hz), 7.75 (1H, d, ] = b.8Hz), 8.05 (1H, t, J] = 2.1Hz), 8.09 (1H,

dd, J = 0.8, 2.5Hz), 8.14 (lH, d, J = 8.6Hz), 8.64 (1H, d, J = 2.1Hz),
8.91 (1H, d, J = 2.1H=z), 9.29 (1H, t, J = 5.9Hz)

58

1.11 (3H, d, J = 6.2Hz), 1.59-1.69 (1H, m), 1.872.05 (3H, m), 3.17-3.24
(1H, m), 3.37-3.46 (1H, m), 3.87 (2H, s), 4.02-4.10 (1H, m), 4.61 (2H,
d, ] = 5.8Hz), 6.38 (1H, dd, J = 0.8, 8.6Hz), 6.72 (2H, s), 6.86 (1H,
dd, J = 0.8, 6.0Hz), 7.35 (1H, dd, J = 2.5, 8.6Hz), 7.40 (lH, dd, ] =
1.7, 8.6Hz), 7.56 (1H, d, J = 1.7Hz), 7.76 (1H, d, ] = 5.8Hz), 7.99-8.0
8 (2H, m), 8.13 (1H, d, J = 8.6Hz), 8.63 (1H, d, ] = 2.1H=z), 8.91 (1H,
d, J] = 2.1Hz), 9.29 (1H, t, J = 5.9Hz).

59

1.87 (1H, m), 1.98 (1H, m), 3.25 (1H, m), 3.37-3.46 (3H, m), 4.35 (1H,
m), 4.61 (2H, —H#, J = 5.8Hz), 4.90 (lH, d, J = 3.7Hz), 6.37 (1H, dd
, J =08, B8.6Hz), 6.75 (2H, s), 6.84-6.89 (1H, m), 7.36 (1H, dd, J = 2
.4, 8.6Hz), 7.41 (1H, dd, J = 1.8, 8.6Hz), 7.50- 7.61 (1H, m), 7.75 (1
H, d, J = 5.8Hz), 7.98-8.07 (2H, m), 8.14 (1H, d, J = 8.6Hz), 8.63 (1lH,
d, ] = 2.1Hz), 8.91 (1H, d, J = 2.1Hz), 9.29 (1H, t, J = 5.9Hz)

60

2.03-2.31 (2H, m), 3.34-3.43 (1H, m), 3.47-3.71 (3H, m), 3.90 (2H, s),
4.61 (2H, d, J = 5.8Hz), 5.31-5.52 (1H, m), 6.44 (1H, dd, J = 0.8, 8.6
Hz), 6.71 (2H, s), 6.86 (1H, dd, J = 0.8, 5.9Hz), 7.41 (2H, dt, J = 2.3,

8.7Hz), 7.52-7.61 (1H, m), 7.76 (1H, d, J = 5.8Hz), 8.00-8.09 (2H, m)
, 8.13 (1H, d, J = 8.6Hz), 8.64 (1H, d, J = 2.1Hz), 8.91 (1H, d, J = 2.1
Hz), 9.28 (1H, t, ] = 5.9Hz)

61

1.05 (3H, d, J = 6.6Hz), 1.53 (1H, m), 2.05 (1H, m), 2.25-2.35 (1H, m),
2.86 (1H, dd, J = 7.6, 10.1Hz), 3.25-3.30 (1H, m), 3.45 (1H, m), 3.53
(LH, dd, J = 7.2, 10.0Hz), 3.87 (2H, s), 4.61 (2H, d, ] = 5.9Hz), 6.35
(1H, dd, J = 0.8, 8.7Hz), 6.76 (2H, s), 6.87 (1H, dd, J = 0.8, 6.0Hz)
, 7.35 (1H, dd, J = 2.5, 8.6Hz), 7.41 (1H, dd, J = 1.8, 8.7Hz), 7.56
(IH, d, J = 1.7Hz), 7.75 (1H, d, ] = 5.8Hz), 8.00-8.06 (2H, m), 8.14 (1
H, d, ] = 8.6Hz), 8.63 (1H, d, J = 2.1Hz), 8.91 (lH, d, J = 2.1Hz), 9.2
9 (1H, t, J = 5.9Hz)

