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H NMR (300 MHz, DMSO-d6) & :7.24-7.30 (2H, m), 7.
13.05 (1H, s).
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0D0O0O0O000000O0000000000000O0O00O000O0O00ONDoooOoooan
000D0'00000000000000000000000000000000000
000000000000 0000O0O000D0O0OO0O0O00NO0D0OO0OO0O0ONO0DoooOoooan
000000000000 0000O0D000000000000
1H-NMR (400 MHz, DMSO-d6) & :8.60-8.61 (2H, m), 8.03 (1H, d, J = 9.

o Ay 0
RI:I&“ N g &(:IKN N
H*s s

OHz).
oooooan
ooagao
ooogao
0o00ooooo00000
ooogagao
F. |\ NCS
-~
0 N
F oH ©
R
NH,

B1
oooooao
000000000000 O0O0O0ooaDn
00000000000 0O0O0O0oooaon
00000000000 O0O0O0O0ooaDn
000000000000 O0O0O0o0o0an
000000000000 O0O0O0ooaon
0000000000000 0O0o0o0a0
0
IH-NMR (400 MHz, DMSO-d6)
7.69-7.76 (2H, m), 7.87-7.91
66 (1H, m),

013.29 (1H, s)

oooooao
000000000000 O0O0O0ooaon
00000000000 0O0O0Ooooaon
00000000000 0O0O0Ooooaon
000000000000 O0O0O0ooaon
00000000000 0O0O0O0oooaon
0o00oo0o0o0o0DD0OO0oOO0O0O0o0ooaDn
1H.-NMR (400 MHz, DMSO-d6)
8.16-8.19 (1H, m), 8.64-8.65
oooooao
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:7.51 (1H, dd, J
(1H, m), 8.43-8.44

uooooooooao

ooooooooao
ooooooooao
ooooooooao
oood

Ooo0oo0oogood
Ooo0oo0oogood

1H, m), 8.82 (1H,

oooooooood

= 9.2, 4.3 Hz),
(LH, m), 8.65-8.

oooooooood

oooooooood
ooooooogogoo
ooooooooodo

:2.53 (3H, s), 7.70-7.79 (3H, m),
d, J = 3.1 Hz).
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gooaoao

° 10
H,N

H
NH, NH,
#3545
goooogd

0o0oo0o0ooDoooDooooDoooooao

LC-MSOOooOoDoooO,m/z; 252 (M+H)+ ESI, Rt; 0.76.

oooooao

O
0o0dooo0oDoooDoo0oDoo0oooDo0oooDoooDoooDoooDoooDoDooooan
Oooao

O
g
O
u ud

O Ooogo@E
O Ooogo@|E

)
A

-

N” "NH

:,N
O-7
000000000000 O0O0O0O0O0O0O0O0O0O0DO0O0O0OOO0OOO0OOoOoOoooan
000000000000 O0O0O0O00O0O00O00O0O0O0O0O0O0OOO0O0OOO0Ooooan
000000000000 O00O00O0O0O0O0O0O0DO0OO0O0DOO0O0DOoOoOooOooooaOn
000000000000 O0O0O0O0O0O0O0O0O0O0OO0O0O0OOO0OOOOOOOOoOaOn

IH-NMR (300 MHz, CDCl3z) & :6.16 (1H, brs), 7.25-7.33 (2H, m),

7.44-7.59 (4H, m), 7.64-7.74 (4H, m), 8.12 (1H, s), 8.21 (1H, d
d, J = 7.9,

01.6 Hz), 8.25 (1H, d, J = 2.1 Hz).
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00000
2
h{
-~
N~ 'NH
~N
\=N
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
O000D000000D000000000000000000000000000000
000000000000 0000O0D000000O0O00000OO00D0000O0Oo0nan
0000000000000 000000000000000000000000000
0000000000000 0O0O0OD0O00O0OOODODO0OO0OOOO0O0an
1H-NMR (300 MHz, CDClg) & :3.90 (3H, s), 6.13 (1H, brs), 6.87
(LH, dd, J = 9.0, 3.0 Hz), 7.27-7.32 (1H, m), 7.46-7.55 (3H, m
), 7.62-7.74
O0(5H, m), 7.89 (1H, s), 8.20-8.25 (2H, m).
0000
0000
00000000000 00000000000000000000000000000
00000000000 O000
00000
0
NC
h{
-
N” "NH
“
>~ N
0000000000000 000000000000000000000000000
O000000000000000000000000000000000000000
000000000000 0000O0D000000O0O00000OO00D0000O0Oo0nan
00000000000 00000000000000000000000000000
0000000000000 0O0O0OO0D0O0O00O0O0OODO0ONO0OOODO0ONOOOOOnan
00000000000 00000000000000000000000000000
OoO00O0O0(0O0D0)000O00O0
1H-NMR (400 MHz, DMSO-d6) & :7.33-7.36 (2H, m), 7.51-7.63 (5H,
m), 7.85 (1H, brs), 7.95 (1H, dd, J = 8.5, 1.8 Hz), 8.19 (1H,
brs), 8.29-8.30 (2H, m), 8.59 (1H, brs).
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1H-NMR (400 MHz,
7.57-7.68 (2H, m),
4 (1H, brs).
OoDoooao

00000 o0gad
OOoo0DD0D0DO0O0O0O0O0O0aD
OoD0DDO0O0O0O0O0O0D

goooao

OoOoo0ooooao
OOoo0ooooaoo
OoOoo0ooooaoo
OoOoo0ooooaoo
OOoo0ooooao
OOoo0oooao
OOoo0oo0oooao
Oo0Ooo0o0oo0ooao
OO0 o0ooooo
O0O0Oo0ooooaog
OOoo0ooooaog
Oo0Ooo0ooooaog
Oo0oo0ooooao
OOoo0ooooaoo
Oo0oo0ooooaoo
OOoo0oooaoo
OoOoo0oooaoo
OoOoo0oooaoo
OoOoo0ooooao
OOoo0o0oooao
O0O0o0ooooo
OO0Oo0oo0oooog
O0O0Oo0ooooog
OO0oo0ooooaog
OO0oOo0ooooaog
OOoo0ooooaog
OoOoooooo
OoOoooooaoo

DMSO-d6)
8.02 (2H,

goooaoan
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:2.10 (3H, s), 7.41-7.48 (5H, m),
m), 8.25 (1H, d, J = 1.8 Hz), 8.5
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Ooo0o0ogoao
EHhas | g '‘H NMR
5 a ,E:J 'f NMR (400 MHz, DMS0O-d6) & :7.43 {1H, d. J =
"~I::]:u~u 8.8 Hz), 7.54-7.64 (5H. m), 7.71-7.74 (lH,
mJ~m| m), 7.92-7.99 (3H, m), 8.19 (1H, s}, 8.32 (1
H, s), 8.81-8.86 (ZH, m).
6 . I{ NMR (400 MHz, DMSO-d6) & :7.38 (1H,d, J =
o ,[:] 8.8 Hz), 7.51-7.54 (2H, m), 7.58-7.64 (3H,
A m, 7.69-7.72 (1H, m), 7.91 (1H, d, J = 2.4 H
2 z), 8.11 (1H, s), 8.87 (1H, s), 8.92 (2H. s).
N
7 'Y NMR (400 MHz. DMSO-d6) & :7.31 (1H,d, J =

8.8 Hz), 7.34-7.37 (IH, m), 7.43 (1H, d, J =

8.8 Hz), 7.47-7.52 (1H, m), 7.53-7.55 (4H,

m, 7.79 (1H, dd, J = 2.8, 8.8 Hz), 7.92-7.97
(1H, m), 805 (14, d, J = 2.4 Hz), 8.31-5.33
(1H, m).

IH NMR (400 MHz, DMS0-d6) & :2.43 (8H, s). 7.
20 (IH, d, J = 8.5 Hz), 7.31 (U4, d, J = &5
Hz), 7.50-7.63 (6H, w), 7.74-7.79 CH, w, 7.
88 (IH, 4, J=2.4Hz), 8.47 (14, d, J = 2.4
Hz).

0

If NMR (400 MHz, DMSO-d6) & :7.33-7.70 (9H,
m, 7.77 (1H, dd, J = 2.0, 8.4 Hz), 7.94 (1H,
d, J=24Hz, 858 (1H, s).

10

" NMR (4100 MHz, CDCl,) &:3.81 (3H, &), 5.78
(1H. s). 6.95-7.02 (2H. m). 7.16-7.20 (2H.
m, 7.28-7.35 (3H. m), 7.43 (L, dd, J = 3.0,
9.1 Hz), 7.55 (U, dd, J - 1.8 7.3 Hz), 7.9
5 (1H, d J=2.4Hz), 826 (1H dd, T = L8,

4.9 Hz).
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Ooo0o0ogoao
EhaE | SR IH NMR
11 o I NMR {400 MHz, CDC131 8 :6.29 (1H, &), 7.34
cl ",© -7.40 (4H, m), 7.54-7.64 (4H, m), 8.09 (1H,
- d, J=2.4Hz), 845 (IH, d J = 4.9 Hz), 9.7
2 o 7 (U, <.
Ha
12 I{ NMR (400 MHz, DMSO-d6) & :7.231-7.40 (2H,

m, 7.49-7.65 (7TH. m), 7.76 (1H, s), 7.90-7.9
2 {14, m), 8.24-8.26 (14, m), 8.63 (1H, d, J
= 1.8 Ilz).

13 o 'H NMR {400 MHz, €DCly) §:8.90 (3H, s), 5.91
,‘\[:dv@ (1H, s), 7.29-7.34 (ZH, m), 7.43-7.51 (3H,
p- m, 7.59 (1 d. J = 2.8 Hz), 7.63-7.72 (3K,
2N m), 8.21-8.23 (IH, m), 832 (IH, d. J=3.6H
A z), 8.50 (1, d. J = 2.4 Hz).

14 IH NMR {400 MHz, CDCly) §:5.98 (1H, s), 7.29

C(l,ﬁj ~7.35 (2H, m), 7.44-7.46 (2H, m), 7.53-7.56
A (10, m), 7.63-7.73 (41, m). §.20-8.25 (21,
; m, 8.34 (1H, d, J — 6.0 Hz), 8.53 (1H, 4, J

* - 2.4 Hz).

15 o I{ NMR (400 MHz, DMSO-d6) & :7.45 (iH,d, J =
. X 8.8 Hz), 7.62 (2H, ), 7.71-7.80 (4H, m), 7.9
\d;lm 5 (1M, d, J=1.6 Hz), 8.37 (1H, &), 8.50 (1

@ H, d, J =52 Hz), 8.62 (1H, s), 8.95 (1H,
"= s).
16 H NMR {400 MHz, CDCl,) &:5.95 (1H, brs), 6.

71 (1H, dd, J = 9.8, 1.8 Hz), 7.40-7.42 (2H,
m), 7.52 (1M, d, J = 8.5Hz), 7.62-7.71 (BH,
m), 8§14 (14, d. T = 2.4 Hz), 8.82 (1H, s),
9.37 (1H, s).

10

20

30

40

50



goooaoano

(69)

Ehufl | HER

'H NMR

17

'H NMR (400 MHz, DMSO-d6) §:3.89 (3H, s), 7.
19-7.25 (2H, m), 7.31 (IH, dd, J = 8.6, 4.3 H
z), 7.48-7.50 (2H, m), 7.55-7.63 (3H, m), 7.7
1 (1H, brs), 8.08 (IH, d, J = 7.9 Hz), 8.22
(1H, d, J = 4.3 Hz), 8.79 (1M, brs).

18

'H NMR (400 MHz, CDCl,) 6:7.09 (1H, t, J =

6.7 Hz), 7.26-7.32 (2K, m), 7.37-7.46 (3K,

w, 7.49 7.58 (2, m), 7.64 7.72 (2, n), 7.8
0 (1H, dd, J=7.9, 3.0 Hz), 9.26 (1H, dd, J
= 4,9, 1.8 H).

H NMR (400 Miz, CDCly) §:7.37-7.39 (2H m),
7.44-7.49 (1H, m), 7.64-7.67 (4H, m), 7.84
(1H, dd, J=17.9, 3.0 Hz), 8.12 (lH, brs), 8.
93 (2H, brs).

20

'H NMR (400 MHz, CDCly) ¢ :7.26-7.29 (2H, m),
7.48-7.69 (6H, m), 7.88-7.91 (I1H, m), 8.33
(1H, brs), 8.96 (1H, brs).

21

I NMR (400 MHz, DMSO-d6) & :3.38 (3H, brs),
1,45 (2H, brs), 7.46-7.56 (TH, m), 7.86 (1H,
dd, T=8.7, 223 Hz), 7.97 (1H, d, T=2.7H
z), 8.48 (H, brs).

22

'H NMR (400 MHz, CDCls) ¢ :3.85 (3H, s). 5.69
(1H, brs), 6.67 (1H, d, J = 8.6 Hz), 7.31-T.
37 (BH, w), 7.50 (1H, J4d, J = 8.6, 2.4 Hz),
7.53-7.63 (3H, m}, 7.67 (1H, dd, J = 9.2, 3.1
Hz), 8.04 (14, d, 2.4 Hz), 811 (14, d, J =
2.4 Hz).

23

H NMR (400 MHz, CDCl;) §&:3.83 (3, s). 5.90
(1H, brs), 7.02-7.08 (24, m), 7.23-7.28 (2H,
m), 7.38-7.43 (3H, m), 7.52 (1K, dd, J = &.
6, 2.4 Hz), 8.04 (I, d, J=2.4Hz), 844 (1
H, s), 8.65 (1H, d, J = 5.5 Hz).

