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8 mg/mlODOODODDDDDODDDDODDODOOOOODOD20 mM HEPES pH7.4, 100 mM Na
Cl, 2 mM TCEPOODODODOOUOUOSuperdex 200 16/600 000000001 ml/mi
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0480 00000000000 OPBSOOOODODODODODDDDDODDOODODODOGDLO-800O
0000000 ooooooooooooilio0o mlOoooooooOoOg20 mM TrisO 1
50 mM NaClO5S5000000O0OdOUdO?2mMB-O00000000O0OOO0.020CHAPS
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MM 19380 00000000000015 uy M 4E-BP1010 mM MgClod 250 p M
ATPODOOO0300030000000000000000000DDO0ODODO0OO0150 n
M mTORC100O OO MTOR/LST8/RAPTORO D15 p M 4E-BP1010 mM MgCl»
0250 u M ATPOODD30003000000000000SDS-PAGED O DDOO
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001.0 Hz, 1H), 6.60 (dd, J = 8.00001.0 Hz, 1H), 4.70 (br s, 2H), 4.12
(t, J = 7.7 Hz, 2H), 3.06 (t, J = 7.7 Hz, 2H), 2.94 (sept, J = 7.0 Hz, 1H),
1.29 (s, 3H), 1.27 (s, 3H).
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g, 0.25 mmolODODDODODODODOODO38 mg, 0.17 mmolOODODODODODODODO2.7
1 g, 835 mmol000000ODOOODOOOS8000D1I0000O0DO0OODOOODODOOGO
gooooboooboooobgouooboboboobo oo boobooDboobooboooao
0/00000000D000o0DoDO0o0DoDOo0o0oDoo0oDoOoDoDoDOooDoDOooOos887 mg, 840
00YH NMR (CDClg, 400 MHz) 8 8.67 (s, 1H), 7.98 (d, J = 5.7 Hz, 1H),
7.27 (d, J = 8.1 Hz, 1H), 7.18 (t, J = 7.7 Hz, 1H), 7.00 (dq, J = 7.2, 1.1
Hz, 1H), 6.82 (d, J = 2.1 Hz, 1H), 6.70 (dd, J = 5.8, 2.1 Hz, 1H), 4.13 (t
,J = 7.7 Hz, 2H), 3.15 (t, J = 7.8 Hz, 2H), 2.35 (s, 3H). LC-MSO O A; RT
2.21; m/z [M+H]* 288.0.

ooooodd

goooboDooboao

ogoooao

\
N~N

S
X

P

N Cl

NH

000000
2-000-N-(1-000-1H-00000-3-00)0000-4-000
000000000000 00002-000-4-00000000003-000-1-00
0-1H-0000000O0000000H NMR (CDCIl3, 400 MHz) & 8.05 (d, J =
5.8 Hz, 1H), 7.29 (d, J = 2.3 Hz, 1H), 7.10 (d, J = 2.1 Hz, 1H), 6.87 (dd,
J=5.8, 2.1 Hz, 1H), 6.58 (s, 1H), 5.98 (d, J = 2.3 Hz, 1H), 3.85 (s, 3H).
oooo0oo

Oo0o0o0O0O0OoOoo

ooo0OoQO

L,

\

oooo0oo
2-000-N-00000000-4-000

000000000000 00002-000-4-000000000000000000
D00O0O0O0YH NMR (DMSO-d6, 400 MHz) & 9.08 (s, 1H), 7.98 (d, J = 5.8
Hz, 1H), 7.43 - 7.35 (m, 2H), 7.21 (dd, J = 7.5, 1.1 Hz, 2H), 7.11 (td, J

= 7.3, 1.2 Hz, 1H), 6.85 (dd, J = 5.8, 2.1 Hz, 1H), 6.82 (d, J = 2.1 Hz, 1H).
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Oooo0oo
2-000-N-(1-000-1H-00000-4-00)0000-4-000
00000000000 000O0O02-000-4-00000000001-0000000
0-4-000000000000H NMR (CDCl3, 400 MHz) 8 7.95 (d, J = 5.8
Hz, 1H), 7.42 (s, 1H), 7.37 (s, 1H), 6.58 (d, J = 2.2 Hz, 1H), 6.50 (dd, J
5.8, 2.0 Hz, 1H), 5.92 (s, 1H), 3.92 (s, 3H).