62

2.02 (2H, m ), 3.24 (3H, s), 3.30 (1H, d, J = 1.9Hz), 3.39-3.45 (3H, m),
3.88 (2H, s), 4.04 (I1H, m ), 4.61 (2H, d, J = 5.9Hz), 6.39 (1H, d, ] =
8.6Hz), 6.90 (1H, d, J = 6.0Hz), 6.92 (2H, s), 7.37 (1H, dd, ] = 2.4,
8.6Hz), 7.43 (1H, dd, J = 1.8, 8.6Hz), 7.59 (1H, d, J = 1.8Hz), 7.74 (1
H, d, J = 5.9Hz), 7.97-8.08 (2H, m), 8.17 (1H, d, J = 8.6Hz), 8.63 (1H,
d, ] = 2.1Hz), 8.91 (1H, d, ] = 2.1Hz), 9.30 (1H, t, ] = 5.9Hz)
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3.37 (4H, dd, J = 4.1, 5.7Hz), 3.64-3.69 (4H, m), 3.92 (2H, s), 4.61 (2
H, d, J = 5.9Hz), 6.76 (2H, s), 6.78 (1H, d, ] = 8.8Hz), 6.87 (1H, d, ]
= 5.8Hz), 7.41 (1H, dd, J = 1.7, 8.7Hz), 7.46 (1H, dd, J = 2.5, 8.7Hz)
, 7.57 (1H, d, J = 1.7Hz), 7.76 (lH, d, J = 5.8Hz), 8.06 (1H, t, J = 2.1
Hz), 8.11 (1H, d, J = 2.5Hz), 8.14 (1H, d, J = 8.6Hz), 8.656 (1H, d, J =
2.1Hz), 8.92 (1H, d, J = 2.1Hz), 9.29 (1H, t, ] = 5.9Hz)

64

2.28 (3H, s), 2.45-2.49 (4H, m), 3.40-3.51 (4H, m), 3.91 (2H, s), 4.61 (
2H, d, ] = 5.9Hz), 6.79 (1H, d, ] = 8.8Hz), 6.83 (2H, s), 6.88 (1H, d, ]
= 5.9Hz), 7.43 (2H, m), 7.57 (1H, d, J = 1.7Hz), 7.75 (1H, d, J = 5.8H
z), 8.06 (1H, t, J] = 2.2Hz), 8.09 (1H, d, J = 2.4Hz), 8.15 (1H, d, J = 8
.6Hz), 8.65 (1H, d, J = 2.1Hz), 8.92 (1H, d, J = 2.1Hz), 9.30 (1H, t, J
= 5.9Hz)

65

1.44 (6H, s), 1.78-1.90 (4H, m), 3.31 (2H, m), 3.86 (2H, s), 4.61 (2H,
d, J] = 5.8Hz), 6.36 (1H, d, J = 8.7Hz), 6.70 (2H, s), 6.86 (1H, d, ] = 5
.8Hz), 7.32 (1H, dd, J = 2.5, 8.7THz), 7.41 (1H, dd, J = 1.7, 8.6Hz), 7
b6 (1H, d, J = 1.7Hz), 7.76 (1H, d, ] = 5.8Hz), 8.01 (1H, d, ] = 2.5Hz
), 8.07 (1H, t, J = 2.2Hz), 8.13 (1H, d, J = 8.6Hz), 8.64 (1H, d, J = 2.
1Hz), 8.91 (1H, d, J = 2.1Hz), 9.29 (1H, t, J = 5.9Hz)

66

1.06 (6H, t, J = 7.0Hz), 3.44 (4H, q, J = 7.0Hz), 3.86 (2H, s), 4.61 (2
H, d, ] = 5.8Hz), 6.51 (1H, d, J = 8.7Hz), 6.73 (2H, s), 6.87 (1H, d, ]
= 5.8Hz), 7.34 (1H, dd, J = 2.5, 8.7Hz), 7.41 (1H, d, J = 8.6Hz), 7.57
(1H, s), 7.76 (1H, d, ] = 5.8Hz), 8.01 (1H, d, ] = 2.5Hz), 8.07 (1H, s),

8.14 (1H, d, ] = 8.6Hz), 8.64 (1H, d, J = 2.0Hz), 8.91 (1H, d, J = 2.1
Hz), 9.29 (1H, t, ] = 5.8Hz)