JP 2023-63270 A 2023.5.9
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Ooo0o0ogoao
Ehaf | S 'H NMR
24 ] 'H NMR (400 MHz, CDCl,) &:2.07 (3H, s), 5.89
c.\dL,,a@ (1H, brs), 7.19 (IH, dd, J = 8.6, 4.9 Hz),
Ao 7.41-7.45 (3H, w), 7.57-7.71 (4H, m), 8.13 (1
2 H d, J=24Hz), 823 (1H, dd, J = 4.9, 1.8
R Hz), 8.58 (1, dd, J = 7.9, 1.2 Haz).
25 a @ 'H NMR (400 MHz, CDCl,) & :7.08-7.12 (2H, m),
°'~d1 7.28-7.34 (ZH, m), 7.41-7.47 (3H, m), 7.55-
N7 7.59 (2, m), 7.69-7.73 (UL m, 8 11 (1H, d,
< J=241z), 858 (1, d J=3.11z),
926 'H NMR (400 MHz, CDCL,) &:2.18 (3H, s), 6.29

°'I>ﬁ©

(1H, brs), 7.04 (1H, t, J = 7.3 Hz), 7.23-7.
27 (2H, m), 7.37-7.42 (4H, m), 7.53 (1H, dd,
J7=9.2 24Hz), 7.77-7.79 (1H. m), & 08 (1
H d, J=2.4Hz), 855 (1H, dd, T =4.9, 1.8
Hz).

27 o 'H NMR (100 MHz, CDCl,) &:2.29 (3H, s), 5.88
F\dL,,@ (14, bre), 7.32-7.39 (H, m), 7.46 (1H, dd,
- 9.1, 4.9 Hz), 7.54-7.83 (3H, m), 7.75 (1H, d
'@ d, J -85, 3.0Hz), 7.81 (1H, brs), 8 10 (1
X 0, brs), 8.38 (1, bre).
2 8 . 'H NMR (400 MHz, CDCl,)) &:3.87 (3H, s), 6.17
xd\r@ (L4, bre), 7.34-7.40 G, m), 7.49 (1, dd,
- 8.6, 4.9 Hz), 7.58-7.57 (3H, m), 7.77 (1, d
e d J=8.6 3.1H). 7.95 (1H, brs). 808 (1
o H brs), 8.18 (1H, brs).
2 9 { NMR {400 MHz, CDCl) 6:2.03 (3H, s), 5.83

(1H, s), 7.16-7.19 (UH, m), 7.31-7.48 (4H,

m), 7.56-7.66 (3H, m), 7.77 (1H, dd, J = 8.6,
3.1 Hz), 8.17 (AH, d, J = 3.7 Hz), 8.60 (1H,
d, J=7.9Hz).
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ey iRl

g

IH NMR

30

o

A

T NMR (400 MHz, CDCly) ¢ :2.50 (3H, s), 5.87
(1H, s). 7.11 (UH, d, J = 8.5 Hz), 7.31-7.45
(4H, m), 7.55-7.64 (3H, m), 7.74 (1H, dd, J

=8.5, 3.11z), 7.92 (U, dd, J = 8.5 L.§II

z), 8.44 (IH, d, J = L.B Hz).

31

re

H MUR (400 MHz, DMSO-d6) §:7.33-7.36 (2H,
m, 7.50 7.56 (2, m), 7.56 7.63 (3N, m), 7.6
7 (11, dd, J = 2.4, 8.4 Hz), 7.87-7.92 (3H,
m, 8.28 (1, d, J=4.8 Hz), 862 (1K, d, J
= 2.4 Hz).

32

I MMR (400 MHz, DMSC-dB) & :7.39 (1H, brs),
7.52-7.73 (TH. m), 7.94-7.98 (2H, m), 8.33 (1
H brs), 8.76 (1H, brs).

33

IH NMR (400 MHz, CDCl,) 6 :6.16 (1H, s), 7.41
-7.43 CH, n), 7.52 (2H, d, J = 6.0 Hz), 7.58
(Ih, d, J =8.8 Hz), 7.66-7.73 (4H, m), 8.18
(IH, d, J =12.8 Hz), 8.49 (2H, d, J = 0.4 H
1)

341

T MR (400 MHz, CD30CD) §:7.45-7.48 (2l n),
7.61-7.67 (4H, m), 7.75-7.78 (1H, m), 8.09
(IH, d, J - 2.4 Hz), 8.28 (1H, s), 8.95 (lH,

s), 9.35 (1, s).
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ooooodd
Ehaf | &= ' NMR, LC-MS
35 ] H NMR (400 MHz, DMSO-d6) & :7.34-7.38 (1H,
Q
. T m, 7.41 (1, dd, J=9.1, 4.9 Hz), 7.57-7.68
A, (3H, m), 7.92 (1H, d, J = 8.5 Hz), 8.00-8.03
A (1H m), 8.09 (1H, s), 8.28 (IH, brs), 8.66
s (1, brs), 8 73-8.76 (2, w.
36 BT NMR (400 MHz, CDC1,) & :2.51 (3, s), 6.85

(14, s), 7.39-7.40 (2H, m), 7.57 (1K, d, T -
8.7 Kz), 7.66-7.71 (4H, m), 8.18 (1H, d, J =
2.3 Hz), 844 (IH, d, J = 5.5 Hz), 856 (IH,
d, T =80 Hz).

37 . YL NMR (400 MHz, DMSO-d6) §:3.34 (3H, brs),
" ,@ 4.41 (2H, brs), 7.47-7.56 (64, m), 7.70-7.75
A, (3H, m), B.48 (IH, brs).
ca
\nJ\/o\
38 . H NMR (400 MHz, DMSO-d6) o :7.48-7.64 (7H,
- J g W, 7.80 (1, dd, T = 2.4, 8.8 Hz), 7.95 (I,
2L d, T =2.4Hz), 825829 (2H, m), 8 50-9.50
N NH
rj\n (LH, brs).
J
39 IC-MS (MIFELEHB) .wm/z: 334 (M+H)+ ESI, Rt:
[<]
k@L_,@ 0.86
Ao
N
N |
40 . M NMR (400 MHz, DMSO-d6) & :7.53-7.59 (3H,
. ,@ m, 7.65-7.75 (BH, m), 8.07-8.11 (2H, m), 8.3
- 2 (14, d, J= 2.4 Hz), 8.62 (1H, brs),
(
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EhafF | &K 'H NMR, LC-MS
41 . LCMS (MIESMEDB) ,m/z; 374 (MH)+ ESI, Rt;
c.\dl\",@ 0.91
u,)‘lm
4
42 . IH NMR (400 MHz, CDClé) §:2.46 (3H, s). 5.93
\@\)LN,(j (1, s), 7.26-7.31 (1H, m), 7.43-7.46 (3H,
A m, 7.52-7.54 (1M, m), 7.63-7.72 (30, m), 7.9
N 9 (1H, s), 8.22-8.25 (1H, m), 8.32-8.34 (1H,
N w, 851 (IH, d, J = 2.4 Hz).
43 'H NMR (400 MHz, CDCl,) §:6.37 (1H, d, J =
[} —
. H@ 8.0 Hz), 7.02-7.06 (1H, ), 7.18 (1H, d, J =
AL 8.4 Hz), 7.34-7.36 (2H, m), 7.45-7.48 (1H,
L m, 7.51-7.56 (2H, m), 7.58-7.62 (2, w), 8.1
v 7 (IH, d, J - 2.4 Hz), 8.43-8.44 (1H, m), 14.
74 (1H, s).
44 o 'H NMR (400 WHz, CDCl,) &:1.22 (6H, d J =
c.(il\.@ 6.7 Hz), 2.95-3.05 (14, n), 5.86 (1H, s), 7.1
- 1 (L d, J=8.61Iz), 7.33 7.38 (3, m), 7.5
@ 2-7.67 (4H, m), 7.89 (IH, dd, J = 8.6, 2.4 H
N
z), 806 (U, d, J=1.8Hz), 8.45 (AU, d, J
= 2.4 Hz).
15 o 'H MR (400 MHz, CDClp) 4 :6.14 (1H, brs), 7.
-\dﬂ 39-7.45 (3H, m), 7.57 (1H, dd, J= 9.1, 49 H
- z), 7.62-7.70 (3H, m), 7.82 (14, dd, J = 8.5,
& 3.0 Hz), 8.26 (1, bre), 8.41 (2H, bre).
= 1
46 . 1L0-MS (MIEZB) ,m/7: 364 (M+H)+ EST. Rt:
cl\(j\):\'/g 1. 00
AHH
N
QL
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EMap| | EE= 'H NMR
4 7 o 'H NMR {400 MHz, CDC13) §:1.90 (BH, =). 5 70
r\d\,.@ (1H, brs), 7.07 (1H, brs), 7.30-7.45 (4H,
Ao m, 7.55-7.63 (3, m), 7.75 (1, dd, J = 8.6,
\ 3.1 Hz), 8.23 {1H, brs), 9.23 (1H, brs).
S |
4 8 ‘H NMR (400 MH=z, CDCI3) d:6.21 (1H, brs), T

40-7.46 (3H, m), 7.49-7.55 (1H, m), 7.63-7.71
(3H, m), 7.81-7.84 (1H, m), 8.56-8.59 (2H,
n), 8.69 {14, d, J= 1.8 Hz).

49

' NMR (400 MHz, CDCly) 6 :1.23 {3H, t, J =

7.3 Hz), 2.77 (°H, q, J = 7.3 Hz), 5.89 (1H,

brs), 7.12 (1H. d, J = 8.6 Hz), 7.34-7.39 (3
He w), 7.52-7.65 (4H, w), 7.94 (1H, dd, J =

8.6, 2.4 Hz), 8.06 (1, d, J = 2.4 Hz), 8.45

(IH, d. J = 2.4 Hz).

50

'H NMR (400 MHz. CDCl,) &:1.22 (3H, t, J =

7.3 Hz), 2.74 (2H, q, J = 7.3 Hz), 5.83 (14,

bra), 7.10 (1M, d, J — 8.5 Hz), 7.31-7.44 (4
H, m), 7.55-7.83 (3H, m), 7.74 (IH, dd. T =

85, 3.0 Hz), 7.90 (14, dd, J - 8.5, 2.4 Hz),
8.43 (1H, d, J = 2.4 Hz).

[
[y

{H NMR (400 MHz, DMSO-d6): § 7.35-7.39 (2H,
m), 7.44 (AH, t, J = 7.6 Hz), 7.52 (IH, t, J
- 9.6 Hz), 7.63-7.73 (3H, m), 7.91-7.92 (2i,
m), 8.31 (1N, d, J = 4.8 Hz), 8.38 {1H, s),
8.64 (1H, d, J - 2.0 Hz).

o2

H NMR (400 HHz. CDClg) §:1.21 (3H, t, J =
7.3 Hz), 2.61 (CH, g, J = 7.3 Hez), 5.89 (14,
brs), 7.32-7.26 (3H, m), 7.42-7.46 (1H, m),
7.55-7.64 (3H, m), 7.75 (1H. dd, J=7.9, 2.4
Hz), 7.85 (1H, brs), 8.12 (1H, brs), 8 37 (1
H, brs).
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oooooo
T | A& ' NMR
53 8 @ 1 MR (400 MHz, CDCl,) 6 :7.09-7.13 (1H, m),
°'~©f|‘- 7.29-7.33 (20, m), 7.39-7.45 (34, m), 7.60
o (1H, dd, J = 8.6, 2.4 Hz), 7.6 (UH, d, J =
g &6 Hz), 8.12 (IH, d, | = 2.4 H2), 8.18 (1H,
o dd, J - 8.6, 1.8 Hz), 8.97 (I1H, brs).
54 a H NMR (360 MHz, CDCly) 6 :4.12 (3H, s), 6.18
dn (14, s), 6.69 (1H, dd. J = 8.6, 1.8 Hz), 7.3
A 0-7.35 (1H, m), 7.44-7.50 (2H, m), 7.55-7.62
(2H, m), 7.63-7.76 (4H. n), 7.92 (H, d, J =
= 1.0 Hz), 8.22-8.25 (1H, m).8.35 (IH, m).
55 IH NMR (400 MHz, DMSO-d6) &:1.52-1.61 (6H,
1 1 m, 4.90 (0.5H, s), 5.50 (0.5H, s), 7.08 (0.5
@f}i H os), 7.18-7.42 (34, m), 7.49-7.59 (IH, m),
,"‘ 7.86 (0.5H, s), 7.96 (1H, s), 8 13 (0.5H, s),
g 8.25-8.33 (1H, w), 8.69-8.82 (1H, w), 9.76
(0.5H, s).
58 IH NMR (100 MHz, DMSO-d6) & :1.53-1.63 (2H,
o m, 1.77-1.85 (IH, m), 1.92-2.G4 (3H, m), 2.2
d‘\"D 1-2.27 (2H, m), 4.96 (0.5H, s), 5.67 (0.5H,
- £), 7.10 (0.5H, &), 7.23-7.38 (3H, m), 7.52-
2 7.63 (1K, m), 7.89 (0.5H, s), 7.96-7.99 (1H,

m), 8 18 {(0.5H, s), 8.28 (1M, m), 8.714 (0.5,
s), 8.94 (0.5H, s), 9.83 (0.3H, s).

57 If NMR (400 MHz, DMSO-d8) & :1.11-1.50 (ZH,
m, 1.58-1.71 (ZH, w), 1.75-1.86 (GH, m), 2.5

f O 2-2.69 (2H, m), 4.40-4.45 {(0.5H, m), 5.10-5.1
N
-

5 (0.5H, w), 7.08 (0.5H, t, ] = 7.4 Hz), 7.18
7,41 (3H, W), 7.49-7.53 (0.5H, my, 7.57-7.62
g (0.5H, m), 7.83-7.96 (1.5H, m). 8.15 (0.5H,
s), 8.24-8.30 (lH, m), 8.68 (0.bH, s), 8.82
©.50, &), 9.73 (0.5H, s).

