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FHa

k&M ORI

MW

LC-MS (EST)

"H NMR, 400 MHz

445.57

(M+H)"
446.3

DMSO-ds: 5 8.96 (s, 1H), 8.61 (d, J=2.4
Hz, 1H), 8.23 (d, /= 1.6 Hz, 1H), 8.15
(dd, J=2.8, 8.8 Hz, 1H), 7.94 (d, /= 8.4
Hz, 1H), 7.85 (dd, J= 1.6, 8 Hz, 1H), 7.00
(d, J=8.8 1z, 1II), 4.36 (t, J= 132 Tz,
2H), 4.03-3.99 (m, 3H), 3.66-3.60 (m, 2H),
2.67 (s , 311, 2.36-2.33 (m, 210), 2.15 (s,
6H) , 2.09-2.01 (m, 2H), 2.00-1.94 (m,
2H), 1.92-1.87 (m, 2H)

w
\

z

o]

444.58

(M-+H)*"
445 .4

CDCls: 8 8.75 (s, 1H), 8.15 (d, J=2.0 Hz,
1H), 7.95 (d, J=10.0 Hz, 1H), 7.70 (dd, J=
2.0 Hz, J=10.0 Hz, 1T1), 7.58 (d, J= 6.8
Hz, 2H), 7.05 (d, J= 6.4 Hz, 2H), 4.23 -
4.20 (m, 2H), 4.13 (t, J=6.2 Hz, 2H), 3.81 -
3.73 (m, 1H), 3.72 - 3.66 (m, 2H), 2.69 -
2.67 (m, 2H), 2.63 (s, 3H), 2.42 (s, 6H),
2.27-2.17 (m, 2H), 2.16 - 2.10 (m, 4H)

462.57

(M+H)*
463.0

CDCls: 8 8.76 (s, 1H), 8.13 (s, IH), 8.13-
8.00 (m, 1H), 7.68-7.67 (m, 1), 7.66-7.62
(m, 1H), 7.36-7.30 (m, 2H), 7.16-7.14 (m,
2H), 4.24-4.18 (m, 4H1), 3.76-3.66 (m,31),
2.63 (s, 3H), 2.57-2.51 (m,2H), 2.27 (s,
6H), 2.26-2.20 (m, 4H), 2.09-2.05 (m, 2H)

(M+H)*
513.5

CDCl3:8 8.74 (s, 1H), 8.15 (s, 1H), 8.02-
8.00 (m, 1H), 7.84 (s, 1H), 7.77 (d, J=9.2
Hz, 1H), 7.69 (d, /= 6.4 Hz, 1H),7.18 (d, J
= 8.8 Hz, 1H), 4.23-4.20 (m, 4H), 3.72-
3.65 (m,3H), 2.64 (s, 3H), 2.53-2.51
(m,2H), 2.29 (s, 8H), 2.20-2.16 (m, 2H),
2.04 (dd, J=6.0, 13.2 Hz, 2H)

487.62

(M+H)
488.0

CDCl5:8 8.75 (s, 110), 8.15 (s, 1H), 7.98 (d,
J=8.4Hz, 1H), 7.68 (dd, J=2.0, 8.4Hz,
111), 7.36-7.30 (m, 2I0), 4.22 (d, /=12
Hz, 1T), 3.73-3.62 (m, 5H), 2.82-2.77 (m,
2H), 2.63 (s,1H), 2.37 (s, 6H), 2.30-2.26
(m, 2H), 2.20-2.17 (m, 2H), 1.98 (d, J =
13.2 Hz, 2H), 1.79-1.75 (m, 2H)

oooooad

10

20

30

40

50



(48)

JP 2022-548055 A 2022.11.16

504.08

(M+H)*
504.5

DMSO-dq: & 8.96 (s, 1H), 8.23 (s, 11D),
7.94-7.92 (m, 1H), 7.87-7.82 (m, 2H),
7.74-7.71 (m, 1H), 7.33-7.28 (m, 1H) 4.06-
4.03 (m, 3H), 3.69-3.33 (m, 2H), 3.40-3.31
(m, 2H), 2.75-2.72 (m, 2H), 2.55 (s, 3H),
2.12 (s, 6H), 2.08-2.02 (m, 2H), 1.97-1.92
(m, 2H), 1.90-1.88 (m, 2H), 1.62-1.58 (m,
210)

537.63

(MHI)*
538.0

CDCls: 8 8.78 (s, 1H), 8.18 (s, 1H), 8.02
(d, J=8 Hz, 1H), 7.89 (s, 1H), 7.89-7.80
(m, 1H), 7.78-7.73 (m, 1H) 7.47 (d, J= 8.8
Hz,111), 4.42 (d, J = 13.2 Tz, 2IT), 3.76-
3.66 (m, 3H), 3.28-3.25 (m, 2H), 2.86-2.81
(m, 210), 2.61 (s, 31T), 2.40 (s, 61T), 2.35-
2.28 (m, 310), 2.31-2.24 (m,, 211), 1.95 (s,
2H), 1.78 (d, J = 12Hz, 2H)

509.58

(M+H)*
510.5

CDClLi: 5 8.78 (s, 1H), 8.18 (s, LH), 8.03
(d, J=4Hz, 1H), 7.89 (s, 1H) ,7.79 (d, J
=2Hz, 1H), 7.73 (d, J = 4Hz, 1H), 7.48
(m,J=4Hz, IH),4.24 - 421 (m, 2H),
3.71 - 3.65 (m, 3H), 3.21 — 3.18 (m, 2H),
2.88 - 2.82 (m, 3H), 2.64 (s, 3H), 2.31 -
2.27 (m, 2H), 2.20 - 2.17 (m, 2H), 1.98 —
1.95 (m, 2I1), 1.65 — 1.56 (m, 210), 1.31 -
1.27 (m, 2H)