67

1.80-1.99 (4H, m), 3.13-3.27 (2H, m), 3.36-3.43 (1H, m), 3.54 (1H, dt,
J = 4.6, 9.7Hz), 3.88 (2H, s), 3.96 (1H, m ), 4.61 (2H, d, J = 5.8Hz),
4,87 (1H, dd, ] = 5.0, 6.1Hz), 6.44 (1H, d, ] = 8.6Hz), 6.70 (2H, s), 6
.82-6.89 (1H, m), 7.39 (2H, ddd, J = 2.1, 8.6, 11.2Hz), 7.53-7.60 (1H,
m), 7.76 (1H, d, J = 5.8Hz), 8.01-8.03 (1H, m), 8.05 (1H, t, J = 2.1H
z), 8.13 (1H, d, J = 8.6Hz), 8.64 (1H, d, J = 2.1Hz), 8.91 (1H, d, J = 2
.1Hz), 9.28 (1H, t, J = 5.9Hz)

68

1.76 (1H, dq, J = 9.5, 11.9Hz), 2.08-2.14 (1H, m), 2.18 (6H, s), 2.66-2
.77 (1H, m), 3.05 (1H, dd, J = 8.1, 10.0Hz), 3.22-3.29 (1H, m), 3.51 (
lH, ddd, J = 2.2, 8.8, 10.6Hz), 3.61 (1H, dd, J = 7.1, 10.0Hz), 3.88
(2H, s), 4.61 (2H, d, ] = 5.9Hz), 6.40 (1H, d, J = 8.6Hz), 6.71 (2H, s)
, 6.86 (1H, d, J = 5.8Hz), 7.39 (2H, ddd, J =2.1, 8.6, 13.7Hz), 7.56 (
lH, d, J = 1.7Hz), 7.76 (1H, d, J = 5.8Hz), 8.03 (2H, q, ] = 2.3Hz), 8.
13 (1H, d, ] = 8.6Hz), 8.63 (1H, d, J = 2.1Hz), 8.91 (1H, d, J = 2.1Hz)
, 9.28 (1H, t, ] = 6.0Hz)
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1.76 (1H, dq, J = 9.5, 12.0Hz), 2.09-2.14 (1H, m), 2.18 (6H, s), 2.71 (
lH, m ), 3.05 (1H, dd, J = 8.1, 10.1Hz), 3.24-3.29 (1H, m), 3.51 (1H,
ddd, J = 2.2, 8.7, 10.6Hz), 3.61 (1H, dd, J = 7.1, 10.0Hz), 3.88 (2H,
s), 4.61 (2H, d, J = 5.9Hz), 6.40 (1H, d, ] = 8.6Hz), 6.71 (2H, s), 6.86
(1H, d, J = 5.8Hz), 7.37 (1H, dd, J = 2.5, 8.6Hz), 7.40 (1H, dd, J =
1.8, 8.6Hz), 7.56 (1H, d, J] = 1.7Hz), 7.76 (1H, d, J = 5.8Hz), 8.03 (2
H, q, ] = 2.3Hz), 8.13 (1H, d, J = 8.6Hz), 8.63 (1H, d, J = 2.1Hz), 8.9
1 (1H, d, J = 2.1Hz), 9.28 (1H, t, ] = 5.9Hz)

70

1.25 (6H, d, J = 6.2Hz), 3.97 (2H, s), 4.61 (2H, d, J = 5.8Hz), 5.19 (1H
, h, ] = 6.2Hz), 6.67 (1H, dd, J = 0.7, 8.5Hz), 6.71 (2H, s), 6.84-6.88 (
1H, m), 7.41 (1H, dd, J = 1.7, 8.6Hz), 7.54-7.59 (2H, m), 7.76 (1H, d,

J = 5.8Hz), 8.09 (1H, t, J= 2.2H=z), 8.11 (1H, d, J = 2.4H=z), 8.14 (lH, d
, J = 8.6Hz), 8.67 (1H, d, J = 2.1Hz), 8.93 (1H, d, J = 2.1Hz), 9.28 (1

H, t, ] = 6.0Hz)