Doo0oo

Oooo0Do0o0oo

0o0oO

CICL
NH

N
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[ i R |

N~ Cl

Dooooao
1-(5-((2-0000000-4-00)000)00000-1-00)000-1-00
000000000000 00O002-000-4-00000000001-(5-00000
000-1-00)0000000000000H NMR (CDClg, 500 MHz) & 8.24 -
8.20 (m, 1H), 8.00 (d, J = 5.7 Hz, 1H), 7.05 - 6.96 (m, 3H), 6.90 (q, J =
1.9 Hz, 1H), 6.70 (d, J = 2.1 Hz, 1H), 6.60 (dd, J = 5.8, 2.1 Hz, 1H), 4.
11 (t, J = 8.5 Hz, 2H), 3.23 (t, J = 8.4 Hz, 2H), 2.25 (s, 3H).
Do0oooao

000000000

Do0o0oaQ

O

N

N Cl

Dooooao
1-(6-((2-0000000-4-00)000)00000-1-00)000-1-00
000000000000 0O0O002-000-4-00000000001-(6-00000
000-1-00)0000000000000H NMR (MeOD, 500 MHz) & 8.04 (
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s, 1H), 7.88 (d, J = 5.8 Hz, 1H), 7.23 (d, J = 7.9 Hz, 1H), 6.89 (d, J = 8.
0 Hz, 1H), 6.82 (d, J = 10.1 Hz, 2H), 4.18 (t, J = 8.3 Hz, 2H), 3.19 (d, J

8.5 Hz, 2H), 2.24 (s, 3H).
Oo00O0O
000000000
0ooOo

O

O 0o d

oooooao

2-((2-0000000-4-00)000)-N-00000000O0CO
00000000000 000002-000-4-00000000002-000-N-00
0-000000000000000H NMR (CDClsz, 400 MHz) & 9.67 (s, 1H),
8.10 (d, J = 5.8 Hz, 1H), 7.54 (dd, J = 8.2, 1.2 Hz, 1H), 7.50 - 7.44 (m,
2H), 7.08 - 7.02 (m, 2H), 6.87 (dd, J = 5.7, 2.1 Hz, 1H), 6.22 (s, 1H), 3
.01 (d, J = 4.8 Hz, 3H).

Oooo0oOo

0000000000

ooooao

O
"X
NH

X

P

N~ CI

oooo0oo
1-(7-((2-000-6-0000000-4-00)000)00000-1-00)000-1-00
000000000000 00002,4-0000-6-00000001-(7-000000
00-1-00)0000000000000YH NMR (CDCl3, 400 MHz) 8 9.00 (s,
1H), 7.75 (dd, J = 8.2, 1.1 Hz, 1H), 7.14 (dd, J = 8.2, 7.3 Hz, 1H), 6.90
(dgq, J = 7.4, 1.1 Hz, 1H), 6.62 - 6.58 (m, 1H), 6.56 (d, J = 1.5 Hz, 1H),
4.09 (t, J = 7.8 Hz, 2H), 3.13 - 3.06 (m, 2H), 2.39 (s, 3H), 2.36 (s, 3H).
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D0oooo0ao
1-(7-((2-0000000-4-00)000)00000-1-00)-2-0000000-1-0
0

000000000000 O0O0O002-000-4-0000000000000000000
00O00O0O0YH NMR (CDClg, 400 MHz): 8.50 (s, 1H), 8.00 (d, J = 5.8 Hz,
1H), 7.19 (t, J = 7.4 Hz, 1H), 7.14 (d, J = 7.5 Hz, 1H), 7.03 (dd, J = 7.3
0D0O001.0 Hz, 1H), 6.82 (d, J = 2.0 Hz, 1H), 6.70 (dd, J = 5.80002.1 Hz
, 1H), 4.19 (t, J = 7.7 Hz, 2H), 3.15 (t, J = 7.7 Hz, 2H), 2.94 (sept, J =
6.7 Hz, 1H), 1.29 (s, 3H), 1.27 (s, 3H).