523.6

(M+H)"
524.4

CDCls: 5 9.69 (s, 1H), 8.86 (s, 1H), 8.17
(s, 1), 8.17-8.10 (m, 11T), 7.88 (s, 1T1),
7.82-7.80 (m, 111), 7.74-7.56 (m, 111), 4.22
{d, J = 6Hz, 2H), 3.72-3.63 (m, 3H), 3.39-
3.36 (m, 211), 3.24 (brs, 11I), 2.94-2.89 (m,
2H), 2.79 (s, 3H), 2.67 (s, 3H), 2.38-2.23
(m, 411), 2.29-2.16 (m, 411)

537.63

CDCls: 6 8.78 (s, 1H), 8.18 (s, 1H), 8.10
(d, J = 2811z, 11T) 8.01-7.89 (m, 1IT), 7.88-
7.77 (m, 1H), 7.72 (d, J = 4Hz, 1H), 7.48-
7.46 (m, 1H), 4.24-4.20 (m, 2H), 3.71-3.65
(m, 3H), 3.24-3.21 (d, J = 6Hz, 2H), 2.88-
2.79 (m, 4H), 2.77-2.75 (m, 1H), 2.64 (s,
3H), 2.28-2.27 (m, 2H), 2.20-2.21 (m, 211),
2.10-2.02 (m, 2H), 1.67-1.51 (m, 2H),
1.21-1.18 (m, 3H)
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goooaoano

CDCls: 0 8.77 (s, 1H), 8.44 (d, J=2.4 Hz,
1H), 8.12 (d, /=2 Hz, 1H), 8.01 (d,/=8
o Hz, 1H), 7.85-7.66 (m, 1H), 7.65 (d, J =
q{ 6.4 Hz, 1H), 6.89 (d, /= 8.8 Hz, 1H),
12 @\@[,\fs 485.63 486.5 4.44-4.41 (m, 2H), 4.22-4.19 (m, 2H),
Nj\ 3.76-3.66 (m, 3H), 2.63 (s, 3H), 2.54-2.50
(m, 2H), 2.44 (s, 3H), 2.29-2.26 (m, 3H).
2.19-2.06 (m, 2H), 2.04-2.02 (m, 2H),
1.63-1.58 (m, 4H), 1.49-1.42 (m, 2H)
N
7

CDCls: 0 8.74 (s, 1H), 7.98-7.95 (m, 2H),
7.53-7.50 (m, 2H), 4.20-4.18 (m, 2H), 3.95

O
|
oy
N —
- N 361.45 362.1 (s, 3H), 3.73-3.62 (m, 3H), 2.63 (s, 3H),
P 2.50 (s, 3H), 2.33-2.23 (m, 2H), 2.14-2.11
N

(m, 2H)
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FE i

L& ORIE

MW

LC-MS (EST)

'H NMR, 400 MHz

N O_-
14 o (\/l

o
Y
.
r\:/?‘\\\

IP®

e

~F N

446.56

4473

CDOD;3:3 7.41 (s, 1H), 7.34 (d, J = 2.00
Hz, 1H), 7.01 (d, J = 2.00 Hz, 1H), 6.57
(dd, J =2.40, 8.40 1z, 111),6.33 (d, J =
8.40 Hz, 1H), 6.25 (dd, J = 2.40 Hz, J =
8.40 Hz, 1H), 5.48 (d, /= 8.80 Hz, 1H),
2.97 (t, J = 6.00 Hz, 2H), 2.48 - 2.44 (m,
2H), 2.35 - 2.32 (m, 2H), 1.86 - 1.80 (m,
6H), 1.42 (s, 6H), 1.09 (s, 3H), 0.77 -
0.72 (m, 2H)

474.61

4752

CDCls: §9.09 (s, 1H), 8.68 (s, 1H), 8.43 -
8.38 (m, 1H), 8.10 (d, J = 7.6 Hz, 11),
7.85(dd, J=2.3, 8.6 Hz, 1H), 7.71 - 7.63
(m, 1H), 6.91 (d, J= 8.6 Hz, 1H), 4.51 (t,
J=5.8 Hz, 2H), 4.00-3.96 (m, 2H), 3.46 -
3.24 (m, 4H), 2.94 - 2.88 (m, 811), 2.68
(s, 3H), 2.48 - 2.25 (m, 2H), 1.28 (d, J =
4.6 Hz, 6H)

16

444.58

(M+H)'
4453

CDCls: 8 8.83 (d, J=2.0 1z, T), 8.66 (s,
1H), 8.48 — 8.47 (m, H), 7.92 — 7.88 (m,
2H), 7.58 (dd, J= 2, 8.4 Hz, 1H), 6.89 (d,
J=8.4 Hz, H), 4.46 (t, J= 6.0 Hz, 2H),
3.47 —3.44 (m, 2H), 3.02 — 2.93 (m, 2H),
2.91 — 2.89 (m, 2H), 2.58 (s, 6H), 2.57 (s,
3H), 2.21 —2.20 (m, 2H), 1.90 — 1.80 (m,
411), 1.80 — 1.45 (m, 2H).

17

459.6

460.4

CDCls: §8.83 (d, J = 2.0 Hz, LH), 8.66
(s, 1H), 8.50 (d, J= 2.32 Hz, 1H), 7.86-
7.98 (m, 2H), 7.59 (dd, J = 8.31, 1.96Hz,
1H), 6.89 (d, J = 9.56 Hz, 1H), 4.44 (d, J
= 6.42 Hz, 2H), 3.34-3.45 (m, 2H), 3.25-
3.32 (m, 2H), 2.95 (d, J = 72.10 Hz, 2H),
2.50-2.60 (m, 5H), 2.36-2.42 (m, SH),
2.28-2.35 (m, 6H), 1.98-2.09 (m, 2H)

18 P

487.65

488.4

CDCls: 6 8.86 (d, J= 1.5 Hz, 1H), 8.64 -
8.70 (m, 111), 8.48 (d, J=2.1 Iz, 1I1),
7.85-7.93 (m, 2H), 7.59 (d, /= 8.9 Hz,
1), 6.84 - 6.91 (m, 1H), 4.44 (t, J= 6.4
Hz, 2H), 3.32 (d, J = 11.5 Hz, 2H), 2.96
(t,J=11.2 z, 211), 2.58 (s, 311), 2.45 -
2.56 (m, 4H), 2.37 (s, 3H), 2.24 - 2.34
(m, 6H), 1.97 - 2.09 (m, 2H), 1.17 (d, J =
6.2 11z, 611)

oooooad

10

20

30

40

50



goooaoano

(52)