71

1.70 (1H, m ), 1.98 (1H, m), 2.37 (1H, m ), 3.10 (1H, dd J = 6.4, 10.4
Hz), 3.25-3.30 (1H, m), 3.35-3.47 (4H, m), 3.88 (2H, s), 4.61 (2H, d, J
= 5.9Hz), 4.66 (1H, t, J = 5.2Hz), 6.36 (1H, d, J = 8.6Hz), 6.77 (2H, s)
, 6.87 (1H, d, J = 5.8Hz), 7.36 (1H, dd, J = 2.4, 8.6Hz), 7.41 (1H, dd,
J = 1.7, 8.6Hz), 7.57 (1H, d, J = 1.7Hz), 7.75 (1H, d, J = 5.8Hz), 8.00—
8.07 (2H, m), 8.15 (1H, d, J = 8.6Hz), 8.63 (1H, d, J = 2.1Hz), 8.91 (1
H, d, ] = 2.1Hz), 9.28 (1H, t, ] = 5.9H)

72

1.19 (3H, t J = 7.1Hz), 2.06-2.16 (1H, m), 2.16-2.25 (1H, m), 3.19-3.27
(1H, m), 3.36-3.46 (2H, m), 3.51 (1H, dd, J = 6.2, 10.5Hz), 3.60 (1H,

dd, ] = 7.9, 10.5Hz), 3.89 (2H, s), 4.09 (2H, q, ] = 7.1Hz), 4.61 (2H, d
, J = b.8Hz), 6.42 (1H, d, J = 8.6Hz), 6.71 (2H, s), 6.86 (1H, d, J = 5.
8Hz), 7.39 (2H, ddd, J = 2.1, 7.2, 8.9Hz), 7.56 (1H, d, ] = 1.7Hz), 7.76
(1H, d, J = 5.8Hz), 8.00-8.09 (2H, m), 8.13 (1H, d, J = 8.6Hz), 8.63 (
lH, d, J = 2.1Hz), 8.91 (1H, d, J = 2.1Hz), 9.28 (1H, t, J = 5.9Hz)

73

1.07 (6H, d, J = 6.7Hz), 2.74 (3H, s), 3.88 (2H, s), 4.62 (2H, d, ] = 5.
9Hz), 4.78 (lH, p, J = 6.7Hz), 6.55 (1H, d, J = 8.8Hz), 6.91 (LH, d, ]
= 6.0Hz), 6.98 (2H, s), 7.37 (1H, dd, ] = 2.5, 8.8Hz), 7.44 (1H, dd, ]
= 1.8, 8.7Hz), 7.59 (1H, d, J = 1.8Hz), 7.74 (lH, d, J = 5.9Hz), 8.01-8
.09 (2H, m), 8.18 (1H, d, ] = 8.6Hz), 8.64 (1H, d, J = 2.1Hz), 8.91 (1H
, d, J = 2.1Hz), 9.30 (1H, t, J = 5.9Hz)

74

1.07 (6H, d, J = 3.3 Hz ); 1.72 (2H, t, J = 7.1 Hz ); 3.11 (1H, s); 3.21
- 3.27 (1H, m); 3.40 (2H, t, J = 7.0 Hz ); 3.87 (2H, s); 4.61 (2H, d, ]
= 5.9 Hz ); 6.34 (1H, d, J = 8.6 Hz ); 6.81 (2H, s); 6.88 (IH, d, J =

5.8 Hz ); 7.35 (1H, dd, J] = 2.5 & 8.6 Hz ); 7.42 (1H, dd, ] = 1.8 & 8.
6 Hz ); 7.57 (1H, 4, J = 1.7 Hz ); 7.75 (1H, 4, J = 5.9 Hz ); 7.98 — 8.
09 (2H, m); 8.15 (1H, d, J = 8.6 Hz ); 8.63 (1H, d, ] = 2.1 Hz ); 8.91

(1H, d, J = 2.1 Hz ); 9.29 (1H, t, J = 5.9 Hz ).
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2.07 — 2.22 (2H, m), 3.11 — 3.18 (1H, m), 3.36 — 3.45 (2H, m), 3.48 —

3.59 (2H, m), 3.89 (2H, s), 4.63 (2H, d, ] = 5.8 Hz ), 6.41 (1H, 4, ] =
8.6 Hz ), 6.97 (1H, d, ] = 6.2 Hz ), 7.29 (2H, s), 7.38 (1H, d, J = 10.
9 Hz ), 7.49 (1H, d, J = 8.4 Hz ), 7.64 (1H, s), 7.73 (1H, d, ] = 6.1 H
z ), 8.04 (2H, s), 8.23 (1H, d, J = 8.6 Hz ), 8.64 (1H, d, ] = 2.0 Hz ),
8.91 (1H, d, J = 2.0 Hz ), 9.31 (IH, t, J = 5.9 Hz ), 12.46 (1H, s)