58 If NMR (400 MHz, DMSC-dé) &:1.75-2.11 (6H,
g O[, m, 2.85-2.93 (2H, m), 4.55 (0.5H, s), 5.30

du ©.50, s), 7.10 (0.5H, w), 7.21-7.41 3K, m),
H’)‘"" 7.51-7.62 {1H, m), 7.86-7.94 (1L.5H, m), & 17

1 (0.BH, s), 8 24-8.31 (lH, m), 8.71 (0. 5H,

g), 890 (0.5H, s), 9.79 (0.5H, s).
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59 I NMR (400 MHz, DMSO-d6) 4 :1.49-1.65 (8H,
o m, 4. 86-4.93 (0.7H, m), 5.47-5.54 (0.3H m),
n1[:;[%Lwl\ 7.07-7.31 (L 3H, m), 7.33-7.41 (1H, m), 7.42

A -7.52 (1H, m), 7.55-7.65 (1H. w), 7.95-7.98

(0.7H, m), 8,17 (0.2H, d, J = 1.6 Ha), 8. 24-
829 (1H. mJ, 873 (0.7H, d, T =2.8 Hz), 8.8
5 (0.7, s), 9.81 {0.3H, s)
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Eha | HEE 'H NMR
6 0 TH NMR (400 MHz, DMSO—d6) & :1.60 (2H, =), L.
. 99 (4H, brs),2.19-2.26 (20, m), 4.96 (0.8H,
r\d'\,,zo s), 5.65 (0.2, s), 7.29 (1H, dd, J = 9.0, 4.
- 8 Hz), 7.38 (IH, brs), 7.49 (IH, m), 7.63 (L
£ 0, d, J=6.0H), 7.96 (L0, =), 8 28 (11,
% s), 8.72 (0.8H, s), 896 (IH, s), 9.88 (0.2H,

s).

6 1 H NMR (400 MHz, DMSO-d6) & :1.18-1.45 (3f,
] i O m, 1.64-1.83 (5, m), 2.60-2.67 (2, m), 4.1
m 3 (0.7H, s), 5.13 (0.3H, s), 7.23-7.28 (1.3H,

," m, 7.38-7.60 (3H, m), 7.89 (0.7H, s), 8.15
g (0. 3H, s), 8.29 (U, s), 8.67 (0.7H, s), 8.85

(0.7H, s). 9.78 (0.3H, s).
6 2 H NMR (400 MHz, DMSO-d6) & :1.80-2.13 (6H,
a ,Cf‘ W, 2.88 CH, m), 4.56 (0.7TH s), 5.27 (0.3H,
"@f“n s), 7.27-7.30 (1.3H, w), 7.39-7.61 CH, m),
o 7.92 (0.7H, s), 8.19 (0.3H, s). 8.29 (IH, s),
g 8.69 (0.7H, =), 8.91 (0.7H, &), 9.85 (0.3H,

s).

6 3 H NMR (300 MHz, CDCl,) 6 :6.64 (1H, s), 7.02

Ofl,.«@ {1H, m), 7.11 {1H, t, T =8.0Hz), 7.19 (1H,
- s), 7.24°7.35 GH m), 7.42-7.49 (2H, wm), 7.
Py 50-7.58 (20, m), 7.60-7.68 (3H, m), 8.21 (1,

A dd, J =8.0, 1.5 Hz).
6 4 2 H NMR (300 MHz, CDCl,) § :6.69-6.31 (I, n),
u’O 7.13 (1H, t. T = 7.4 Hz), 7.30-7.38 (3H m).
o 7.47-7.61 (3K, mw), 7.66-7.75 (2H, m), 5.13
| (I, d, J=2.3Hz), 820822 (1, m), 8.70

(i (UL d, J = 7.3 llz).

65 . H NMR (300 MHz, CDCly) & :6.56 (IH, s), 6.93

CHI@ 711 GH, W, T.15-7.19 {10, m), 7.23-7.33
o (oH, m), 7.42-7.49 (2H, w), 7.50-7.57 (2H,
@@ m), 7.58-7.67 (3, m), 8.21 (WH, dd, J = 8.0,

1.5 Hz).
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Fiuf | #E= H NMR
66 . IH NMR (300 MHz, CDCl,) 6:6.86 (IH, t, J =
dL,@ 7.2 Hz), 7.30-7.39 (2H, m), 7.48-7.51 (3H,
A m), 7.64-7.82 (6H. m), 8.26 (1M, dd, J = 8.2,
"ﬁ 1.4 Hz), 8.56-8.59 (1K, m).
<\,H P
6 7 . @ H NMR (300 iz, CDCl,) & :6.79-6.84 (2H, ),
. 7.33-7.5L (3H, m), 7.59-7.76 (BH, m), 8.2l
CL)::A,,,, (1M, dd, J =80, 1.5 Ha).
e
6 8 o @ H NMR (400 MHz, CDCly) & :5.77 (1H, s), 6.23
@f’l (I, d, J = 9.6 Hz), 7.31-7.39 (2H, m), 7.40
N ~7.49 (3, m), 7.59-7.79 GH, m), 8.20 (1K,
[ ) s), 823 (IH, dd, J = 8.0, 1.5 Hz), 9.21 (IH,
\..» s).
6 9 ] IH NMR (400 WHz, CD,0D) 6 :6.91 (IH, t, J =
2 7.0 Hz), 7.11-7.18 (2H, m), 7.25-7.37 (4,
@im m, 7.41-7.50 (3H, m). 7.68-7.75 (1, m), 8.0
A 7-8.12 (IH, n), 8.46 (1H, d, J = 7.2 Ha), 8.5
Nl 1 (14, s).
70 o H NMR (100 MHz, CDCl,) & :6.23 (1H, s), 6.81
cﬁLy@ -6.90 (1H, m), 7.09-7.18 (1H, m), 7.30-7.39
o (3H, m), 7.50-7.60 (3H, m), 7.67-7.75 (LK,
C m), 7.76-7.87 (3H, m), 8.17-8.24 (1H, m), 8.4
l=/ 1 (1H, d, J = 7.1 Hz).
71 ' NMR (500 MHz, CDCl,) & :1.66-1.76 (1, n),
1.95-2.07 (3H, m), 2.43 (1H, m), 2.48 (3N,
oA s), 2.88 (I, dd, J = 7.0, 1.4 Hz), 3.07 (IH,
i) d, J = 14.0Hz), 3.17 (Gl m), 5.97 (L, s),
@f::xm 7.20-7.23 (1H, m), 7.33 (IH, dd, J = 8.5, 4.
N 5 Hz), 7.42 (WH, d, J = 8.0 Hz), 7.60-7.64 (1
I I, m), 816 (1M, dd, J=8.0, 1.3 Hz), 8.31
(1L, dd, J=4.5 1.0 Hz), 8.54 (H, d. T =
8.5 Hz), 8.69 (I, d, J = 2.3 Hz).
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Hiaf | IH NMR, LC-MS
7 2 N T{ NMR (400 MHz. CDD) 0 :2.44 (6H, brs), 2.
\@3‘».'@ 95 (6H, t, J = 7.4 Hz), 7.07 (1, brs), 7.21
A (1H, brs), 7.33 (1, dd, J = 8.0 4.8 Hz), 7.4
A 8 (M, dd, ) = 8.6, 2.8 Hz), 8.13 (%H, dd, |
N = 4.8, 1.2 Ha).
73 " T MR (500 Mz, CDOD) 6 :1.23 (3H, s), L.62
i O~ ~1.89 (2H, m), 1.74-1.77 (4H, m), 2.87 (2K,
@ﬂ;fm m, 4.83 (UL, w, 7.20 (2, w), 7.44-7.58 (3
] H, m), 803 (4, d, J = 7.3 Hz), 8.28 (ZH,
h m).
74 T NMR (400 Miz, CDOD) 0 :1.24 (3H, s), 1.47
oﬁf -1.54 (2H, m), 1.59-1.67 (4H, m), 2.81-2.89
@ (2H, m), 4.88 (1H, brs), 7.05-7.08 (2H m),
& 7.32-7.35 (U0, m), 7.42-7.46 (14, m), 7.52 (1
i) H, brs), 7.88 (UL dd, J=8.0, 1.2 Hz), 8. 14
(IH, dd, J =84, 1.2 Hz), 8.24 (1H, s).
75 | LC-MS (MIESMEA) .m/z; 336 (M+H)+ ESI, Rt;
",, IE"J 0.29
/IN
76 T{ WR (500 MHz, DMSO—d6) & :1.66 (1H, =), L
77 (M, d T = 7.0 Ha). 2.02-2.26 (81 m), Z
39-2.46 (14, m), 3.25 (8H, s), 4.75-4.83 (0.5
. . H, m), 5 51-5.59 (0.5H, m), 7.08 (0.5H, t, J
d’x,,@ = 7.3 Hz), 7.17-7.24 (L.5H, m), 7.29-7.39 (1.
P - 5H, m), 7.50 (0.5H, t, J = 7.7 Hz), 7.59 (0.5
7 B, t, J=701Hz), 7.86 (0.5, 4, J = 8.5 1
S z), 7.89-7.93 (0.5H, m), 7.96 (0.5H d, J =
8.5 Hz), 8.17 (0.5H s), 823-8.28 (1L ),
8.71L (0.5, &), 9.07 (0.5, &), 9.80 (0.5,
s).
77 , T{ WR (500 MHz, DMSO—d6) & :2.10 (1H, m), 2.
L0 30 (1H, m), 2.37-2.42 (1, w), 2.53 (34, s),
©itj';m 2.61-2.64 (1, m, 3.26-3.32 (1, m), 3.39 (1
L H, t, J=80H), 6.25 (IH, m, 7.22 (I, t,
o T=175FHz), 7.35 (I d, J = 8.0 Hz), 7.42
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(1H, dd, J=8.2, 4¢.5Hz), 7.65 (1, t, J =
7.0 Hz), 7.99 (IH, d, J = 8.0 Hz), 827 (IH,

m), 8.38 (4, d, J =80 Hz), 884 (H, s), 1
2.50 (1H, s).

=~

I NMR (400MHz, DMSO-dé) & :1.59-1.75 (2H,
m, 2.04-2,12 (2H, m), 2.23 (34, s), 2.90-2.9
2 (44, m), 4.39 (0.5H, s), 5.13 (0.5H, s), 7.
06-7.10 (0.5H, m), 7.22-7.37 (3H, m), 7.50-7.
60 (1H, m), 7.86-7.97 (1.5H, m), 8.17 (0. 5H,
s), 8.25-8.29 (1H, m). 8.69 (0.5H, s). 8.87
(0.5H, &), 9.77 (0.5H, s).
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Ehat |z 'H NMR, LC-MS
79 'H NMR (400 MHz, CDsOD) ¢ :1.43-170 (ZH, nm),
fi r@’ 1.84-1,93 (2H, m), 2.09-2.25 (2H, m), 2.00
@\J:A (3, s), 3.09-3.18 (20, m), 3.42 (2H, brs),
o 5.76 (1H, brs), 7.17 (2H, m), 7.39-7.67 (3H,
®» m), 8.02 (IH. d, T = 7.6 Hz), 8.15-8.49 (2H,
m .

8 0 H NMR (400 MHz, CD:0D) & :1.66 (2H, brs), L.
] i «Q" 84-1.93 (2H, w), 2.18 (2H, brs), 2.55 (3H,
‘d':)\ s), 2.94 (OH, brs), 3.43 (2, <), 571 (I, b

“ T rs), 7.25 (IH, brs), 7.32-7.41 (IH, m), 7.44-
i 7.50 (1H, m), 7.66-7.95 (2H, m), 8.24-8.76 (2
H m.
81 " NMR (500 MHz, CDCl,) & :1.74 {1H, m), 1.96
| -2.08 (3H, m), 2.39 (1K, s), 2.48 (3H, s), 2.
O 87-2.89 (IH, m), 3.06 (1H, d, J = 14.0 Hz),
"@:ﬁ‘n' 3.19-3.20 (1H, m), 5.94 (1H, s), 7.30-7.38 (2
o Hom), 7.41 (14, dd, T =8.9, 4.9 Hz), 7.79
@ (IH, dd, J =8.7, 2.9 Hz), 831 {1H, d, J =
4.1 Hz), 8.47 {1, d, T = 7.2 Hz), 8.69 (1H,
sy, 13.16 (1, s).
8 2 H NMR (500 MHz, CDC1) 5§ :2.19-2.26 (1H, m),
, 2.34-2,.40 (LH, m), 2.49-2.55 (IH, m), 2.€0
] o C") (3H, s), 2.68 {14, dd, J = 9.0, 10.0 Hz), 3.2
‘@f’l" 2 (I, d J=11.0Hz), 3.42 (1H, t, T =8.9
N Hz), 6.42-6.44 (1H m), 7.32-7.37 (2H, m), 7.
g 41-7.44 (4, m), 7.80 {IH, dd, J - 8.5, 8.0 H
z), 8.31 (IH, 4, T = 3.9 Hz), 8.50-8.53 (1H,
w, 8.74 (1H, s), 12.08 (1H, s).
8 3 . Py LC-MS (MIFESLRMEA) .m/z: 348 (M#H)+ ESI, Rt:
fcf 0. 32
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EREA | s I NMR, LC-MS
8 4 " LC-MS (HIFESRMEA) .m/z; 368 (h+H)+ ESL, Rt;
o "'O{ 0. 36
II’ NH
I\
N
85 . > LC-MS (BIFESMEA) ,m/z: 380 (M+H)+ ESI. Rt:
. - 0.28
II’ NH
I\
N. 2
86 I MR (500 Milz, DMSO d6) & :2.40 I s), 7.
09 (M, d, T=28.0Hz), 7.17 (1H, =), 7.34 (1
,.z@ H,odd, J=8.2, 47Hz), 7.49 (2K, d, T=17.2
,(J\.... Hz), 7.55-7.6% (3H, w), 7.72 (1M, s), 7.86
® (1H, d, J=8.0 Hz), 7.94 (1H, d, J=8.2 H
z), 8.96 (1H, d, J = 3.8 Hz). 8.6 (1K, d, |
- 2.2 Hz).
87 LC-NS (AIESMFA) ,miz; 333 (MHD)+ BSI, Rt;

\E:flgf) 0.78

8 8 LC-MS (BIESRMEA) .m/z; 340 (MHH)+ ESI, Rt;
o
u,\©\)L",© 0. 80
u’J\IlH
N
~.I
89 N LC-MS (BIFESREEA) .m/z; 368 (M+H)+ ESI, Rt;
i N_O'i 0. 40
n/)‘llll
i
90 'H NMR (400 MHz, CDgD) & :2.34 (3H, s), 2.65
o " N .
“EC; -2.91 {4H, m), 3.28 (2H, s}, 3.45 (2H, s), 4.
mm 76-4.80 (IH, m), 7.35-7.47 (3H, m), 7.67 (1H,
N

dd, J = 8.8, 2.8 Hz), 8.07 (1H, brs), 8.27
(M, d J=41.1Hz), 870 {1, brs).
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= J

LS EY

'H NMR

91

e

'H NMR (500 MHz, DMSO-d6) 4§ :6.95-6.99 (1H,
m), 7.11 (14, d, T= 8.2 Hzo), 7.34-7.27 {14
m), 7.51 (2H, d, T = 7.2 Hz), 7.55-7.66 (4H.
m), 7.87 (1H, &), 7.91 {1H d, J - 8.6 Hz),
8.28 (U, d, J=4.01z), 863 (U, m.