JP 2022-548055 A 2022.11.16

403.53

404.3

CDCl3:5 8.75 (s, 1H), 8.47 (d, J=2.8 Hz,
1H), 8.22 (d, J= 1.6 Hz, 1H), 7.80 (d, J=
8.4 H, TH), 7.89-7.86 (m, 1H), 7.64 (d,
J=8 Hz, 1H), 6.90 (d, J= 8.8 Hz , 1H),
4.43 (t, J= 6.4 Hz, 2H), 3.87-3.82 (m,
111), 2.63 (s, 311), 2.50 (t, J= 6.8 11z,
211), 2.30 (s, 611), 2.02 (t, J= 7.611z,
2H), 1.61 (d, J=6.8 Hz , 3H), 1.57 (s,
311)

20

420.53

421.4

CDCls: 8 8.74 (s, 1H), 8.20 (d, J= 8.4 Hz,

1H), 7.97 (d, J= 8.4 Hz, 1), 7.64 (d, J=
8.4 H, 1H), 7.41-7.36 (m, 2H), 7.13 (1,
J=8.4 Hz, 1H), 4.19 (t, J= 6.4 Hz, 2H),
3.88 - 3.81 (m, 1H), 2.63 (s, 3H), 2.55 (t,
J=17.2 Hz, 210, 2.31 (s, 61), 2.10 - 2.03
(m, 2H), 1.63 (s, 6H)

21

470.54

471.5

CDCl3:3 8.75 (s, 1H), 8.21 (s, 1H), 7.99
(d, J=8.4Hz, 1H), 7.86 (d, /=2.0 Hz,
1H), 7.76 (d, /= 2.0 Hz, 1H), 7.66 (dd, J
=8.4, 1.6 Hz, 1H), 7.17 (d, J= 8.8 Hz,
1), 4.21 (t, J = 6.0 Lz, 211), 3.87-3.80
(m, 1H), 2.64 (s, 3H), 2.56 (t, /= 7.0 Hz,
2H), 2.31 (s, 6 H), 2.09-2.03 (m, 2H),
1.62 (d, J = 6.8 Hz, 6I1)

22

443.6

4445

CDCLs:8 8.75 (s, 111), 8.47 (d, J=2.4 Lz,
1H), 8.22 (d, /= 1.6 Hz, 1H), 7.99 (d, J=
4.0 Hz, 1H), 7.87 (d, J=2.4, 8.4 Hz, 1H),
7.63 (d, J=1.6, 8.0 TTz, 1TT), 6.88 (d, J=
44 Hz, |H), 4.42( J=6.4Hz 2H),
3.87 - 3.81(m, 1H), 2.63 (s, 3H), 2.55 -
2.45 (m, 6H), 2.07 - 2.03 (m, 2H), 1.62 -
1.58 (m, 41T, 1.62 (s, 31T), 1.60 (s, 31T),
1.47 - 1.46 (m, 2H)

23

461.59

24

445.59

446.5

CDCL:8 8.75 (s, 111), 8.21 (d, J=2.4 11z,
111), 7.95 (d, J= 3.2 Tz, 117), 7.65 (d, J=
2.0, 8.4 Hz, 1H), 7.39 - 7.33 (m, 2H),
7.09 (t, J=9.2 Hz, 1H), 3.88 - 3.82 (m,
1H), 2.62 (d, J= 8.4 Hz, 2H), 2.82 - 2.75
(m, 21T), 2.63 (s, 31T), 2.37 (s, 611), 2.37 -
2.35 (m, 1H), 1.97 (d, J= 8.8 Hz, 2H),

1.79 - 1.76 (m, 2H) , 1.63 (s, 3H), 1.61 (s,

3H)
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O00ooaoao
DMSO-dq:5 8.74 (s, 1H), 8.21 (d, J=2.4.
| Hz, 1H), 7.97 (d, J=8.4 Hz, 1H), 7.67 -
_N 7.64 (m, 2 1), 7.51 (dd, J=8.4, 2.0 Tz,
O /#N 1H), 7.18 (d, J=8.4 Hz, 1H), 3.84 (m,
25 O = 462.04 4622
o O Nj/)\ 1H), 3.56 (br d, J=12.0 Hz, 2H), 2.77 —
N7 2.75 (m, 2H), 2.63 (s, 3H), 2.38 (s, 6H),
1.99 - 1.96 (m, 2H), 1.84 - 1.79 (m, 2H),
1.63 (s, 3H), 1.61 (s, 3H)
CDCls: 5 8.96 (s, 1H), 8.30 (s, 1H), 8.07-
| 8.05 (m, 1H), 7.98-7.94 (m, 2H), 7.88-
/NU /g' 7.86 (m, 1H), 7.67 (d, J = 8.0 Hz, 1H),
26 O 'y 495.59 4962 4.05-3.98 (m, 1), 3.09 (d, J = 12.0 Hz,
FsC O f 2H), 2.82 (t,J = 11 Hz, 3H), 2.54 (s, 3H),
N
2.24 (s, 6H), 1.88-1.85 (m, 2H), 1.59-
1.53 (m, 2H), 1.47 (d, J = 6.4 Hz, 6H).
HoN
& JYN
27 O B 467.54 — =
F3C O Nj/)\
N/
H
_N
& /Q'N
28 O e 481.57 _ _
Maaces
N/
H
~_-N
\ON J\'N
29 O e 49559 — —
FsC O j/)\
N/
/
N=N_ o
gt
N= N
30 'N;L/é(hj ]/k 433.47 _ _
o N7
|
CDCls: 6 8.84 (d, J = 1.6 Hz, 1H), 8.68
(s, 1H), 8.44 (d, J = 2.0 Hz, 1H), 7.91 (d,
J=84Hz 1H), 7.84 (dd, ] = 2.4, 8.4 Hz,
7 1H), 7.59 (dd, J = 2.0, 8.4 Hz, 1H), 6.87
Y (d,J = 8.0 Hz, 1H), 4.42 (t, ] = 6.4Hz,
: N
31 . v 0 =N 486.62 4873 2H), 4.03 - 3.96 (m, 2H), 3.36-3.29 (m,
N s A N A
Y J 6H), 2.85 (t, ] = 11.4 Hz, 2 H), 2.91-2.60
oo (m, 2H), 2.58 (s, 3H), 2.19-2.18 (m, 2H),
1.97-1.94 (m, 2H), 1.27 (d, ] = 6.4 Hz,
6H)
oo0oonoao
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goooaoano