76

1.96-2.07 (2H, m), 2.54 (2H, t, J = 8.0Hz), 3.95 (2H, t, J = 7.1Hz), 4.1
0 (2H, s), 4.61 (2H, d, J = 5.8Hz), 6.72 (2H, s), 6.87 (1H, d, ] = 5.9Hz
), 7.05 (1H, dd, J = 1.5, 5.2Hz), 7.41 (1H, dd, J = 1.8, 8.6Hz), 7.56 (1

H, s), 7.76 (1H, d, ] = 5.8Hz), 8.09 (lH, t, J] = 2.2Hz), 8.13 (1H, d, ]

= 8.6Hz), 8.21 (1H, s), 8.29 (1H, ds, J = 0.8, 5.1Hz), 8.67 (IH, d, ] =

2.1Hz), 8.96 (1H, d, J = 2.1Hz), 9.31 (1H, t, J] = 5.9Hz).

78

1.45-1.64 (6H, m), 3.45-3.50 (4H, m), 3.93 (2H, s), 4.62 (2H, d, J = 5.8
Hz), 6.46 (1H, dd, J = 1.2, 5.1Hz), 6.71 (2H, s), 6.77 (1H, s), 6.86 (1H,
d, J = 5.9Hz), 7.41 (1H, dd, J = 1.7, 8.6Hz), 7.57 (1H, s), 7.76 (1H, d
, ] = 5.8Hz), 7.97 (1H, d, J = 5.1Hz), 8.09-8.16 (2H, m), 8.68 (1H, d, J
= 2.1Hz), 8.94 (1H, d, J = 2.1Hz), 9.29 (1H, t, ] = 5.9Hz).

79

1.11 (3H, d, ] = 6.2Hz), 1.57-1.69 (1H, m), 1.86-2.05 (3H, m), 3.16-3.2
6 (1H, m), 3.38-3.46 (1H, m), 3.93 (2H, s), 4.04-4.13 (11, m), 4.62 (2H
, d, ] = 5.8Hz), 6.36 (1H, s), 6.40 (1H, dd, J = 5.2, 1.3Hz), 6.74 (2H,

s), 6.86 (1H, d, J = 5.8Hz), 7.41 (1H, dd, J = 8.7, 1.7Hz), 7.57 (1H, d,
J = 1.7Hz), 7.76 (1H, d, ] = 5.8Hz), 7.94 (1H, d, J = 5.1Hz), 8.09-8.1
6 (2H, m), 8.68 (1H, d, J = 2.1H=), 8.94 (1H, d, J = 2.1Hz), 9.30 (lH,

t, ] = 5.9Hz)

80

2.44-2.58 (2H, m), 3.58 (2H, t, J = 7.3Hz), 3.80 (2H, t, J = 13.2Hz), 3.
96 (2H, s), 4.62 (2H, d, ] = 5.8Hz), 6.52 (lH, s), 6.56 (1H, dd, J = 5.1
, 1.3Hz), 6.79 (2H, s), 6.87 (1H, d, ] = 5.8Hz), 7.41 (1H, dd, ] = 8.6,
1.7Hz), 7.58 (1H, d, J = 1.7Hz), 7.75 (1H, d, J = 5.8Hz), 8.00 (lH, d, ]
= 5.1Hz), 8.11 (1H, t, J = 2.2Hz), 8.15 (1H, d, ] = 8.6Hz), 8.68 (1H,
d, ] = 2.1Hz), 8.94 (1H, d, J = 2.1Hz), 9.30 (1H, t, J = 5.9Hz).