IO
(‘:d‘%

H MR (400 MHz, DMSO-d6) & :3.79 (3H, s), 6.
76 (1H, d, J=82Hz), 6.8 (IH d, J=81
Hz), 7.33 (1H, dd, J =8.2, 4.6 Hz), 7.44 (2
H d J=74Hz), 7.53-7.62 (4H, m), 7.67 (1
H, s), 7.93 (H, d J=8.3 Hz), 8.256 (1H, d,
J=441z), 8.64 (U, d, J=2.4 llz).

'H NMR (300 MHz, CDCly) 4 :3.81 (3H, s), 7.08
(1H, d. J=8.1Hz), 7.29-7.43 (CH, m), 7.45
-7.56 (3H, m), 7.62-7.80 (6H, m), 8.24 (1K,
d J=17.9Hz), 863 (14 d, J=8.0 Hz).

'H NMR (300 MHz, DMSO-d6) & :6.39-6.48 (2H,
m), 6.49-6.56 (2H, m), 7.41-7.65 (8H, m), 7.7
6-7.82 (1H, m), 8.09-8.16 (1H, m).

'H NMR (400 MHz, €DC1.) & :4.20 (BH, =), 6.14
(LH, brs), 7.05-7.14 (1H, m), 7.26-7.36 (4H,
m), 7.45 (2H, d, J =8.0 Hz), 7.57-7.76 (4H,
m), 7.91 (1H s), 8.23 (1H, dd, T =7.9, 1.5
Hz).

H NMR (500 MHz, CDC1,) & :2.14-2.25 (1H, m),
2.30-2.38 (1H, m), 2.45-2.54 (1H, m), 2.58
(34, s), 2.66 (1H, dd, J - 11.5, 9.0 Hz), 3.2
L (UH, d, JT=1L1L5Hz), 3.39 (LH, t, J=9.0
Hz), 6.43-6.46 (IH, m), 7.20 (1H, t, J=17.5
Hz), 7.31 (1H, dd, J = 8.5 4.5 Hz), 7.41 (1
H, d, J=8.0Hz), 7.58-7.62 (1, m), 8.15 (1
H, dd J =380, 1.0Hz), 829 (U, d, T=4.0
Hz), 855 (14, d, J = 85 Hz), 8 71 (1H, s),
12,05 (1H, s).
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(84) JP 2023-63270 A 2023.5.9

Khap | HEE 'H NMR, LC-MS
97 IH NMR (500 MHz, CDCl,) & :2.17-2.23 (1H, m),
2.31-2.38 (IH, w), 2.46-2.53 (1H, m), 2.57
i i «d (3H, s), 2,66 (1M, dd, J = 11.4, 9.4 Hz), 3.2
d&i 0 (1H, d, J-11.6 Hz), 3.30 (1H, t, J - 8.8
- Hz), 6.39-6.45 (1H, m), 7.29-7.41 (3H, m}, 7.
i, 78 (I, dd, J = 8.4, 2.8 H), 8.30 (I, s),
849 (1, d, J = 8.1 Hz), 872 (I1H, &), 12.06
(1H, )
98 P @ 'H NMR {300 MHz, CDCly) & :6.24 (H, m), 6.98
(ji"- (1H, dd, J = 8.6, 2.1 Hz), 7.30-7.35 (1H,
Ao m, 7.39-7.51 (CH, m), 7.59-7.77 (60, m), 8.1
@\1 0 (14, s), 8.23 QH, dd, J = 7.9, 1.5 Hz), 8.
k= 47-8.52 (L4, mw).
99 IH NMR (300 MHz, DMSO-d8) 6 :7.00-7.06 {1H,
@21“,@ m, 7.15-7.28 (2H, m), 7.41-7.73 (8H, m), 8.0
A, 9-8.23 (2H, w), 12.69 (IH <)
N
>
100 Ul NMR (400 MHz, CDC1,) §:1.65-1.74 (1H, m),
. 1.93 2,04 (31, m), 2.35 2.39 (UL m), 2.45
. p (3H, s), 2.82-2.87 (IH, m), 3.05 (IH, d, J =
\E::[i;L"H 13.2 Hz), 3.14-3.17 {I1H, m), 591 (1H, brs),
@ 7.30-7.40 GH, m), 7.77 (1H, dd, J =8.8, 2.8
Hz), 8.30 (1H, s), 8.46 (1K, d, T = 8.0 Hz),
8.65 (1H, brs), 13.15 (lH, s).
101 IH NMR (400 MHz, DMSO-d6) & :1.60-1.72 {2H,
o O", m), 2.02-2.13 (CH, m), 2.22 (3H, ’s), 2.88-2.9
F L (4H, m), 4.40 €0.5H, s), 5.1L (0.5H, s), 7.
mm 27-7.38 (2.5H, m), 7.47-7.64 (2H, m), 7.89
X (0.5H, d, T = 6.8 Hz), B.16 (0.5H, s), 8.29
" (1H, m), 867 (0.5H, s), 8.89 (0.5H, s), 9.81
(0. EH, s).
102 . - LC-MS (RIFESRMEC) ,m/iz: 284 (MHD+ ESL, Rt
e M LT 1.45
u’ NH
g

ugoboogod

103

(1H, brs).

IH NMR (400 MHz, DMSO-d6) & :2.43 (3H, s), 7.
36-7. 4L (3, m), 7.587.60 (2H, m), 7.86 (LM,
d, J=7.9 Hz), 7.98 (14, dd, J = 85
z), 8.30-8.33 {2H, m), 8.50 (1H, brs), 8.60

1.8 H

10

20

30

40

50



goooooand

(85) JP 2023-63270 A 2023.5.9

Ehal | & H NMR, LC-MS
104 TH MR (400 MHz, DMSO-d6) o :2.09 (3H, s), 7.
[+]
" "j:lF 33-7.40 GH w, 7.46-7.55 (N, w), 7.86-7.68
Py (1H, w), 7.97 (IH, dd, J = 8.5, 2.4 Hz), 8.3
y 0-5.38 H, m), 8.61 (1, d. J = 1.8 Hz).
\Ill
105 H MIR (400 MHz, DMS0-d8) o :2.42 GH, s), 7.
[+]
. Lgr 31-7.42 (6K, w), 7.53-7.58 (1K m), 7.63 (IK,
A dd, J = 8.5 8.1 H), 7.75 (U, ), 7.90-7.9
2 3 (1, m, 8.24-8.26 (14, m, 8.64 (14 d, J
o = 2.4 Hz)
1086 . LC-MS (AFEZfRA) .wm/z: 347 (D + ESI, Rt:
F\Cglj:@\ 0. 68
", NH
1
N
107 , [ MR (400 MHz, DMSO-d6) 6 :2.11 GH, s), 7.
FdL':@ 32-7.48 (6H m), 7.54-7.59 (1H m), 7.65 (1K
A, dd, J = 85, 3.1 Hz), 7.82 (IH, s), 7.80-7.9
PN 1 (UL W, 8.26 8.28 (UL w, 8.62 A, d, J
. = 1.8 Hu).
108 H NMR (400 MHz, DMSO-d6) 0 :7.33-7.44 (3H,
] :]@ W, 7.50 (1, t, T =9.2 H), 7.56-7.67 (4H,
B m), 7.91 (4, d, J = 7.9 Hz), 8.25-8.28 (2H,
N NH
1 m), 8.64 (1H, brs).
N
109 IH NMR (400 MHz, DMSO-d&) 6:2.13 (3H, s), 7.
" ;@ 34-7.48 (6l m), 7.85 (U, m), 7.95 (10, dd,
P T=85 1.81Hx, 826 (IH, brs), & 30-8.32
@ (2H, m), 8.58 (IH, brs).
110 T NMR (400 MHz, DMSO-dB) & :7.35-7.53 (4H,
Q
. b m), 7.62-7.70 (2, m), 7.87 (IH, brs), 7.98
N
P (1, dd, J=8.5 1.8 Hz), 8.30-8.33 (2H, m),
N H
. 8.60-8.64 (2H ).
-3
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(86) JP 2023-63270 A 2023.5.9

| | HBaE= ‘H NMR, LC-MS
111 LC-MS (IEHRHC) ,m/z: 369 (M+H)+ ESL, Rt;
g R
] b 171
A
2
112 { NMR (400 MHz, DMSC-d6) 4 :7.45-7.62 (6H,
; 2 m, 7.96 (K, brs), 8.00 (14, dd. J = 8.5, L.
A 8 1lz), 8.31 8.33 (I, m), 8.54 (UL brs).
L
113 ! H NMR (400 MHz, DMSO-d6) 4&:7.43-7.53 (3H,
o
" :@I m), 7.66 (2H, m), 7.99 (1H, m), 8.03 (1H, dd,
J\ J =85 2.4Hz), 8.32-8.36 (2H. m), 8.54 (L
- H, brsi, 8.79 (1H, brs).
L
114 ] 'H NUR (400 MHz, DMSC-d6) 6 .2.12 (3H, s), T.
G j@ 44-7.48 (5H, m), 7.96 (1H, brs), 8.00 (1H, d
- d, J =85 L8Hz, 8.32-8.40 (3H, m), 8.53
z (14, brs).
E N
115 ] H NMR (400 MHz, DMSC-d6) &:7.20-7.25 (IH,
N,@ m, 7.36 (I, dd, J - 8.6, 4.7 Ha), 7.52-7.5
P (3H, m, 7.59-7.65 (3, m), 7.79 (4, 4, J =
P A 7.9 H2), 7.94 (IH. 8), 7.99 (H. d, J = 8.3
® Hz), 8.28 (1, d J = 4.5Hz), 872 (WU, s).
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(87) JP 2023-63270 A 2023.5.9

Ehafml | HEE= H NMR
116 . I NMR {400 Milz, DMSO d6) & :3.86 (3II, s), 7.
d“ﬁ 18-7.33 (3H, m), 7.50 (2H, d, J=J =80H
- z), 7.54-7.63 (4H, m), 7.70 (1H, s), 8.11 (1
o, é H d, J=7.6Hz), 823 (14, d J = 4.0 Hz),
X 8.81 (1H, s).
117 . 'H NMR (500 MHz, DMSO-d6) & :7.02 (1H, dd, J
pY = 10.5, 8.5 Hz), 7.20 (U, d, J = 8.3 Hz), T,
©~)..':*m 51 (°H, d, J= 7.3 Hz), 7.56-7.69 (4H, m), 8.
@ 01 (1H, d, J = 11.3 Hz), 8.06 (1H, s), 8. 28
F (1K, s), 8.56 {1H, s).
118 . IH NMR {400 MHz, DMSO-d6) &:7.24-7.29 (1H,
m), 7.52-7.54 (2H, m), 7.57-7.66 (BH, m), 7.8
@EI? 1 (14, d, J = 7.6 Hz), 8158.21 (1H, m), 8.2
25 7 (14, d, J = 2.6 Hz), 8.63 (1M, m).
F 3
119 . ' NMR (400 MHz, CD4OD) 4 :2.65 (8H, brs), 3.
c(l",@‘ 11 (6H, brs), 7.02-7.18 (2H m), 7.38-T.62 (3
,.’*.... H o m), 7.92 (1H, d, ] = 6.8 Hz), 8.26-8.40 (2
“ H, Hl).
~
120 . 'H NMR (400 MHz, CD;OD) & :2.23 (3H, s), 6.94
I] 6,99 (1, m), 7.24 (1M, d, J = 8.0 Hz), 7.40
..'Jn. -7.55 (BH, m), 7.64-7.69 (1H, m), §.05-8.08
é} (1H, m), 830 (1H, d, J = 4.0 Hz), 8.66 (1H,
s).
121 IH NMR (100 MHz, CD,OD) &§:2.22 (3H, s), 7.05
:@ -7.12 (2H, m), 7.39-7.55 (5H, m), 8.08 (1H,
. ..im d, J=8.0Hz), 813-8.16 (1H, m), 8. 31 (1H
z d, J=4.1Hz), 864 (1H, s).
\In
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(88) JP 2023-63270 A 2023.5.9