Dooooao

Do0o00oDo0O00ooOon

0Do0o0oao
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NH

X
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N Cl

Dooooao
1-(7-((2-0000000-4-00)000)00000-1-00)-2-0000000-1-0
O

000000000000 O0O0O002-000-4-0000000000000000000
00O0O0O0O0YH NMR (CDClg, 400 MHz): 8.50 (s, 1H), 8.00 (d, J = 5.8 Hz,
1H), 7.31 (d, J = 7.6 Hz, 1H), 7.19 (t, J = 7.4 Hz, 1H), 7.04 (d, J = 6.2
Hz, 1H), 6.84 (d, J = 2.0 Hz, 1H), 6.73 (dd, J = 5.80002.1 Hz, 1H), 4.
30 (s, 2H), 4.14 (t, J = 7.7 Hz, 2H), 3.50 (s, 3H), 3.17 (t, J = 7.8 Hz, 2H)
Dooooao

D0O00DO0O0O0O0O00

Do0ooaQ

oooo0oo
1-(7-((2-000-3-00000000-4-00)000)00000-1-00)000-1-0
O

000000000000 00002-000-3-0000-4-000-00000001-(
7-00000000-1-00)00000000000002H NMR (CDClg, 500 MH
z): 9.04 (s, 1H), 7.82 (d, J = 5.6 Hz, 1H), 7.27 (d, J = 8.1 Hz, 1H), 7.20
(t, J = 7.5 Hz, 1H), 7.04 (d, J = 8.0 Hz, 1H), 6.97 (t, J = 5.8 Hz, 1H), 4.
16 (t, J = 7.9 Hz, 2H), 3.18 (t, J = 7.9 Hz, 2H), 2.38 (s, 3H).
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1-(7-((2-0000000-4-00)000)-5-00000000-1-00)000-1-00
00000000000 0D00002-000-4-00000000001-(7-000-5-
000-00000-1-00)0000000002H NMR (CDCl3, 500 MHz): 8.75

(s, 1H), 8.00 (d, J = 5.8 Hz, 1H), 7.09 (s,
(dd, J = 5.80002.1 Hz, 1H), 4.12 (t, J
z, 2H), 2.36 (s, 3H), 2.35 (s, 3H).

ooooogad
gooooooboooban
goooaod

5

NH

oooogad

1H), 6.84-6.83 (m, 2H), 6.72
7.7 Hz, 2H), 3.11 (t, J = 7.8 H

1-(7-((2-0000000-4-00)000)00000-1-00)0000-1-00
000000000000 0O0O0D02-000-4-0000000000000000000

00000000 YH NMR (CDClg, 500 MHz):
Hz, 1H), 7.27 (d, J = 5.6 Hz,
7.3 Hz, 1H), 6.81 (d, J = 1.9 Hz,
4.12 (t, J = 7.8 Hz, 2H), 3.13 (t, J
H), 1.27 (t, J = 7.4 Hz, 3H).

oooogad
gooooboogoban
gooaoaaod
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1H), 7.16 (t, J
1H), 6.70 (dd, J