81

1.81-1.91 (1H, m), 1.93-2.05 (1H, m), 3.23-3.29 (1H, m), 3.37-3.48 (3H,
m), 3.93 (2H, s), 4.32-4.40 (1H, m), 4.62 (2H, d, J = 5.8Hz), 4.91 (1H,
d, J = 3.7Hz), 6.36 (1H, s), 6.41 (1H, dd, J = 5.2, 1.3Hz), 6.91 (1H, d
, ] = 6.0Hz), 7.02 (2H, s), 7.45 (1H, dd, J = 8.6, 1.7Hz), 7.61 (1H, d,
J = 1.7Hz), 7.74 (1H, d, J = 6.0Hz), 7.94 (1H, d, J = 5.1Hz), 8.10 (I1H,
t, J = 2.1Hz), 8.19 (1H, d, J = 8.6Hz), 8.68 (1H, d, J = 2.1H=z), 8.94 (
IH, d, J = 2.1Hz), 9.31 (1H, t, J = 5.9Hz)

82

2.05-2.30 (2H, m), 3.35-3.44 (1H, m), 3.48-3.76 (3H, m), 3.96 (2H, s),

4.63 (2H, d, ] = 5.8Hz), 5.43 (1H, d, J = 54.3Hz), 6.45 (1H, s), 6.48 (1
H, dd, J = 5.4, 1.4Hz), 6.79 (2H, s), 6.88 (1H, d, J = 6.0Hz), 7.43 (lH,
dd, J = 8.6, 1.7Hz), 7.58 (1H, d, J = 1.7Hz), 7.76 (1H, d, ] = 5.8Hz),
7.98 (1H, d, J = 5.2Hz), 8.12 (1H, t, ] = 2.2Hz), 8.15 (1H, d, ] = 8.6H
z), 8.69 (1H, d, J = 2.1Hz), 8.95 (1H, d, J = 2.1Hz), 9.31 (1H, t, J = 5
.9Hz)
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1.05 (3H, d, J = 6.6Hz), 1.46-1.61 (1H, m), 2.00-2.11 (1H, m), 2.24-2.3
7 (IH, m), 2.87 (1H, dd, J = 10.1, 7.6Hz), 3.26-3.33 (1H, m), 3.41-3.51
(1H, m), 3.54 (1H, dd, J = 10.1, 7.2Hz), 3.92 (2H, s), 4.62 (2H, d, ] =
5.8Hz), 6.34 (1H, s), 6.40 (1H, dd, J = 5.2, 1.3Hz), 6.82 (2H, s), 6.88
(1H, d, J = 6.0Hz), 7.42 (1H, dd, J= 8.6, 1.8Hz), 7.58 (1H, d, J = 1.7H
z), 7.75 (1H, d, J = 5.9Hz), 7.93 (1H, d, J = 5.2Hz), 8.10 (1H, t, J = 2
.1Hz), 8.15 (1H, d, J = 8.6Hz), 8.67 (1H, d, J = 2.1Hz), 8.94 (1H, d, ]
= 2.1Hz), 9.30 (I1H, t, J = 5.9Hz).

84

1.44 (6H, s), 1.79-1.90 (4H, m), 3.30-3.34 (2H, m), 3.91 (2H, s), 4.62 (
2H, d, ] = 5.8Hz), 6.32 (1H, s), 6.38 (1H, dd, J = 5.1, 1.3Hz), 6.82 (2H
, s), 6.87 (1H, d, ] = 5.8Hz), 7.42 (1H, dd, J = 8.6, 1.7Hz), 7.58 (1H,
s), 7.75 (1H, d, J = 5.9Hz), 7.93 (1H, d, J = 5.1Hz), 8.12 (1H, t, J] = 2
.2Hz), 8.15 (1H, d, J = 8.6Hz), 8.68 (1H, d, J = 2.1Hz), 8.94 (1H, 4, ]
= 2.1Hz), 9.30 (1H, t, J = 5.9Hz).

85

3.38-3.45 (4H, m), 3.63-3.71 (4H, m), 3.96 (2H, s), 4.62 (2H, d, ] = 5.8
Hz), 6.57 (1H, dd, J = 5.1, 1.2Hz), 6.77-6.93 (4H, m), 7.43 (1H, dd, ]
= 8.6, 1.7Hz), 7.58 (1H, s), 7.75 (1H, d, J = 5.8Hz), 8.02 (1H, d, ] = 5
.1Hz), 8.11 (1H, t, J = 2.2Hz), 8.16 (1H, d, J = 8.5H=z), 8.68 (lH, d, J
= 2.1Hz), 8.94 (1H, d, J = 2.1Hz), 9.30 (1H, t, ] = 5.9Hz)

86

2.23 (3H, s), 2.37-2.45 (4H, m), 3.41-3.52 (4H, m), 3.94 (2H, s), 4.62 (
2H, d, ] = 5.8Hz), 6.53 (1H, dd, J = 5.1, 1.2Hz), 6.75 (2H, s), 6.80 (1H
, s), 6.87 (1H, d, ] = 5.9Hz), 7.41 (1H, dd, J = 8.6, 1.7Hz), 7.57 (1H,
s), 7.76 (1H, d, J = 5.8Hz), 8.00 (1H, d, J = 5.1Hz), 8.11 (1H, t, J = 2
.2Hz), 8.14 (1H, d, J = 8.6Hz), 8.68 (1H, d, J = 2.1Hz), 8.94 (1H, d, J
= 2.1Hz), 9.29 (1H, t, ] = 5.9Hz).