MeOD: § 8.97 (s, 1), 8.79 (s, 111), 8.48
(d, ] =2.4 Hz, 1H), 8.04 (dd, ] = 8.6, 2.6

/ HZ, 1H), 7.88 (d, J = 8.4 Hz, 1H), 7.74
/M =, (d, ] = 8.4 Hz, 1H), 6.97 (d, ] = 8.4 Hz,
@ =N 500.65 501.2 1H), 4.43 (t, ] = 6.4 Hz, 2H), 4.02-3.97
' (m, 2M), 3.31 (t, J = 1.6 Hz, 211), 2.78-
2.72 (m, 4H), 2.68 (d, J = 2.0 Hz, 4H),
2.57 (s, 3H), 2.12-2.06 (m, 2H), 1.90-
1.80 (m, 4H), 1.22 (d, J = 6.0 Hz, 6H)
CDCl5:5 8.84 (d, J= 1.6 Hz, 1H), 8.68 (s,
1H), 8.45 (d, J=2.0 Hz, 1H), 7.91 (d, J =
8.0 Hz, 111), 7.84 (dd, J=8.2, 2.6 Hz,
o/\ 1H), 7.60 (d, J= 7.6 Hz, 1H), 6.88 (d, J=
e B re B e T 8.8 Hz, 1H), 4.42 (t, J= 6.4 Hz, 2H),
33 NN =N 514.66 5152

NP 4.00-3.96 (m, 2H), 3.30 (d, J= 12 Hz,

2M), 2.85 (t, /= 11.2 Hz, 2 H), 2.58 (s,
3H), 2.55-2.44 (m, 6H), 2.11-2.09 (m,
2H), 1.64-1.62 (m, 3H), 1.48-1.26 (m,
3H), 1.27 (d, J = 6.4 Hz, 6H)

32

O R e o RN o W P S - a

MeOD: § 8.94 (d, J= 2.4 Hz, 11), 8.77 (s,
1H), 8.47 (s, 1H), 8.12 (s, 1), 8.03 (dd,
J=2.4 1z, J= 8.4 Hz, 1H), 7.87-7.85 (m,
1H), 7.72 (d, J= 8.0 Hz, IH), 7.15 (s, 1H),
483.58 484.2 6.98 (d, J= 8.4 Hz, 1H), 4.61 (t, J= 6.4
Hz, 2H), 4.01-3.94 (m, 2H), 3.35-3.31
(m, 2H), 3.18 (t, J= 6.6 Hz, 2H), 2.74 (t,
J=11.0 Hz, 2H), 2.57 (s, 3H), 1.22 (d, J=
6.0 Hz, 6H)
CDCl5:5 8.84 (d, J=2.0 Hz, 1H), 8.68 (s,
1), 8.44 (d, J=2.4 1z, 111), 7.91 (d, J =
8.0 Iz, 111), 7.84 (dd, J= 8.8, 2.4 11Z,
ol 1H), 7.60 (dd, J = 8.4, 1.6 HZ, 1H), 6.94
NN (d, J=8.8 Hz, 1H), 4.54 -4.51 (m, 2H),
=N | 460.58 461.2 ] )
AN 4.00-3.96 (m, 2H), 3.32-3.29 (m, 2H),
IV/;LNT 2.88-2.79 (m, 4H), 2.58 (s, 3H), 2.40 (s,
6H), 1.27 (d, J = 6.4 HZ, 6H)

36 MY
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37

541.61

5422

CDCl3:5 8.86 (d, J = 1.6 Hz, 1H), 8.68 (s,
1H), 7.91 (d, J= 8.0 Hz, 1H), 7.87 (d, J =
2.0 Hz, 1H), 7.76 (dd, J= 8.4, 1.6 Hz,
1H), 7.63 (dd, J = 8.6, 1.8 Hz, 1), 7.16
(d,J=8.8 Hz, 1H), 421 (t,J= 6.0 Hz,
2H), 4.03-3.95 (m, 2H), 3.30 (d, J=11.2
Hz, 2H), 2.86 (t, J = 11.2 Hz, 2H), 2.59
(s, 3H), 2.54 (t, J= 7.2 Hz, 2H), 2.29 (s,
6H), 2.08-2.02 (m, 2H), 1.28 (d, J= 6.4
Hz, 6H)

38

499.66

500.4

CDCl5:5 8.83 (d, J = 1.6 Uz, 1H), 8.65 (s,
1H), 8.51 (d, J= 2.0 Hz, 1H), 7.88 (d, J =
8.4 Hz, 1), 7.74 (dd, J= 8.6, 2.6 HZ,
1H), 7.60 (dd, J = 8.4, 2.0 HZ, 1H), 6.80
(d, J=8.8 Hz, 1H), 4.48 -4.44 (m, 2H),
4.06-3.98 (m, 2H), 3.31 (d, J=7.6 HZ,
2H), 2.98-2.92 (m, 2H), 2.85 (t, J= 11.6
HZ, 2H), 2.58 (s, 3H), 2.45-2.36 (m, 1H),
2.35 (s, 6H), 2.01-1.97 (m, 2H), 1.63-
1.60 (m, 2H), 1.27 (d, J = 6.4 HZ, 6H)