Ehaf | 'H NMR, LC-MS
122 ' NMR (400 MHz, CD40D) &:2.21 (3H, s), 7.25
;C] =730 (11, m), 7.41-7.57 (6H, m), 7.9 {1H,
A d J=84Hz), 820 (1H, d, J=8.4Hz), 82
F 8 (1H, d. J - 4.4Hz), 8.79 (1H, d, T - 2.0 H
\IN Z)
123 . I NMR (500 MHz, DMSO-d6) §:7.35-7.46 {4H,
. u,@\‘ m, 7.53-7.60 (2H, m), 7.63-7.68 (2H, m), 7.9
A 2-7.96 (2, m), 8.29 (1, d, J=4.0Hz), 8.6
2 7 (1H, d, J = 1.5 Hz).
N
124 1 NMR (500 MHz, DMSO-d6) § :7.34-7.47 {4H,
",@’F m, 7.53-7.62 (4H, m), 7.65 (1H, dd, J = 8.0
[ - > - i - . - 3 > . L N » > - >
A 3.0 Hz), 7.90 (1H, &), 7.95 (IH, d, J = 8.0
N Hz), 857 (1H, m).
N
125 I MMR (400 MHz, DMSO-d6) 6 :2.21 (1H, s}, 2.
o 39 (2H, s), 6.44 (0.4H, s), 6.74 (0.4H, d, T
-d,,@ = 6.0 Hz), 6.87 (0.6, <), 6.92 (0.6, d, J =
P 4.8 Hz), 7.28 (0.6H, d, J = 7.2 Hz), 7.39-7.
, 50 (1M, m), 7.50-7.73 (6.4H, m), 8.00 (0.6H,
a d, J=52Hz), 808 (0.4, d, J = 5.6 Hz),
8.33 (0.6H, s), 15.10 (0.4H, s).
126 . "I NMR (400 MHz, DMSO-d6) & :7.00-7.04 {1H,
“,© m, 7.28-7.70 {9H, m), 8.16 (1H, dd, J = 4.8,
2 0.8 Hz), 13.8 (IH, ).
N NH
F
ll:l
127 LC-MS (HIFFERHA) .n/z; 351 (MH)+ ESL, Rt:
.If] L0
\@il/*""
N
'\I "

ugoboogod

128

IH NMR (100 MHz, DMS0-d6) 3§ :6.6E5 (0.2H, m),
7.11 (0.8H. s), 7.34-7.83 (9H, m), 8 19 (0.§
H, d, J =24 Hz), 831 {0.2H, brs), 8.46 (0.
8H, dd, J =9.2, 4.0 Hz), 13.60 (0.2H brs).
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(89) JP 2023-63270 A 2023.5.9

Eraf) | #E= ‘H NMR, LC-MS

129 IH NMR (400 MHz, DMSO-d6) ¢ :6.81-6,83 (IH, 4
. ,@ d, J=8.4 2.0Hz), 7.27 (4, s), 7.57-7.78

A (TH, m), 8.00 (14, dd. J = 16.4, 8.0 Hz), 8.2
; 8 (1, dd, J = 8.8, 2.0 Hz).
= F

130 ] ' NMR (400 MHz, DMSO-d6) & :3.63 (3H, s), 6.

" 2 49 (1M, d, J = 8.0 Hzj, 6.75 (1K, s), 7.61-T.
- 77 (8H, m), 804 (LH, d, J = 8.0 Hz).
= '.. o/

131 R I NMR (500 MHz, DMSO-d6) & :7.45-7.53 (2N,

,m@ m), 7.54-7.72 (84, m), 7.91 {IH, brs), 8.37
- (2H, brs).
g

132 R H NMR (500 MHz, DMSO-d6) & :L.79 (3H, s), 6.

: v@ 78-6.92 (3H, m), 7.44-7.60 (74, m), 8.05-8.29
- (2H, m).

133 I NMR (400 MHz, DMSO-d6) 4 :3.82 (3H, s), T.
] [ 4@\( 06-7.07 (IH, m), 7.09-7.18 (2, mw), 7.34 7.4l
d&i (2H, m), 7.50-7.60 (8H, m), 7.65 (1H, a4, T

:“ = 8.4, 2.8 Hz), 7.81 (1H, s), 7.93-7.95 (1H,
N m), 8.28 (H, dd, J = 4.8, 1.6 Hz), 867 (lH,
d J = 2.4 Hz).
134 . Y[ NMR (400 Milz, DMSO dé) & :7.34 7.41 {2,
: 2, m, 7.50-7.67 (84, m), 7.73 (14, m), 7.91-7.9
A 4 (1H, m), 7.98 (1H, ), 8.29 (IH, dd, J = 4.
2 8 1.6 Hz), 866 (1H, d. J = 2.4 Hz).
\IH
135 LC-MS (BIFEZRMEA) ,m/z: 367 (MHH)+ EST, Rt;
i @’q 0.72
. .
. |
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(90) JP 2023-63270 A 2023.5.9

FRas | M= H NMR
136 o 'H NMR (400 MHz, DMSC-d6) & :1.65 (3H, s), 6.
’ ..Q 78 (WM, t, J=2.4Hz), 7.31 (2, d, T=7.5
A Hz), 7.38-7.52 (4H, m). 7.62-7.7% (2, m), 7,
\@ 67-7.78 (1H, m), 8.04 (1H, d, J = 5.2 Hz), 1
]
X 5.10 (1H, s).
137 R IH NMR (400 MHz, DMSO-d6) & :4.23 (3H, s), 6.
\Qf‘\,,@ 85 (1M, s), 7.557.67 (8, m), 8.00 (1, s),
% 8.38 (1H d. J = 8.0 Hz).
138 . IH NMR (400 MHz, DMSCO-d6) o :2.28 (3H, s), 6.
",©I 83 (M, s), 6.93 (U, J, J = 7.6 Hz), 7.60-7,
",)\m 76 (8H, m), 8.32 (1H, d, J = 7.6 Hz).
-
\I
1309 . IH NMR (400 MHz, DMSO-d6) & :2.38 (3H,s), 7.3
.\Cﬁl\,@ 5-7.80 (11, m), 8.24 (1H, brs).
Ao
“1
140 . If NMR (400 MHz, DMSO-d6) & :7.35-7.45 (2H,
,l:] m, 7.55-7.75 {(7H, m), 820 (IH, ¢, T=6.1H
A z), 637 (U, d, J=51Hz) , 845 8.47 {11,
< F m.
N
141 . IH NMR (400 MHz, DMSO-d6) & :7.51-7.73 (10H,
\CEL_,O m, 801 (I, d. J - 5.6 Hz), 829 (1H s).
o
g
N F

goooooand

142 ,

IH NMR (400 MHz, DMSO-d6) §:3.78 (3H, s),
17 (1H, t. J =176 Hz), 7.30 (1H, d, J = 8.
Hz), 7.34-7.47 (3H, m), 7.55-7.65 (3H, m),
92 (1H, m), 7.97 (14, s), 8.28 (1H, dd, T
4.8, 1.2 Hz), 8.63 (1H, d, J — 2.4 Ha).

N e
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goooooand

EHe | | EEI 'H NMR

143 I{ MR (400 MHz, DMSO-d6) & :3.86 (3H, s), 7.
i ® @f"\ 15 (2H, d, J = 8.8 Hz), 7.33-7.44 (4H, mw), T.
Cd:i 57 (I, m), 7.64 (14, dd, J = 8.8, 2.8 Hz),

X 7.83 (1H, s), 7.92-7.96 (1H, m), 8.27 (1H, d
'.. d, J=4.8 1.2 Hz), 8.67 (14, d, J = 2.4 H
z).

144 . H N\MR (500 MHz, DMSO-d6) & :3.64 (3H, s), 7.
- ,@ 05 (1H, s), 7.63 (2H, d, J = 5.6 Hz), 7.68-7.
mu 74 G, m), 819 (UL, s), 820 (U, d J =4

o~ 0 Hz), 8.68 (UM, d, J=4.4 Hz).

145 Jo IH NMR (400 MHz, DMSO-d€) & :7.34-7.42 (ZH,
. ;@ my, 7.587.78 (6, m), 7.887.90 (1H, m), 81

A 3 (14, s), 8.30 (1H, dd, J = 4.8 1.2 Hz), 8.
A 63 (11, d, J = 2.4 Hz).
N

14686 LC-MS (HIESHEHB) ,m/z; 350 (MH)+ ESI, Rt:
c.\@luﬂ 0. 88

u')‘uu
>
Lsu'

147 . 1 MR {400 Miz, CDCly) §:1.95 (3, s), 5.7

c-\©\)kﬂ,© 2 (1, s), 7.08 (UL d, J-4.91z), 7.38 (1
A H, d, J=86Hz), 7.42-7.45 (2H, m), 7.55-7.
7 70 (4H, m), 812 (IH, d, J = 2.4 Hz), 8.28 (1

" H, d J=49H, 9.15 QH, s).

ooooooan

148 o IH NMR (300 MHz, DMSO-d6) & :5.64 (2H, m), 6.
d\n 83-6.96 (8H, m), 7.13-7.23 (1H, m}, 7.38-7.65
- (TH, m), 7.75-7.81 (IH, m), 8 L1 (14, dd, J
= 8.1, 1.5 Hz).
&




goooooand

(92)

JP 2023-63270 A 2023.5.9

HEhmEl | SR 'H NMR, LC-MS
149 o H NMR (500 MHz, CDCly) &:3.86 (3H, s), 6.67
rm«@ (1H, ¢), 7.35 (1H, dd, J = 9.0, 3.0 Hz), 7.4
P 2-7.46 (3H, m}, 7.57 (1, dd, J = 8.5 5.0H
2 z), 7.64 (1H, d, J = 80 Hz), 7.67-7.70 (24,
3 m, 7.85 (lH, dd, J = 8.3, 2.7 Hz), 7.89 (1H,
o~ d, J=230Hz, 855 (1H, d, J = 9.5 Hz).
150 I NMR (400 MHz, DMSO-d6) & :3.70 (3H, s), 6.
DU ¥ 52 (I, d, J = 2.0 Hz), 7.36-7.43 (20, w), 7.
Of‘.:i \ 62 (1H, td, J =87 3.1Hz), 7.66 (1H, d, J
1 = 2,0 Hz), 7.69 (1H, dd, J = 8.6, 3.0 Hz), 7.
g 97-8.00 (14, m), 8.29 (1M, dd, J = 4.6, 1.2 H
z), 8.42 (1H, s), 872 (H, d, J = 2.3 Hz).
151 'H NMR (400 MHz, DMSO-d6) & :5.53 (2H, s), 7.
. i 23-7.26 (1H, m), 7.31-7.36 (6H, w, 7.50-7.55
‘@ij‘:‘@ (14, ®, 7.65 (1H, dd, J = 8.8, 2.8 Hz), 7.9
'8 0 (QH d, JT=76Hz), 822 (14, d, T =4.0H
< 2), 8.60 (IH, s).
152 H MMR (400 MHz, DMSO-d6) & :7.25 (1H, dd, J
i @ = 7.8, 4.6 Hz), 7.38 (H, dd, J = 7.9, 4.7 H
B L 2), 7.54-7.56 (H, w), 7.58-7.65 (3H, m), 7.9
N 2 (1H, d, J=7.4Hz), 8.08 (1H, s), 8.30-8.3
@ 3 CH m), 864 (M, &), 874 (H, d, J = 2.4
Hz).
153 IH NMR (400 MHz, DMSO-d6) 6 :1.62-1.67 (1H,
o m, 1.76-1.85 (2H, m), 2.05-2.09 (1H, m), 7.0
F\GiL.S(@ 5(2H, d, J=T6Hz), 7.22 (I, t, J = 7.2 H
P - z), 7.31-7.35 (3H, m), 7.39 (1M, dd, J = 8.4,
4.8 Hz), 7.51-7.56 (1H, m), 7.64 (1H, dd, J
* = 8.6, 3.2Hz), 7.99 (QH, & J =80 Hz), 83
2-8.33 (2H, mw), 8.69 (1H, d, J = 2.4 Hz).
154 , IH NMR (400 MHz, DMSO-d6) 6 :1.96 (3H. s), 2.
] ] I:( 08 (3H, s), 3.75 (3H, s), 7.36-7.40 (CH, m),
‘(Di‘l 7.57 (IH, td, J = 8.7, 3.1 Hz), 7.65 (1H, dd,
# J =87 30H), 7.988.01 (1K m), 8 288
@ 34 (2H, m), 8.71 (1H, d, J = 2.0 Hz).
155 LC-MS (HIFEHMEC) .n/z) 353 (M+H)+ ESI, R
o t; 166,
CLLO
\III
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(93) JP 2023-63270 A 2023.5.9

Ehesl | wEN IH NMR, LC-MS
156 'H NMR (400 MHz, DMSO-d8) §:1.38 (2H, ¢, J =
. 10.8 Hz), 1.61 (2H, d. J = 12.0 Hz), 1.86 (1
. ’b H s), 2.01 (2H, s), 2.23 (3H, s), 2.87 (ZH,
1 :| 1 d, J=10.0 Hz), 4.21 (2H, s), 7.33 (1H, dd,
i"“ N J=9.0, 5.2 Hz), 7.41 (IH, dd, J = 8.0, 4.8
n Hz), 7.49-7.54 (1, =), 7.65 (1M, dd, J = 8.
8 2.8 Hz), 8.02 (1H, brs), 8.27-8.32 (3H,
m, 8.77 (U, brs), 8 87 (1K, brs).
157 IH NMR (400 MHz., DMSO-d6) § :5.58 (2H, s), T.
o 34-7.44 (GH, m), 7.52 (U, d, J = 7.6 Hz), 7.
N 55-7.60 (IH, m), 7.66 (1H, dd, J = 8.8, 3.2 H
k@i::j::l@ z), 7.83-7.88 (14, m), 806 (1H, d, ] =8.0H
é z), 8.28 (14, d. J = 3.6 Hz), 8.57 (H, d, J
M = 4,4 Hz), 8.75 (IH, d, J = 2.8 Hz), 9.57 (1
H s).
158 LC-MS (MIESHEC) ,mn/z; 361 HH)+ ESL, R
i i {\/@ t: L.60.
a”Lnu
cad
|
159 U NMR (400 MHz, DMSO-d8) §:1.79 (4H, s), 2.
’VD 73 (4H, m), 2.94 (ZH, s). 4.33 (2H, s), 7.37-
A 7.43 (2H, m), 7.51-7.56 (1H, m), 7.66 (1H, d
'l d, J = 88, 2.8 Hz), 8.02 (1H, d, J = 8.0 H
Z z), 8.27 (1M, dd, J = 4.6, 1.2 Hz), 8.65 (1H,
s), 11.49 (1H, s).
160 I{ NMR (400 MHz, DMSO-d6) & :7.38-7.40 (2H,
L3 W, 7.56-7.60 (1, m), 7.66 (UL, dd, J = 8.6,
“Cﬂl 3.0 Hz), 7.96 (1H, d, J = 8.2 Hz}, 8. 11 (1H,
N NH _
s), 8.30 (1H, d, J = 4.6 Hz), 8.42 (IH, o),
g 8.70 (1H, d, J = 2.4 Hz), 2.35 (IH, s).