87

1.06 (6H, t, J = 6.9Hz), 3.45 (4H.q, ] = 7.0Hz), 3.92 (2H, s), 4.62 (2H,
d, ] = 5.8Hz), 6.37 (1H, dd, J = 5.1, 1.3Hz), 6.50 (1H, s), 6.71 (2H, s
), 6.86 (1H, d, J = 5.9Hz), 7.41 (1H, dd, J = 8.6, 1.8Hz), 7.56 (lH, s),
7.76 (1H, d, J = 5.8Hz), 7.93 (1H, d, J = 5.0Hz), 8.10-8.16 (2H, m), 8.
68 (IH, d, J = 2.1Hz), 8.94 (1H, d, J = 2.1Hz), 9.29 (1H, t, J = 5.9Hz
).

88

1.98-2.07 (2H, m), 3.24 (3H, s), 3.28-3.47 (4H, m), 3.93 (2H, s), 4.01-4
.08 (1H, m), 4.62 (2H, d, ] = 5.8Hz), 6.39 (1H, s), 6.43 (1H, dd, J = 5.
2, 1.3Hz), 6.84-7.03 (3H, m), 7.44 (1H, dd, J = 8.7, 1.7Hz), 7.59 (1H, s
), 7.75 (1H, d, J = 5.9Hz), 7.95 (1H, d, J = 5.1Hz), 8.11 (1H, t, J = 2.
2Hz), 8.17 (1H, d, J = 8.6Hz), 8.68 (1H, d, ] = 2.1Hz), 8.94 (IH, d, ]
= 2.1Hz), 9.30 (1H, t, J = 5.9Hz).

89

1.77-2.01 (4H, m), 3.11-3.29 (2H, m), 3.35-3.44 (1H, m), 3.50-3.59 (1H,
m), 3.93 (2H, s), 3.97-4.07 (1H, m), 4.62 (2H, d, J = 5.8Hz), 4.90 (1H,
t, J = 5.7THz), 6.40-6.47 (2H, m), 6.71 (2H, s), 6.86 (1H, d, ] = 5.8Hz)
, 7.41 (1H, dd, J = 8.6, 1.7Hz), 7.57 (1H, s), 7.76 (1H, d, J = 5.8Hz),

7.94 (1H, d, J = 5.9Hz), 8.07-8.19 (2H, m), 8.68 (1H, d, ] = 2.1Hz), 8.
94 (1H, d, J = 2.1Hz), 9.29 (1H, t, J = 5.9Hz).
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1.75-1.88 (1H, m), 2.11-2.21 (1H, m), 2.27 (6H, s), 2.84-2.94 (1H, m),
3.09-3.16 (1H, m), 3.26-3.32 (1H, m), 3.50-3.58 (1H, m), 3.62-3.71 (1H,
m), 3.93 (2H, s), 4.62 (2H, d, ] = 5.8Hz), 6.39-6.47 (2H, m), 6.79 (2H,
m), 6.87 (1H, d, J = 5.9Hz), 7.42 (1H, dd, J = 8.6, 1.7Hz), 7.57 (1H, s
), 7.76 (1H, d, J = 5.8Hz), 7.95 (1H, d, ] = 5.1Hz), 8.10 (1H, t, J = 2
.2Hz), 8.15 (1H, d, J = 8.6Hz), 8.68 (1H, d, J = 2.1Hz), 8.94 (1H, d, ]
= 2.1Hz), 9.29 (I1H, t, J = 5.9Hz).