516.65

S517.5

CDCl3:6 8.82 (s, 1H), 8.67 (s, 1H), 7.89
(d, J=8.0 Hz, 1H), 7.61 (dd, J=8.6, 1.8
Hz, 1H), 7.37-7.31 (m, 2H), 7.07 (1, J =
8.8 Hz, 1H), 4.04-4.00 (m, 2H), 3.66 (d, J
= 11.6 Hz, 2H), 3.32 (d, J = 11.6 Hz, 2H),
2.89-2.78 (m, 4H), 2.58 (s, 3H), 2.58-
2.49 (m, 1H), 2.49 (s, 6H), 2.13-2.10 (m,
211), 1.88-1.80 (m, 211), 1.28 (d, J= 6.4
11z, GIT)

N
40 } \G* /LN

533.12

533.3

CDCls: 5 8.83-8.81 (m, 111), 8.58-8.51
(m, 111), 8.43-8.39 (m, 111), 7.71 (d, T =
5.6 1z, 1), 7.63 (s, 111), 7.51-7.48 (m,
1), 7.32-7.30 (m, 1), 4.03-3.98 (m,
2H), 3.72-3.68 (m, 211), 3.51-3.46 (m,
2H), 3.37-3.28 (m, 1H), 3.03-2.93 (m,
4H), 2.85 (s, 6H), 2.70 (s, 3H), 2.44-2.39
(m, 2H), 2.20-2.12 (m, 2H), 1.34-1.26
(m, 6H)
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z—

0.

41 P e e

N~

e
\ﬂ\‘; N//

488.64

489.5

DMSO-dg: §8.90 (s, 1H), 8.82 (s, 1H),
8.52 (d, J=1.6 Hz, 1), 8.04 (dd, ]=2.0
Iz, 8.8 Hz, 1), 7.86 (d, J=8.0 Hz, 111),
7.77 (d, 7=6.8 Hz, 1), 6.99 (d, J=8.4 Tz,
1), 4.35 (t, J= 6.6 Tz, 211), 3.89-3.85
(m, 2H), 2.93-2.87 (m, 2H), 2.63-2.60
(m, 2H), 2.59-2.52 (m, 2H), 2.38-2.34
(m, 2H), 2.15 (s, 6H), 1.90-1.85 (m, 2H),
1.28 (t, J= 7.4 Hz,3H), 1.15 (d, J=6.4 Hz,
611)

|
42 N0 \r‘i

DUy
e

b
—
— P

/
N
N

Y=l

N
)
P S €
\

502.66

503.6

MeOD: §9.02 (d, I = 2.0 Hz, 1H), 8.84
(s, 1H), 8.51 (s, 1H), 8.07 (dd, J = 2.4 Hz,
8.4 Hz, 1H), 7.87 (d, J = 8.4 Hz, 1H),
7.75-7.73 (m, 1H), 7.00 (d, T = 8.4, 1H),
4.49 (t, J = 6.0 Hz, 2H), 4.00 -3..97 (m,
2H), 3.47 -3.75 (m, 2H), 3.35 -3.33 (m,
1H), 3.21 -3.17 (m, 2H), 2.83 -2.81 (m,
8H), 2.26 -2.20 (m, 2H), 1.42 (d, ] = 6.8
HZ, 6H), 1.23 (d, J = 6.0 Hz, 6H)

43 il

460.58

461.2

DMSO-de: 8.91 (s, 1), 8.89 (s, 111),
8.54(d, J= 2.4 Hz, 1H), 8.07 (dd, J=2.2
Hz, J=8.6 Hz, 1H), 7.93 (d, J= 8.4 Hz,
1H), 7.83 (dd, J= 1.6 Hz, J= 8.4 Hz, 1H),
7.73 (s, 1H), 7.01(d, J= 8.8 Hz, 1H), 4.37
(t, J= 6.6 Hz, 211), 3.93-3.87 (m, 211),
3.37-3.34 (m, 2T), 3.69-3.62 (m, 211),
2.52-2.50 (m, 21), 2.25 (s, 611), 1.96-
1.89 (m, 2H), 1.16 (d, J= 6.4 Hz, 6H)

44 A O

473.63

45 ~ hd

485.64

486.3

CDCl3: 6 8.92 (d,J=2.0 Hz, 1 H), 8.74 (s,
1 H), 8.52 (d, J=2.4 Hz, 1 H), 7.96 (d,
J=8.4 Hz, 1 H), 7.83-7.81 (m, 1 H), 7.64
(dd, J=2.0 Hz, 8.4 Hz, 1 H), 7.62 (s, 1 H),
6.83 (d, J=8.4 Hz, 1 H), 4.65 (d, J=13.2
Hz, 2 H), 4.06-4.00 (m, 2 H), 3.38-3.32
(m, 3 H), 2.98-2.95 (m, 2 H), 2.90-2.84
(m, 2 H), 2.78 (s, 6 H), 2.34 (d, J=13.6
Hz, 2 H), 1.88-1.80 (m, 2 H), 1.29-1.25
(m, 6 H).
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ES G

L&Y OREE

MW

LC-MS (EST)

T NMR, 400 M1z

46

473.61

474.4

CDCls: 5 8.82 (d, J= 2.0 Hz, 1H), 8.65 (s,
1H), 8.42 (d, J=2.0 Hz, 1H), 7.87 (d, I=
8.4 H,2H), 7.71 (dd, J=2.4 Hz, 8.8 Hz
1H), 7.58 (dd, J= 2.0 Hz, 8.4 Hz , 1H),
6.53 (d, J= 8.8 Hz, 1H), 5.57 (s, 1H),
4.02 - 3.97 (m, 2H), 3.46 (s, 2H), 3.30 (d,
J=11.2 Hz, 2H), 2.84 (t, J= 11.2 Hz, 2H),
2.58 (s, 3H), 2.49 (t, J= 6.8 Hz, 2H),
2.31(s, 6H), 1.90 - 1.83 (m ,2H), 1.26
(d, J= 6.4 Hz, 6H)

47

487.65

488.4

CDCls: 3 8.82 (d, J= 1.6 Hz, 1H), 8.64 (s,
1H), 8.50 (d, J= 2.8 Hz, 1H), 7.87 (d, J=
8.4 Hz, 1H), 7.73 (dd, = 2.4, 8.8 Hz,
1H), 7.59 (dd, J= 1.6, 8.4 Hz, 1), 6.66
(d, J= 8.8 Hz, 1H), 4.06-3.99 (m, 2H),
3.66 (t,J= 7.6 Hz, 2H), 3.32 (d, = 11.2
Hz, 2H), 3.15 (s, 3H), 2.85 (t, J= 7.6 Hz,
2H), 2.56 (s, 3H), 2.37 (t, J= 7.6 Hz, 2H),
2.28 (s, 6H), 1.87-1.81 (m, 2H), 1.27 (d,
J=6.4 Hz, 6H).