161 IH NMR (400 MHz, DMSO-d8) §:7.22 (1H, dd, J
] i »@ = 5.1, 1.1 Hz), 7.37-7.41 (CH, m), 7.54-7.60
dl (14, m), 7.64 (1, dd, J=8.7, 3.0 Hz), 7.78

g (14, dd, J = 5.1, 3.2 Hz), 7.88-7.90 (1H,
~ m), 7.96-7.99 (2H, m), 8 35 (LH, brs), 8.74
{1H, brs).

ugoboogod

162

' NMR (400 MHz, DMSO-d6) & :7.38 (1H. dd, J

=82, 4.7 He), 7.54-7.56 (2H, m), 7.58-7.69
(3H, m), 7.91 (1H, d, J = 8.5 Hz), 8 09 (1H,

brs), 813 (1, dd, J=7.8 3.2 Hz), 832 (1
H, d, T =4.2Hz), 8.63 (14, s), 8. 78 (1H, d,
T =31 Hz).
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Ewf | #ER

'H NMR

163

'H NMR (400 MHz, CDCls) 6:1.93 (3H, d, J =
7.2 Hz), 6.34 (1H, &), 7.11-7.18 (1H, m), 7.2

0 (1H, dd, J = 8.2, 4.4 Hz), 7.38-7.44 (2H,

w, 7.47-7.55 (BH, m), 7.82 (W, 4, J=8.4H
z), 7.90 (1H, dd, J =8.2, 2.8 Hz), 805 (I1H,
s), 8.25 (1, d, J = 4.8 Hz).

164

'H NMR {400 MHz, CD,0D) & :1.80-1.93 (2.5H,

m), 2.01-2.05 (0.5H, m), 2.75-2.88 {IH, m),

3.41-3.65 (1H, m), 3.86-4.04 (2H, m), 4.48-4.
57 (1H, m), 4.74-4.83 (0.5H, m), 5.37-5.46
(0.5H, m), 7.13 (0.5H, dd, J = 9.0, 4.0 Hz),

7.27-7.35 (1M, m), 7.39-7.46 (2H, m), 7.59-7.
68 (IH, m), 8.06 (0.5H, d, J = 8.4 Hz), 8.16
(0.5H, s), 8.22-8.28 (14, m), 8.72 {0.5H, d,

J = 2.0 Hz),

165

!y NMR (400 MHz, DMSO-d6) & :0.87-0.91 (2H,
m), 1.30-1.35 (2H, m), 2.94-3.00 (1H, m), 7.3
4-7.42 (2H, m), 7.48-7.53 {H, n), 7.63 (1H,
dd, J = 8.8, 3.2 Hz), 8.18-8.22 (1H, m), 8.30

(1H, dd, J = 4.4, 1.2 Hz), 8.89-8.91 (24,
m.

166

IH NMR (400 MHz, DMSO-d6) & :0.68-¢.76 (3H,
m), 1.54-1.81 (2H, m), 1.97 (1H, brs), 2.21
(3H, s), 2.82-3.02 (4H, m), 4.03 (0.5H, &),
4,67-4.91 (0.5H, m), 7.28-7.49 (3.5H, m), 7.6
0-7.65 (I, m), 7.85 (0.5H, d, J = 7.6 Hz),
8.13 (0.5, s), 8.25-8.30 (1H, m), 863 (0.5
H, s}, 8.91 (0.5H, s), 9.82 (0.5H, s)

167

I NMR (400 MHz, CD.OD) & :1.58 (1M, brs), 1.
82 {1H, brs), 2.24 (2H, brs), 2.34 {3H, =),

7.09-7.24 GH, m), 7.34-7.45 (4H, m), 7.73 (1
H dd, J =8.8 2.8Hz), 8.10 (14, d, J = 8.4
Hz), 8.28 (IH, d, J = 4.0 Hz), 8 70 (lH, d,

J =24 Hz).

168

'H NMR (400 MHz, CDs0D) 6§ :4.13 (1H, d, J =
9.6 Hz), 4.39 (1H, d, J = 11.6 Hz), 4.59 (1K,
d, J=9.2 Hz), 4.90 (IH, d, J = 1i.2 Hz),
7.23-7.35 (3H, m), 7.38-7.42 (2H, m), 7.47-T.
52 (2H, m), 7.58 (1M, dd, J = 9.0, 4.4 Nz),
7.68 (1H, dd, J = 8.6, 2.8 Hz), 8.32 (1H, 4,
J = 4.8 Hz), 8.42-8.45 (IH, m), 9.21 (1H, 4,

J = 2.4 Hz).

ugoboogod

169

'H MR (400 MHz, DMSO-d6) &:7.06 (1H, dd. J
=50, 1.2 Hz), 7.27 (UH, dd, J=5.2, 8.2 H
z), 7.43-7.46 (2H, m), 7.49 (1H, dd, J = 8.2,
3.0 Hz), 7.54 (1H, dd, J =9.0, 5.0 Hz), 7.6
0-7.70 (5H, m).
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EZpmE | EER IH NMR, LC-MS
170 LC-MS (BIESRMEC) ., n/z; 380 (MHD+ ESI, R
A t: 140
peesy
AHH
“
o N
171 LC-MS (IFESHC) ,n/z; 353 (MHD+ ESI, R
[-] .
. . t; 1.48.
gLHH
“3
= N
172 ' MR (400 MHz, CD,OD) & :7.43-7.45 (2H, m),
] ° J@ 7.53 (IH, td, J - 8.8, 2.8 Hz), 7.64-7.72 (5
‘d‘i H, m, 8.54¢ (IH, s), 9.32 (IH, s).
u/ MH
“ I
o-N
173 { NMR (400 MHz, DMSO-d6) & :3.81 (2H, t, J =
o
. . 4.2 Hz), 4.35 (24, t, J = 4.6 Hz), 5.76 (1H,
A v §), 7.39-7.42 (2H, m), 7.54 (1, td, J = 8.
T 7, 2.8 Hz), 7.67 (1H, dd, J = 8.4, 2.8 Hz),
0 8.07 (14, d, J = 7.6 Hz), 8.28 (1H, s) , & 74
{1H, s) ., 9.20 {1H, s).
174 . H MMR (406 MHz, CD,0D) & :2.56 (3H, s), 7.48
. £ (2H, d. T=6.8Hs), 7.52 (H. 4, T = 8.0,
A 2.8 Hz), 7.70-7.71 (1H, m), 7.73-7.76 (4H,
1" m), 7.84 {1H, s).
l"
175 " LC-MS (BIESEEC) ., n/z; 388 (M+H)+ EBSI, R
H t: 1,43,
F
o N
176 H MR (40C MHz, CD,0D) & :2.47 (3H, s), 3.46
o A -3.51 {I1H, m), 4.08-4.11 (2H, m), 4.58 (1H,
. $Z© d, J=9.2 He), 7.30-7.33 (3H, m), 7.37-7.41
A (H, m), 7.47-7.52 (2H, m), 7.58 (14, dd, J -
P 9.2, 4.9 Hz), 7.68 (1H, dd, J = 8.6, 3.1 H
N z), 8.31 (1M, dd, J =4.9, 1.2 Hz), 8 40-8.44
(1H, m), 9.18 (LM, d, J = 3.1 Hz).
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Ehufl | & IH NMR, LC-MS

177 LC-HS (FE&MHEC) ,m/z; 330 M4+ BSI, R
o °n© t: 135

1608
:I
178 If NMR (400 MHz, DMSO-d6) & :7.47-7.54 (2H,
] @ m), 7.55-7.65 (6H, m}, 829 (IH, s) , 874 (1
H s) ., 9.12 (1H, s).
oL
)
s=N

179 'H MMR (400 MHz, DMSC-d6} & :3.07 (2H, t, J =
i o~ 4.4 Hz), 4.30 H, t, J = 5.0 Hz), 7.37-7.41
‘@i‘; +coon (24, w, 7.54 (14, td, J =87, 2.8 Hz), 7.6

" 6 (1H, dd, J = 8.6, 2.8 Hz), 806 (1H, d, J =
é, 8.4 Hz), 8.25 (1M, d, J - 4.0 Hz), 8.28 (1N,
s), 875 (H, d, J = 2.4 Hz).
180 If NMR (400 MHz, CDsOD) & :1.29-1.57 (2H, m),
1.75-1.87 {2H, m), 2.02-2.06 (2H, m), 2.72-
) 2.91 (2H, m), 3.59-3.73 (1H, m), 4.44-4.50
. ‘_O"’ (0.6H, m), 5.17-5.25 (0.4, m), 7.12 (0.4H, d
m d 1 =90 4.2Hz), 7.25-7.32 (1H, m), 7.37-
™ 7.46 CH, mi, 7.60 (0.4H, dd, J =84, 2.4 H
| z), 7.65 (0.64, dd, J = 8.6, 2.8 Hz), 7.99
(0.6H, d, J =80 Hz), 615 (0.4H, s), 8 22
(0.4H, s), 8.28 (0.6H, d, J = 4.0 Hz), 8.67
{0.6H, s).
181 'H NMR (400 MHz, DMSO-d6} & :2.95 (6H, s), 6.
,@ 72 (IH, d, ] = 7.6 Hz), 6.84 (1H, t, J = 2.0
Fm v Hz), .89 (1, dd, J = 8.6, 2.8 Hz), 7.32-7.4
- 1 (34, m), 7.58 (1M, td, J = 87, 2.8 Hz), T.
& 64 (1M, dd, J = 8.8, 3.2 Hz), 7.68 (1H, s),
A 7.94-7.97 (1H, m), 8.27 (1H. dd, J = 4.6, 0.8
Hz), 8.66 (UH, d, J = 2.4 Hz).

182 If MMR (400 MHz, DMSO-d6) & :3.58 (3H, s), 6.
. @ 01 (1H, s), 6.07 (1H, s). 6.50 (1H, s), 7.24
mm (H, s), 7.42 (3H, d, J = 7.2 Hz), 7.46-7.49

é’ (1H, m), 7.53-7.63 (5H, m).
S
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183

H MMR (400 MHz, DMSO-d8) §:1.58 (1H, 4, J =
9.6 Hz), 2.07-2.15 (2H, m), 2.24 (3H, s), 2.
63-2.71 (UM, m), 2.91 (IH, 4, J = 11.2 Hz),

3.29 (1H, d, J = 12.8 Hz), 3.54 (3H, s), 3.83
(1H, s), 5.29 (1M, dt, J = 12.8, 3.0 Hz), 7.
39-7.45 (ZH, m), 7.58 (1H, td, J = 8.6, 2.8 H
z), 7.68 (1H, dd, J = 8.8, 3.2 Hz), 8.08 (1H,
dt, J =84, 1.8 Hz), 8.27 (1H, dd, J = 4.4,
0.8 Hz), 8.7L (1H, d, J = 2.4 Hz), 10.03 (1
H s).
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'H NMR

1 NMR (400 MHz, DMSO-d6) 6 :7.36-7.43 (2H,

m. 7.59 (IH, td, T =87, 2.8 Hz), 7.67 (iH,
dd, J =84, 2.8 Hz), 7,93 (1, &, J=8.4H
z), 815 @H, d, J = 10.4 Hz), 8.3C (1H, s),

867 (2H, s), 882 (1H, d, J = 2.8 Ha).

'{ NMR (400 MHz, DMSO-d6) & :3.88 (3H, s), 7.
35-7.42 (CH, m), 7.60 (1H, td, J =87, 2.8 H
z), 7.66 (1H, dd, J = 8.6, 3.2 Hz), 7.72 (lH,
t, J =2.2Hz), 7.94 {1H, d, J = 8.0 Hz), 8.
08 (IH, s), 829 (1H, d, J=4.0 Hz), 832 (1
H d J=16Hz), 8.4% (14, d, J = 2.6 Hz},
8 68 (1H, s).

I NMR (400 MHz, DMSO-d6) &:3.79 (3H., s), 7.
41-7.43 (2H, m), 7.48-7.52 (2H, m), 7.54-7.62
(3H, m), 7.68 (IH, dd, J = 8.5, 2.4 Hz), 7.8
0-7.84 {21, m), 8.11 (1H, s).