91

1.75-1.88 (1H, m), 2.11-2.21 (1H, m), 2.28 (6H, s), 2.84-2.94 (1H, m),
3.09-3.16 (1H, m), 3.26-3.32 (1H, m), 3.50-3.58 (1H, m), 3.62-3.71 (1H,
m), 3.93 (2H, s), 4.62 (2H, d, J = 5.8Hz), 6.39-6.47 (2H, m), 6.79 (2H,
m), 6.87 (1H, d, J = 5.9Hz), 7.42 (1H, dd, J = 8.6, 1.7Hz), 7.57 (1H, s
), 7.76 (1H, d, J = 5.8Hz), 7.95 (1H, d, J = 5.1Hz), 8.10 (IH, t, J = 2
.2Hz), 8.15 (1H, d, J = 8.6Hz), 8.68 (1H, d, J = 2.1Hz), 8.94 (1H, d, ]
= 2.1Hz), 9.29 (I1H, t, J = 5.9Hz).

92

1.65-1.76 (1H, m), 1.93-2.04 (1H, m), 2.34-2.43 (1H, m), 3.07-3.15 (1H,
m), 3.30-3.50 (bH, m), 3.93 (2H, s), 4.62 (2H, d, ] = 5.9Hz), 4.67 (1H,
t, J = 5.2Hz), 6.36 (1H, s), 6.41 (1H, dd, J = 5.2, 1.4Hz), 6.84-6.94 (3
H, m), 7.44 (1H, dd, J = 8.7, 1.8Hz), 7.59 (1H, s), 7.75 (1H, d, J = 5.8
Hz), 7.94 (1H, d, J = 5.1Hz), 8.10 (1H, t, J = 2.2Hz), 8.17 (1H, d, J =
8.6Hz), 8.68 (1H, d, J = 2.1Hz), 8.94 (1H, d, J = 2.1Hz), 9.30 (1H, t, ]
= 6.0Hz).

93

1.98(3H,s), 2.30(3H,s), 3.18(2H,br s), 3.65(2H,s), 4.00(2H,s), 4.42(2H,d,]=

5.6Hz), 5.19(2H,s), 7.02-7.19(5H,m), 7.22(2H,s), 7.24(1H,s), 7.52(1H,s),
8.04(1H,d,J= 2.0Hz), 8.62(1H,d,J= 2.0Hz), 8.88(1H,d,J= 2.0Hz), 9.01(1lH,t,
J= 5.5Hz).

94

2.04(3H,s), 2.38(6H,s), 3.24(2H,br s), 3.70(2H,s), 4.03(2H,s), 4.50(2H,d,]=
4.7Hz), 5.24(2H,s), 7.04(2H,s), 7.18(2H,d,]J= 8.1Hz), 7.26(1H,s), 7.28(2H,
s), 7.57(1H,s), 8.05(1H,t,J= 2.0Hz), 8.63(1H,d,J= 2.0Hz), 8.66(1H,t,]= 4.6
Hz), 8.86(1H,d,J= 2.0Hz).

95

1.98 (3H, s), 2.34 (6H, s), 3.62 (2H, s), 4.16 (2H, s), 4.51 (2H, d, ] =
5.6 Hz), 5.18 (2H, s), 6.98 (2H, s), 7.11 (2H, d, J = 8.0 Hz), 7.23 (1H,
s), 7.27 (2H, d, ] = 8.1 Hz), 7.51 (1H, s), 8.48 (1H br.s), 8.76 (1H, s)
, 8.98 (1H, s).

96

1.98 (3H, s), 2.70-3.20 (2H, br s), 3.72 (2H, s), 4.00 (2H, s), 4.44 (2H,
d, J=5.6 Hz), 5.18 (2H, s), 7.04-7.14 (4H, m), 7.22-7.24 (3H, m), 7.41
(1H, dd, J-8.0, 8.0Hz), 7.51 (1H, s), 8.03 (1H, s), 8.62 (1H, d, ]J=2.0Hz)
, 8.87 (1H, d, J=2.0Hz), 9.19 (1H, t, J= 5.6Hz).
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ooooao
igﬁ IC50 (E + PKal) nM
1 3.86
2 216
3 169
1 6610
b 24.7
6 580
7 35.3
8 119
9 30.8
10 194
11 82.3
12 244
13 923
14 2670
15 159
16 179
L7 27.5
18 702
19 4134
20 621
21 53.3
22 104
23 40000
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24 1710
25 2640
26 941

27 1010
28 1100
29 20200
30 302

31 144

32 237

33 17.1

34 1020
35 3510
36 6650
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