48

471.60

472.3

CDCls: 5 8.81 (d, J=2.0 Hz, 1H), 8.65 (s,
1H), 8.50 (d, I=2.0 Hz, 1H), 7.87 (d,
J=8.4 Hz, 1H), 7.76 (dd, J=2.4 Hz, 8.8
Hz, 1H), 7.57 (dd, J=2.0 Hz, 10.0 Hz,
1H), 6.80 (d, J=8.4 Hz, 1H), 4.47 (d,
J=13.6 Hz, 2H), 4.01-3.98 (m, 2H), 3.33-
3.28 (m, 3M), 3.02 (t, ] = 7.8 Hz,21),
2.83 (1, 7= 10.8 TIz, 21T), 2.57 (s, 317),
2.15(d, J=10.4 Uz, 2H), 1.77-1.69 (m,
2H), 1.26 (d, J=6.4 Hz, 6H)

49

485.62

486.3

CDCls: 5 8.83 (d, J = 1.6 Hz, 1H), 8.65
(s, 111), 8.51 (d, J = 2.0 Hz, 111), 7.88 (d,
J=8.4 Hz, 1H), 7.75 (dd, ] = 9.0, 2.6 Hz,
1H), 7.59 (dd, J = 8.4, 1.6 Hz, 1H), 6.80
(d, ] =92 Hz, 1H), 4.38-4.38 (m, 2H),
4.05-3.98 (m, 2H), 3.31 (d, I = 11.6 Hz,
2H), 3.08 - 3.01 (m, 2H), 2.85 (t, J = 11.2
Hz, 2H), 2.75-2.64 (m, 1H), 2.58 (s, 3H),
2.51 (s, 3H), 2.06-2.03 (m, 2H), 1.51-
1.40 (m, 2H), 1.28 (d, ] = 6.0 Hz, 6H)
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50

499.65

500.3

CDCls: §8.83 (d, = 2.0 Hz, 1H), 8.65
(s, 1), 8.51 (d, J=2.4 Hz, 1H), 7.88 (d,
T1=8.4THz, 1T),7.75 (dd, T=2.4, 8.8 Hz,
1H), 7.59 (dd, T = 1.6, 8.0 Hz, 1H), 6.80
(d,J=92Hz, 1H), 437 (d,J = 8.8 Hz,
2), 4.04-3.98 (m, 2HT), 3.71 (s, 1H),
3.31(d, J=11.2 Hz, 2H), 3.05 - 2.98 (m,
211), 2.87-2.73 (m, 511), 2.58 (s, 311),
2.04-2.01 (m, 2), 1.48-1.44 (m, 2H),
1.27(d, 7= 6.0 Hz, 6H), 1.16 (. T= 7.0
Hz, 3H)

513.69

514.4

CDCls: §8.81 (d, J= 1.6 Hz, 111), 8.64 (s,
1H), 8.50 (d, J= 2.0 Hz, 1H), 7.86 (d, J=
8.4 Hz, 1H), 7.75 (dd, J= 2.0, 8.8 Hz,

1H), 7.58 (dd, J= 1.6, 8.4 Hz, 1H), 6.79
(d, J=9.2 Hz, 1H), 4.48 (d, ]= 13.2 Hz,
2H), 4.02-3.97 (m, 2H), 3.33-3.28 (m,
3H), 3.16-3.10 (m, 1H), 2.99-2.93 (m,
2H), 2.86-2.81 (m, 2H), 2.57 (s, 3H), 2.15
(m, 2H), 1.79-1.72 (m, 2H), 1.31 (d, J=
6.4 Hz, 6H), 1.26 (d, J= 6.0 Hz, 6H).

52

511.67

512.3

CDCls: & 8.83 (s, 1H), 8.82 (s, 1H), 8.49
(d, I=2.0 Hz, 1H), 7.89 (d, J= 8.4 Hz,
1H), 7.76 (dd, J= 2.4 Hz, 8.8 Hz, 1H),
7.59 (d, J= 6.4 Hz, 1H), 6.78 (d, J= 8.8
Hz, 1H), 4.51 (d, J= 14.0 Hz, 2H), 4.02-
4.00 (m, 2H), 3.88 (t, J= 7.4 Hz, 4H),
3.31(d, J= 11.6 Hz, 2H), 2.98-2.82 (m,
5H), 2.58 (s, 3H), 2.44-2.42 (m, 2H),
2.01-1.98 (m, 2H), 1.75-1.73 (m, 2H),
1.27 (d, J= 6.4 Hz, 3H).