'H NMR (400 MHz, CDCly) & :3.94 (3H, s), 6.54
(1H, &, 6.79 (H, &), 7.40 (2H, d, T = 5.6
Hz), 7.43-7.47 (K, m), 7.55-7.57 (1H, m), 7.
61-7.66 (34, m), 7.84 (1H, dd, J = 6.8, 2.4 H
z), 7.97 (14, d, J = 4.4 He), 8.33 (14, s).

'H MMR (400 MHz. DMSC-d6) 6 :3.55 (3H. s), 6.
08 (1H, s), 699 (AH, dd, J =7.9, 51 Hz),

7.27 (1H, dd, J = 8.0, 1.3 Hz), 7.33-7.39 (2
H m, 7.42-7.46 (1H, m), 7.49-7.53 (CH, n),

7.55 (1H, dd, J = 8.9, 4.9 Hz), 7.60 (1H, dd,
J =85 2.0Hz), 7.67 (1H, dd, J =8.7, 2.9
Hz), 7.88 (1H, dd, J=5.1, 1.4 Hz).

'H NMR (400 MHz, DMSO-d6) & :7.17 (1H d, ] =
5.6 Hz), 7.38 (IH, dd, J = 8.1, 4.7 He), 7.5
4-7.56 (2H, m), 7.61-7.63 (3H, m), 7.86-7.87
(H, m), 8.24 (U, s), 833 (UM, & J=41H
z), 8.57 (1H, d, J = 5.8 Hz), 8.59 (1H, o),

9.03 (1M, s).

Ehafd | AR
184 .
o A
CLX
A
185
[ '"I
O
)
186 o @
‘\
187 o @
\Cli;_
e
188
CLX
1868
PO
1 n’)‘m’l
S
190 o
F. I\ n’©
N, % '/ -

Iy NMR (400 MMz, DMSO-d6) & :7.43 (1H, brs),
7.53-7.56 (4H, m), 7.59-7.66 (4H, m), 7.92 (1
H d, J=17.9Hz), 802 (lH, s), 8. 41 (1H,
8).

JP 2023-63270 A 2023.5.9
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EheF | BaE 1§ NMR
191 If NMR (400 MHz, DMSO-d6) & :7.35 (1H, dd, J
v @ =83 4THz), 7.54 (H, d, T=7.1Hz), 7.5
|: i 7T-7.68 (4H, w), 7.73 QH, d, J = 8.3 Hz), 7.9
N 0-7.94 H, m), 8.2¢ (1H d, J=4.2 Hz), 8.5
@ 2 (14, d, J=3.2 Hz), B.64 (1H, m).
192 I MR (400 MHz, DMSO-d6) & :7.37 (1H, dd, J
f @ = 8.2, 4.7 H2), 7.52-7.57 (2H, m), 7.57-7.66
[ L, (3, m), 7.80 (IH, d, J = 5.1 Hz), 7.91-7.94
L. {IH, m), 8.03 (14, s), 831 (1H, dd, J = 3.6,
@ 1.0 Hz), 8.40 {lH, d, J = 5.1 Hz), 8.65 (IH,
d, J=2.4Hz), 871 (L4, s).
193 H NMR (400 MHz, CD40D) §:2.59 (3H, s), 7.17
i @ (1K, s), 7.45 {1H, dd, J =8.2, 4.8 Hz), 7.5
i P ,)'“ 3(H, d, J=71H), 7.637.73 CH, m), 8.0
N 4 (1H, 4, 7=8.0Hz), 835 (1H, d, J=4.4H
(El z), 8.65 (1H, s), 9.03 (I1H, s).
194 I NMR (400 MHz, CD.GD) &:2.62 (3H, s), 7.45
i @ (1H, dd, T = 8.3, 4.8 Hz), 7.51-7.53 (2H,
I D l m), 7.65-7.72 (3H, m), 7.81 (1H, s), 8 09-8. 1
i, N
2 (11, m), 831 {IH, dd, J = 4.8, 1.3 Hz}, &
g 66 (1H, d, J = 2.3 Hz), B.67 (1H, s).
195 'H MMR (400 MHz, DMSO-d6) & :2.11 (3H, s), 2.
) i ):;?, 35 (3H, &), 7.36-7.43 (2H, m), 7.59 (1H, dt,
i J=87 44Hz), 7.68 (14, dd, J = 8.6, 3.0
H Hz), 800 {1H, d, J=8.3 Hz), 831 (14, d, J
i = 3.6 Hz), 866 (1H, s), 874 (14, 4, J = 2.
2 Hz).
196 I NME (400 MHz, DMSO-d6) & :1.00-1.08 (iH,
o m, 1.15-1.21 (2H, m), 1.31-1.36 (IH, m), 1.5
f\d:\.y\ 7 (H, ), 7.27 (H, dd, T = 8.8, 4.8 Hz), 7.
A 42-7.51 (24, m), 7.62 {1H, dd, J = 8.6, 2.8 H
2 z), 812 (1H, d, J = 8.0 Hz), 835 (1H, d, J
M = 4.4 Hz), 8.43 (14, s), 8.8 (14, d, J=2.0
Hz).
197 'Y NMR (400 MHz, CDClg) &:3.52 (2H, t, J =
o 2 5.8 Hz), 4.71 {24, t, J = 5.6 Hz), 7.28-7.30
N 3 (IH, m), 7.32-7.37 (2H, m), 7.4L QH, dd, J =
m“ 9.2, 4.8 Hz), 7.72 (1H, td, J = 7.6, 2.8 H
z z), 7.81 (1H, dd, J = 8.6, 2.2 Hz}, 8 30-8.36
% (2H, m), 8.69 (IH, dd, J = 5.2, 1.6 Hz), 88
9 (1H, s), 10.72 (1H, s).
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s | =L I MMR, LC-MS
198 { NMR (400 MHz, CDOD) & :2.64 (3H, s), 7.4l
i @ -7.46 (1H, m), 7.54 (9H. 4, J = 7.0 Hz), 7.60
|; 'J"\.. (1H, 4, J=8.6Hz), 7.64-7.71 (3H, m), 7.77
" (IH, d, T=85Hz), 808 (1H, d, J=9.4H
@ z), 821 (I, s), 8.68 (1H s).
199 IH NMR (400 MHz, CDCly) & :2.21-2.30 (1H, m),
] 2.62-2.70 (U, m), 3.73-3.80 (14, m), 3.98
D (1H, dd, J = 11.8, 8.0 Hz), 4.31 (1H, d J =
K@i 116 H2), 4.56 (14, t, J = 9.4 Hz), 6.55-6.60
il (1H, m), 7.31-7.35 (14, m), 7.38 (1H dd, J
i =82 2.8Hz), 7.43 (1H, dd, J = 9.2, 4.8 H
2), 7.79 (IH, dd, J = 8.8 2.8 Hz), 8 32-8.35
(2H, m), 887 (1H, brs), 9.00 (1H, s).
200 Il NMR (400 Mz, CDiOD) & :1.29-1.48 (I, m),
1.84 (2H, dd, J = 33.2, 10.4 Hz), 2.17-2.28
CH, m), 2.70-2.90 (2H, m), 3.36-3.39 (4H,
a d m), 4.44-4.50 (0.6H, m), 5.23 (0.4H, t, J =1
m 2.0 Hz), 7.12 (0.4Y, dd, J = 9.2, 4.4 Hz), 7.
™ 27-7.32 (I, m), 7.37-7.4% (2H, m), 7.60 (0.4
@ H dd, J =9.0, 2.0 Hz), 7.66 (0.6, dd, I =
8.6, 2.4 Hz), 7.99 (0.6H, d, J= 8.0 Hz), 8.1
5 (0.4H, s), 8.22-8.28 (IH, m), 8.67 (0.6H,
5.
201 LC-MS (MIEZHC) .w/z: 353 M)+ ESI. R
] °N'O' t; 1.69.
N’ NH
g
202 'H NMR (400 MHz, CD4OD) §:2.45 (3H, s), 7.44
i @ (1M, dd, J = 8.3, 4.8 Hz), 7.52-7.54 (2K,
el m, 7.63-7.71 (3, m), 8.23 (IH, d, J = 8.1 H
W é z), 8.30-8.31 (2H, m), 8.59-8.62 (2H, m).
203 I MMR (400 MHz, DMSO-d6) & :3.35 (3H, s). 3.
i o 70 (2H, t, J = 5.4 Hz), 4.45 CH, t, J = 5.2
m Mz), 7.35-7.42 (20, m), 7.54 (U, td, J = 8.
" 8 2.8 Hz), 7.66 (1H, dd, J = 8.8, 2.8 Hz),
g 8.00-8.01 (1H, m), 8.29 (1K, dd, J = 4.8, 1.2
Hz), 8.47 (1H, brs), 8.70 (1H, s).




goooooand
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204

'H NMR (400 MHz, DMSO-d6) & :3.67 (1H, dd, T
= 11.8, 2.4 Hz), 4.03 (14, dd, J = 11.6, 3.6
lz), 4.09 (U, dd, J =19.2, 3.6 [Iz), 4.31 (1
H, t, J = 9.6 Hz), 4.78-4.82 (1H, m), 5.16
(0.5H, s), 6.06 (0.5H, &), 7.48 (1H, dd, J =

8.4, 4.4 Hz), 7.52-7.61 (2H, m), 7.71 (1H, d

d, J -828, 2.8 Hz), 834 (1H, dd, J - 4.6,
1.2 Hz), 8.41-8.44 (1H, m), 9.16 (1K, d, J =
2.8 Hz).
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Ehar | EER 'H NMR, LC-MS

205 LC-MS (GMEFHEC) ,m/z; 387 M+H)+ ESI, R
] Q@ t; 1.82

.3
206 '{ NMR (400 MHz. DMSO-d6) 6 :1.52-1.57 (1H.
m, 1.73-1.78 (UH, m), 2.00-2.10 (2H, w), 7.2
] \ 7-7.41 (4H, w), 7.54 (1H, td, J =87, 2.8 H
mml, 2), 7.62 (IH, dd, J=8.8, 2.8 Hz), 7.75 (1,
td, J = 7.8 2.8 Hz), 8 04-8.07 (1K, m), 8.3
< 1 (1H, dd, J = 4.8, 1.2 Hz), 856 (1H, d, J =
4.8 Hz), 8.76 (1H, d, J = 2.0 Hz), 8.95 (1H,
s).

207 H NMR (400 MHz, DMSO-d6) & :2.41 (6H, s), 2.
] A 77-2.79 (2H, m), 4.30-4.32 (2H, m). 7.39-7.44
‘@\J;L (2H, m), 7.93-7.58 (IH, m}, 7.67 (IH, dd, J

" = 8.8, 2.8Hz), 8.09 (IH, 4, J=84Hz), 82
4 6 (14, d J =4.0 Hz), 870 (1K, s), 1L.91 (1
H s).
208 'H NMR (400 MHz, CD,0D) & :1.60 (2H, s), 1.80
@f (2H, d, J = 4.8 Hz), 2.27 (3H, s), 2.43 (2H,
" " d, J=10.8 Hz), 2.85 (24, d, J = 8.0 Hz),
\Q:;EK.H 3.20 (24, brs), 4.52 (lH, s), 7.36 (2H, brs),
25 7.43 (1H, t, J = 6.4 Hz), 7.62 (1K, d, J =
AN 8.0 Hz), 8.13 (1H, s), 8.24 (I1H, s), 8.74 (1
H, s).

209 'H NMR (400 MHz, DMSO-d6) o :7.28 QH, d, J =
. 2 L6 liz), 7.44-7.46 (24, m), 7.54-7.65 (6,
mm m, 7.67 (14, d, J= 2.0 Hz), 7.93 {1H, s).

<
-]
210 "H MMR (400 MHz, DMSO-d6) & :2.06 (3H, s), 7.
y i @ 29-7.34 (2H, m), 7.49-7.51 (2H, m), 7.54-7.64
\!‘d‘l‘ (4H, w), 7.88 (1H, dd, J = 8.8, 2.0 Ho), 7.9
e 2-7.95 (1H, m), 8.24-8.26 (CH, m), 8.65 (1H,
é d, J=2.4Hz), 10.11 (1H, s).

ugoboogod

211

Xop?

=
.