53

446.54

4473

CDCls: 8 8.84 (d, J=1.6 Hz, 1H), 8.68 (s,
1H), 8.45-8.44 (d, J=2.0 Hz, 1H), 7.93-
7.91 (d, J=8.4 Hz, 1H), 7.86-7.83 (m,
1H), 7.61-7.58 (m, 1H), 6.89-6.87 (d,
J=8.8 Hz, 1H), 4.48 (t, J=6.4 Hz, 2H),
4.00-3.96 (m, 211), 3.31 (d, J=11.2 Hz,
2H), 2.94 (t, J=6.8 Hz, 2H), 2.88-2.82 (m,
2H), 2.58 (s, 3H), 2.02-1.96 (m, 2H), 1.27
(d, J=6.0 11z, 6I1)
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54

460.57

461.3

MeOD: 8 9.28-9.13 (m, 1H), 8.77-8.76
(m, 1H) 8.52 (s, 1H) 8.41-8.37 (m, 1H)
7.91-7.84 (m, 2H) 7.48-7.34 (m, 2H)
4.51-4.48 (t, J=6.4 Hz, 2H) 4.02-3.99 (m,
2H) 3.70-3.48 (m, 4H) 3.19 (s, 4H) 2.80-
2.75 (m, 1H) 2.72 (s, 3H) 2.15-2.09 (m,
2H) 1.21 (d, J=2.4 Hz, 6H)

474.6

475.3

CDCls: § 8.79 (d, J=2.0 Hz, 1H), 8.73 (s,
1H), 8.71 (s, 1H), 7.95-7.90 (m, 2H),
7.81(d, J=2.4 Hz, 1H), 7.53-7.50 (m,
ITT), 7.03-7.00 (m, 1H), 4.67-4.63 (m,
211), 3.92-3.80 (m, 2H), 3.78-3.63 (m,
2H), 3.61-3.59 (m, 2H), 3.27 (d, J=12.0
Hz, 2H), 2.90-2.84 (m, 2H), 2.59 (s, 3H),
2.22-2.19 (m, 2H), 1.43-1.40 (m, 3H),
1.29 (d, J=6.0 Hz, 6H)

56

488.62

489.3

CDCls: § 8.72 (d, J=1.6 Hz, 1H), 8.70 (s,
1H), 7.88 (d, J=8.4 Hz, 1H), 7.72 (d,
J=2.8 Hz,1H), 7.68-7.65 (m, 1H), 7.48
(dd, J=2.0 Hz, 8.0 Hz, 1H), 6.73 (d, J=9.6
Hz, 1H), 4.12-4.09 (m, 2H), 4.09-3.95
(m, 2H), 3.28 (d, J=11.2 Hz, 2H), 2.88-
2.83 (m, 2H), 2.58 (s, 3H), 2.43-2.39 (m,
411), 2.21 (s, 311), 2.03-2.00 (m, 211),
1.29-1.27 (d, J=6.4 Hz, 6H), 1.03-1.00 (t,
1=7.2 Hz, 3H)

57

502.65

503.4

CDCls: § 8.72 (d, J=1.6 Hz, 1H), 8.67 (s,
1H), 7.88 (d, J=8.4 Hz, 1H), 7.69 (d,
J=4.0 Hz,1H), 7.67-7.64 (m, 1H), 7.48
(dd, J=2.0 Hz, 8.4 Hz, 1H), 6.73 (d, 7=9.2
Hz, 1H), 4.10 (t, ]=6.8 Hz, 2H), 3.97-3.94
(m, 2H), 3.29 (d, J=11.6 Hz, 2H), 2.88-
2.83 (m, 2H), 2.58 (s, 3H), 2.54-2.50 (m,
6H), 2.03-1.98 (m, 2H), 1.28 (d, J=6.4
Hz, 6H), 0.99 (t, J=7.2 Hz, 6H)

58 N

516.63

517.2

CDCl;: & 8.84 (s, 1H), 8.68 (s, 1H), 8.44
(d, J=2.0 11z, 111), 7.82 - 7.94 (m, 21I),
7.60 (d, J=8.0 Hz, 1H), 6.88 (d, ]=8.4 Hz,
1H), 4.46 (t, J= 5.6 Hz, 2H), 3.93 - 4.03
(m, 2H), 3.85-3.67 (m, 4H), 3.32-2.89
(m, 2H), 2.85 (t, J = 7.0 Hz, 2H), 2.58 (s,
3H), 2.73 - 2.41 (m, 6M), 2.03 - 2.21 (m,
211), 1.27 (d, J=6.4 1z, 611)
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59

529.68

530.3

CDCls: & 8.84 (d, J=2.0 Hz, 1H), 8.68 (s,
1H), 8.44 (d, J=2.0 Hz, 1H), 7.91 (d,
J=8.4 Hz, 1H), 7.84 (dd, J=2.4 Hz, 8.4
Hz, 1H), 7.59 (dd, J=2.0 Hz, 8.8 Hz, 1H),
6.87 (d, J=8.4 Hz, 1H), 4.43 (t, J= 6.4 Hz,
2H), 4.00-3.95 (m, 2H), 3.30 (d, J=11.2
Hz, 2H), 2.85 (t, J= 7.2 Hz,2H), 2.60-
3.50 (m, 13H), 2.31 (s, 3H), 2.05-2.02
(m, 2H), 1.26 (d, J=6.4 Hz, 6H)

60

499.65

500.3

CDCls: 8 8.90 (d, J= 1.6 Hz, 1H), 8.83 (d,
J=2.0 Hz, 1H), 8.69 (s, 1H), 7.94 (d,
J=8.4 Hz, 1H), 7.88-7.85 (m, 1H), 7.65-
7.63 (m, 1H), 7.35 (d, J=2.0 Hz, 8.0 Hz,
1H), 4.01-3.94 (m, 2H), 3.29 (d, J=11.2
Hz, 2H), 3.11-3.09 (m, 2H), 2.97-2.94
(m, 2H), 2.87-2.77 (m, 10H), 2.58 (s,
3H), 2.44 (s, 3H), 1.26 (d, J=6.4 Hz, 6H).