LC-MS (BMIESRMEEC) ,m/z: 408 M+H)+ ESI, R
t; 1.42.
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E S T NMR, LC-MS
212 I NMR (400 Miz, DMSO-d6) 6 :2.94 (6H, s), 7.
y i @ 14 (4, &), 7.29-7.32 (3H, m), 7.43-7.47 (3H,
m m), 7.53-7.62 (3H, m), 7.93 (14, dt, T = &
Ly 4, 1.8 Hz), 8.21 (1K, d, J = 4.0 Hz), 8.65 (1
) M, d, J =16 Hz).
213 { NMR (400 Mz, DMSO-d6) 6 :2.98 (6H, s), 7.
i @ 34 (1H, d, J - 8.8 Hz), 7.40 (1H, brs), 7.51
1 ,i (14, s), 7.53 (1H, s), 7.57-7.64 (3H, m), 7.7
™ 0 (1, dd, J = 8.4, 1.6 Hz), 7.01-7.94 (2H,
q m, 7.97 (IH, d, J = 2.4 Hz), 8.34 (1, brs),
8.68 (1H, brs).
214 LC-MS (BlFEHMC) ,mfz: 407 M+ + ESI, R
;‘;ﬁ' i j@ t; 132
H’ NH
g
215 I{ NMR (400 Mz, DMSO-d6) & :2.99 (6H, s), 7.
i I;'l, 30 (4. t, J= 2.4 Hz), 7.34-7.41 (CH. m), 7.
"dﬁl h 58 (1, dt, J = 8.8, 2.8 Hz), 7.65 (14, dd, J
W = 8.6, 3.2 Hz), 7.93-7.96 (2K, m), 8 02 (lH,
@ ), 8.25 (L0, d, J=2.4 He), 8.28 (1H d, J
= 4.4 Hz), 8.68 (1, d J = 2.0 Hz).
216 . { NMR (400 MHz. DMSO-d6) & :2.92 (6H, s), 7.
,@ 35 (I, s), 7.40 (UM, dd, J = 9.0, 4.8 Hz),
uim 7.50-7. 66 (8H, m), 7.83 (1H s), 8. 02 (14,
P 5).
¥
217 H NMR (400 MHz. DMSO-d6) & :7.42-7.48 (3H,
o i @ m, 7.55-7.69 (5H, m), 7.77 (1H. s). 7.84 (1
‘(:f‘:i Hod, J=24H), 807 (QH brs), 12.52 (H,
NT M ).
<
Hi
218 I{ NMR (400 MHz, CDCly © :3.89 (3H, &), 6.00
. 2 (M, s), 7.39-7.41 M, m), T.44 (M, d, J =
i 8.7 Hz), 7.58-7.70 (4H, m), 7.93 (14, d, J =
il 2.3 Hz), 8.00 (1H, t, J = 2.3 Hz), 8 03 (IH,
W d, J=27HD), 812 (1, 4 J = 2.3 Hz).
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=g | s 'H NMR, LC-MS
219 'H NMR (400 MHz, CDCly) 6 :6.15 (1H, s), 7.22
fi @ -7.95 (1H, m), 7.33-7.36 (1H, m), 7.41-7.45
@3:“\" (2K, m), 7.65-7.76 (3H, m), 7.81 (UK, d, J =
Iy 9.6 Hz), 8.13 (1H, d, J = 12.4 Hz), 8.34 (1K,
@.\ d, ] =6.0Hz), 847 (1, d, J = 2.8 Hz), 8.
63-8.66 (LH, m).
220 . LC-MS (BIEZMA) ,n/z: 362 (M#H)+ ESI,
ﬂd, Rt: 0.50.
o' .’Lnn
A
221 @ L NMR (400 MHz, DMSO-d6) 6 :6.29 (1H, d, J =
='~©:ﬂ~.. 9.1 Hz), 6.64 (2H, s), 7.21 (2H, d, J= 7.9
A Hz), 7.25-7.29 (1H, m), 7.35-7.39 (2H, m), 7.
Y 43-7.49 (CH, w), 7.76 (IH, dd, J = 8.5, 2.4 H
5 z), 8.03 (1H, d, J= 2.4 Hz), 809 (IH, d, ]
HaX = 2.4 Hz), 13.03 (1H, s).
2202 ' NMR (400 MHz, DMSO-d8) & :7.07-7.12 (2H,
i @ m, 7.35 (1H, dd, J = 8.3, 4.7 Hz), 7.52 (2H,
m d, J=6.9H), 7.57-7.64 (30 m), 7.90-7.93
’ L (2H, m), 8.00-8.04 (1M, m), 8.29 (1H, d, J =
g 4.4 Hz), 8.63 (1, d, J= 24 Hz).
223 ' NMR (400 MHz, DMSO-d6) & :2.66 (3H, s), 7.
@ 07 (1M, d, J= 7.2 Hz), 7.15 (4, d, J = 8.3
2 Hz), 7.33 (IH, dd, J = 8.1, 4.6 Hz), 7.47-7.5
N 3 (3H, m), 7.54-7.63 GH, mw), 7.68 (1H, s),
g 7.94 (IH, d, J = 9.5 Hz), 8.26 (1H, d, J = 3.
6 Hz), 8.65 (1H, s).
224 'H NMR (400 MHz, DMSO-d6) & :2.39 (3H, s), 7.
i @ 16 (14, t, J=7.6Hz), 7.35 (11, dd, J = 8.
(;I):L 3, 4.6 Hz), 7.50 (2H, d, J = 7.0 Hz), 7.57-7.
T 64 (4H, m), 7.76 (1H, s), 7.82 (WH, d, T =7.
< 6 Hz), 8.07 (IH, d, J = 8.4 Hz), 825 (IH, d,
J=40Hz), 877 (1H, d. T =2.0 Hz).
225 'H NMR (400 MHz, DMSO-d6) & :3.84 (3H, s). 6.
i @ 76 (14, d, J = 2.0 Hz), 6.81-6.83 (I, m), 7.
m 32-7.35 (14, m), 7.47 (2H, d, J = 7.2 Ha), 7.
'Y 54-7.61 (34, m), 7.84-7.86 (2H, m), 8.26 (LH,
g d, J=4.0Hz), 861 (IH s).
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EHEH | MR H NMR, LC-MS
226 . H NMR (400 MMz, DMSO-d6) §:7.13-7.20 (2H,
@ m, 7.51 (2H, d, J = 7.5 Hz), 7.56-7.63 (3H,
A m), 8.01-8.06 (2H, m), 8.20 (L, s), 828 (1
F i NH
H, s), 855 (IH, s).
“I
N -
227 I NMR (400 MHz, DMSO-d6) & :3.81 (3H, s), 7.
L]
. @ 16 (14, dd, J =5.7, 1.8 Hz), 7.21 (14, d, J
= 1.4 Hz), 7.47-7.50 (2H, w), 7.54-7.58 (3H,
:“ my, 7.60 (14, s), 7.62-7.67 (M, m), 7.67-7.7
g 0 (14, m), 7.83 (IH, ), 7.95 (1K, d, J = 5.8
Hz).
228 H NMR (400 MHz, DMSO-d6) & :7.36-7.58 (2H,
. @ m), 7.44-7.54 (3H, m), 7.80-7.87 (2H, m), 7.9
,i 6 {IH, d, J = 2.4 Hz), 878 {IH, s}, 12.15 (1
N NH H, S).
N
=

229 'H NMR (400 MHz. DMSO-dé)} &:7.32 (2H, d, J =
. i @ 7.3 Hz), 7.42-7.53 (8H, w), 7.59 (H, d, J =
‘@ﬂl 9.2 Hz), 7.78 (IH, dd, J = 8.5, 2.4 Hz), 7.9

W 4 (W, d, J=2.4Hz), 882 (1, s), 1418 (1
Ly H, s).

230 H NMR (400 MHz, DMSO-d6) &:7.36 (24, d, T =
. g @ 7.3 Hz), 7.44-7.55 (3H, m), 7.72 (IH, d, J =
m 9.2 Hz), 7.80 (14, dd, J = 8.5, 2.4 Hz), 7.9

W 5 (1, d, J = 2.4 H2), 841 (IH, s), 13.94 (1
=i H brs).

231 . H NMR (400 MHz, CD;0D) & :3.74 (3H, s), 7.28

J@ {(1H, t, J = 8.0 Hz), 7.36 (10, &), 7.37-7.45
2\ (2H, m). 7.54-7.56 (2H, m), 7.64-7.74 (4H,
N NH HCODH
‘)\ m, 8 06-8.09 (IH, m).
M’_'f"
V4
232 'H NMR (400 MHz, DMSO-d6) §:7.28-7.39 (4H,
i @ my, 7.50-7.57 (4, wm), 7.70-7.74 (1M, m), 7.9
cgk“ 6-7.93 (1H, m), 873 (IH, brs).
P
Ooooooao
0ooooao

ugboooobdooobooooboooboooooobobboooobooobooboobooobooaado
ooooooooooooo
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DMSO-d6)

8 :7.53-7.59 (3H, m),

m), 8.32 (1H, d,

7.65-7.75 (5H,

J = 2.4 Hz), 8.62 (1H, brs).
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(110)

ooooodd
SEHEF | ICR0 Xix | FEHEM | ICS0 XXX | EMEH | ICs0 Xix | EHEHI | 150 XX
g FLE = FREE P&

1 31%@1 1 M 38 88%81 u M 75 100%810 u M 112 32%@0. 1 2 M
2 BT%@10 12 M 39 100%@1 1 M 76 35%81 2 M 113 01%@1 2 M
3 97T%@1 M 40 100%@1 12 M 77 26%@10 1 M 114 55%G0. 12 M
4 88%20. 1 M 41 95%@1 1 M 78 100%€10 u M 115 81%@1 u M
5 IC50=6.1pM | 42 08%@1 1 M 79 47%01 2 M 116 50%@100 12 M
6 IC50=0.4pM | 43 17%@10 1 M 80 49%B10 u M 117 71%@100 12 M
7 IC50=6.5uM | 44 81%@10 L M 81 35%10 u M 118 4T%81 M
8 ICB0=1.0puM | 45 100%@1 1 M 82 17%810 u M 119 20%@1 1 M
9 IC50=0.6uM | 46 34%8100 4 M 83 96%@10 u M 120 69%@1 p M
10 | ICB0==0.3pM | 47 89%@10 1L M 84 96%@10 ¢ M 121 28%@1 2 M
11 IC50=5.8uM | 48 55%@1 12 M 85 59%@10 1 M 122 61%81 12 M
12 IC50=0.2uM | 49 34%810 u M 86 31%@100 u M 123 S6%@1 1 M
13 20%@100 2 M 50 100%@10 1 M 87 26%01 4 M 124 32%@1 M
14 | IC50=1.8M | 51 100%@1 2 M 88 95%@10 1 M 125 29%610 1 M
15 o9%@1 12 M 52 63%@1 1 M 89 20%81 2 M 128 80%@10 1 M
16 429810 2 M 53 TH@10 1 M ag 514810 M 127 96%@1 L M
17 17%9100 u M 54 95%@1 1 M 91 37%8100 u M 128 69%81 u M
18 1C50=0.8uM | 55 88%@10 1L M 92 38%@100 2 M 129 50%@1 p M
19 IC50=2.2 M | 56 100%810 12 M 93 53%@10 2 M 130 A4%@1 p M
20 | ICB0=4.9uM | &7 21%81 p M 94 27%@1 ;2 M 131 100%@10 12 M
21 274810 p M 58 100%810 11 M 95 98%@10 u M 132 38%81 1 M
22 704810 o M 59 39%@1 u M 9 100%8100 M | 133 51%@1 u M
23 61%@1 .2 M 60 100%@10 11 M 97 100%8100 M | 134 56%@1 12 M
24 5A%@10 u M 61 T9%@10 1 M 98 51%81 2 M 135 24%81 p M
26 82%@10 u M 62 43%681 p M 99 Q4%B10 1 M 136 BHBLOG 12 M
26 23%@1 p M 63 23%@1 1 M 100 100%810 M 137 85%@1 1 M
27 3BT o M 64 24%@1 . M 101 6%@10 2 M 138 70%81 p M
28 BU%E@L 1 M 65 10G%810 12 M 102 YL%e1 ;2 M 139 100%@10 22 M
29 824610 u M 66 62%810 1 M 103 84%@1 ;2 M 149 46%@1 p M
30 67%01 u M 67 100%810 11 b 104 29%@0. 1 u M 141 97%@1 1 M
31 93%@1 u M 68 100%810 u M 105 100%81 2 M 142 86%81 1 M
32 80%@1 12 M 69 30%@0. 1 .M 106 17%80. 1 2 M 143 45%@1 1 M
33 100%@10 12 M 70 58%@1 12 M 107 89%80. 1 M 144 16%@100 12 M
34 57%610 u M 71 51%@1 . M 108 62%80. 1 p M 145 100%@1 1 M
35 SS%@L M 72 100%@10 . M 109 59%@0. 1uM 146 11%810 2 M
36 3294010 4 M 73 S6%@1 1 M 110 66%01 2 M 147 | 1C50=2. 7T uM
37 684810 u M 74 100%@10 12 M 111 35%80. 1 p M 148 10%@100 12 M
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(111)
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o 0O 0O0O0ooOooo
o 0O 0O0O0oo0ooo

OO0 oooao

goooaoano

) S H 4] PR ) PR ) BEL a

149 328010 u M 170 100%@100 1 M 191 ICH0>10 u M 212 ICE 10 u i

150 26%@1 M 171 100%@100 . M 192 IC50>10 u M 213 I1C50>100 u M

151 2%@10 . M 172 100%@100 1 M 193 IC50>10u M 214 IC50>100 u M

152 15%@10 M 173 E%@LO0 1 M 194 IC50>10uM 215 ICE10uM

153 99%@1 1 M 174 78%@1 u M 195 ICH0>10uM 216 IC50>100 1 M

154 93%@L0 M 175 25%@10 u M 196 IC50>10uM 217 ICE0>10uM

155 B1%AL0 u M 176 BBR@10 u M 197 ICHO>10u M 218 ICK0> 10 u M

156 06%@10 w M 177 LOO%@100 2 M 198 ICB0>10uM 219 IC50> 100 u M

157 90%@LO 1 M 178 T6HB10 u M 199 ICO0>10u M 220 ICS10u M

158 100%@10 u M 179 9BX@10 u M 200 IC50>10uM 221 IC50510u M

159 56%AL0 1 M 180 35%@1 1 M 201 ICH50>10uM 222 IC50>100 u M

160 58%AL0 u M 181 73%81 1 M 202 IC0>10u M 223 ICH0>100 u M

161 35%@L M 182 T2%@810 u M 203 ICo0>10u M 224 IC0>100 u M

162 30%QLO 1 M 183 13%@100 M 204 IC50>10uM 225 IC50>100 M

163 TO%AL 1 M 184 54%@100 : M 205 IC50>10uM 226 IC50>100 u M

184 02%B10 2 M 185 31%@10 u M 206 1C50>100 1 M 227 I1C50>100 u M

165 100%@10 2 M 186 100%@10 1 M 207 ICH0>10uM 228 IC50>10uM
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