61 MO

491.6

492.3

CDCls: 3 8.80 (d, J=1.6 Hz, 1H), 8.67 (s,
1H), 7.89 (d, J=8.4 Hz, 1H), 7.59 (dd,
J=1.6 Hz, 8.0 Hz, 1H), 7.38-7.33 (m, 2H),
7.14-7.09 (m, 1H), 4.21-4.18 (m, 2H),
4.03-3.97 (m, 2H), 3.31(d, J=11.2 Hz,
2H), 2.88-2.82 (m, 2H), 2.61-2.60 (m,
2H), 2.58 (s, 3H), 2.35 (s, 6H), 2.13-2.06
(m, 2H), 1.28 (d, J=6.0 Hz, 6H)

62

508.05

508.2

CDCls: & 8.78 (d, J=2.0 Hz, 1H), 8.67 (s,
1H), 7.89 (d, J=8.4 Hz, 1H), 7.65 (d,
J=2.4 Hz, 1H), 7.60 (dd, J=2.0 Hz, 8.4
Hz, 1H), 7.49 (dd, J=2.0 Hz, 8.4 Hz, 1H),
7.08 (d, J=8.4 Hz, 1H), 4.22-4.19 (m,
2H), 4.05-3.98 (m, 2H), 3.32 (d, J=11.2
Hz, 2H), 2.89-2.83 (m, 2H), 2.75-2.71
(m, 2H), 2.58 (s, 3H), 2.42 (s, 6H), 2.20-
2.13 (m, 2H), 1.30 (d, J=6.4 Hz, 6H)
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63-A: CDCl3: 8 8.82 (d, J=2.0 Hz, 1H),
8.65 (s, 1H), 8.51 (d, J=2.4 Hz, 1H), 7.89
(d, J=8.4 Hz, 1H), 7.76 (dd, J=2.8 Hz, 8.8
Hz, 1H), 7.59 (dd, J=2.0 Hz, 8.0 Hz, 1H),
6.79 (d, J=9.2 Hz, 1H), 4.46-4.43 (m,
2H), 4.32-4.28 (m, 2H), 3.52-3.49 (m,
1H), 3.32-3.29 (m, 1H), 3.18-3.15 (m,
1H), 2.98-2.97 (m, 2H), 2.67-2.66 (m,
1H), 2.58 (s, 6H), 2.41-2.39 (m, 1H),
2.35(s, 3H), 1.96-1.93 (m, 2H), 1.62-
1.61 (m, 2H), 1.54 (d, J=6.0 Hz, 3H),
1.16 (d, J=6.0 Hz, 3H).

63-B: CDCl3: 6 8.83 (d, J=2.0 Hz, 1H),
8.66 (s, 1H), 8.52 (d, J=2.0 Hz, 1H), 7.89
(d, J=8.4 Hz, 1H), 7.78 (dd, J=2.8 Hz, 8.8

N Hz, 1H), 7.59 (dd, J=2.0 Hz, 8.4 Hz, 1H),
Ne N 4 6.79 (d, J=8.4 Hz, 1H), 4.55-4.52 (m,
> 2H), 4.32-4.27 (m, 2H), 3.54-3.52 (m,
63 and 499.65 500.3 1H), 3.31-3.29 (m, 1H), 3.18-3.15 (m,
/I\ll 0% 1H), 2.98-2.95 (m, 2H), 2.71-2.68 (m,
U o~ NI N 1H), 2.67 (s, 3H), 2.58-2.55 (m, 1H),
N N/ 2.55 (s, 6H), 2.15-2.12 (m, 2H), 1.74-
Z 1.71 (m, 2H), 1.53 (d, J=6.8 Hz, 3H),
1.16 (d, J=6.0 Hz, 3H)
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D0O00oO0o
64-A: CDCls: 6 8.85 (d. J= 2.0 Hz, 1H),
8.8 (s. 1H), 8.44 (d, I= 2.4 Hz. 1H). 7.92
(d. J=8.4 Hz, 1H), 7.86 (dd. )= 2.4, 8.4
Hz, 1H), 7.59 (dd. J= 1.6, 8.0 Hz, IH),
6.87 (d. J= 8.4 Hz, 1H). 4.47(t. J= 6.4 Hz.
2H). 4.29-4.25 (m, 2H). 3.50-3.49 (m,
. 1H), 3.29 (d. J= 10.8 Hz. |H). 3.16 (d. J=
| ) _,z}‘ 11.2 Hz, 1H), 2.88-2.85 (m. 2H). 2.69 (1.
N~ \r/j\c[ N J=10.8 Hz, 1H), 2.60-2.57 (m. 9H), 2.24-
N “f\ 2.22 (m, 2H). 1.49 (d. J= 6.8 Hz, 3H).
N7 1.15 (d. J= 6.4 Hz, 3H).
o4 and 474.6 475.2
O& 64-B: CDCls: 3 8.85 (d. J= 2.0 Hz. 1H).
| oL 8.69 (s. 1H), 8.44 (d, = 2.4 Hz. 1H), 7.92
A0 T = (d. J=8.0 Hz. |H). 7.87(dd, J=2.8. 8.8
N // Hz. 1H), 7.59 (dd. J= 2.0, 8.4 Hz, 1H),
N 6.87 (d. J= 8.8 Hz, 1H). 4.49 (1, = 6.0
Hz. 2H), 4.31-4.25 (m, 2H), 3.53-3.50
(m, TH). 3.28 (d. = 11.2 Hz. 1H), 3.15
(d, = 12.0 11z, 111y, 3.10-2.85 (m, 211),
2.82-2.62 (m, 7H), 2.58 (s. 3H). 2.34-
2.31 (m. 2H). 1.50 (d. J= 6.4 Hz, 3H),
1.16 (d. J= 6.0 Hz, 3H).
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E i 5 1 2 3 4 5 6 7 8
ICso (nM) | 103.4 | 18.8 29.1 38.85 21.91 11.57 22.58 24.78
FE i B 9 10 11 12 13 14 15 16
ICso (nM) | 23.1 | 16.44 31.1 14.37 781.6 25.99 7.98 10.62
£ ) 17 18 19 20 21 22 24 25
ICso (nM) | 20.93 | 6.40 11.41 21.27 16.41 9.91 11.03 73.29
5 it 5] 26 31 32 33 35 36 37 38
ICso (nM) | 48.58 | 9.2 7.6 18.54 419.0 58.8 24.86 6.9
FE i B 39 40 41 42 43 45 46 47
ICso (nM) 7.4 6.5 42.6 532.9 16.7 18.8 40.2 126.3
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ICso (nM) 7.6 4.5 8.1 6.1 17.8 9.2 832.2 20.8
FE i B 62 63-A 63-B 64-A 64-B AZDO0156 a c
ICso (nM) | 340 | 31.1 25.5 16.6 13.8 9.87 950.4 183.3
2y ] d e
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