1H), 7.98 (d, J = 5.8
7.5 Hz, 1H), 7.00 (d, J =
5.80 002.0 Hz, 1H),

= 7.8 Hz, 2H), 2.58 (q, J = 7.4 Hz, 2

1-(7-((2-0000000-4-00)000)00000-1-00)-3-0000000-1-0

O

ooooooogooooooooo2-000-4-000000000000000000
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00O00O0O0YH NMR (CDClg, 400 MHz): 8.55 (s, 1H), 8.00 (d, J = 5.8 Hz,
1H), 7.29 (d, J = 5.8 Hz, 1H), 7.20 (t, J = 7.5 Hz, 1H), 7.03 (d, J = 8.1
Hz, 1H), 6.83 (d, J = 2.0 Hz, 1H), 6.71 (dd, J = 5.80002.1 Hz, 1H), 4.
22 (t,J = 7.8 Hz, 2H), 3.82 (t, J = 6.2 Hz, 2H), 3.40 (s, 3H), 3.14 (t, J
7.7 Hz, 2H), 2.84 (t, J = 6.2 Hz, 2H).

DoOoooao

Do0O0O0DO0O0O0O0O0n

00000

/
N\
BN
—
NH

X
L

N~ CI

oooooo
2-000-N-(1-000-3-0000-1H-00000-5-00)0000-4-000
000000000000 00002-000-4-00000000002-000-5-00
00-00000-3-000000000000YH NMR (CDClg, 400 MHz): 8.07 (
d, J = 5.7 Hz, 1H), 7.77 (d, J = 7.1 Hz, 2H), 7.41 (t, J = 7.2 Hz, 2H), 7.
33 (t, J = 2.0 Hz, 1H), 6.54 (dd, J = 5.70002.2 Hz, 1H), 6.45 (s, 1H),
6.06 (br s, 1H), 3.76 (s, 3H).

Ooooo0oo

0000000000

00000

/
N~
S
—
NH

AN
»
N~ Cl

ooooodd
N-(3-(tert-0 0 0)-1-000-1H-00000-5-00)-2-0000000-4-000
ooooooobooDoobooDo2-000-4-0000000000O65-tert-000-2
-000-00000-3-0000000000001'H NMR (CDCl3, 400 MHz): 8.06
(d, J = 5.7 Hz, 1H), 6.56 (d, J = 2.1 Hz, 1H), 6.47 (d, J = 2.2 Hz, 1H), 5
.99 (s, 1H), 4.75 (s, 1H), 3.66 (s, 3H), 1.31 (s, 9H).
oooood
Ooo0oooooooao
Oo0ogao

N“N/

>I<)\
—

gooooaon
2-000-N-(3-00D000O00O0-1-0D00-1H-0DO000DO-5-00)0000-4-0000
gooooboobogobogogoboz2-000-4-0000000D000O05-00000¢0 -

10

20

30

40

50



(189) JP 2024-535128 A 2024.9.26

2-000-00000-3-0000000000001H NMR (CDClz, 400 MHz): 8.
04 (d, J = 5.7 Hz, 1H), 6.56 (d, J = 2.0 Hz, 1H), 6.48 (dd, J = 5.7000 2
.2 Hz, 1H), 5.95 (s, 1H), 3.65 (s, 3H), 2.94 (sept, J = 6.9 Hz, 1H), 1.27
(s, 3H), 1.26 (s, 3H).

oooooao

OoooooDoooao

oooooao

H

_N_0O

NH

P

N~ CI

~

Oooo0oo
3-.((2-0000000-4-00)000)-N-00000000O00O
000000000000 00002-000-4-00000000003-000-N-00
00000000000 00000YH NMR (MeOD, 400 MHz): 7.96 (d, J = 6.6
Hz, 1H), 7.69 (t, J = 1.8 Hz, 1H), 7.59-7.57 (m, 1H), 7.50 (t, J = 7.7 Hz,
1H), 7.42-7.39 (m, 1H), 6.93-6.91 (m, 2H), 2.95 (s, 3H).
oooo0oo
0000000000
oooo0oo

o)

Iz

oooooao
4-((2-0000000-4-00)000)-N-000000000
00000000000 000002-000-4-00000000004-000-N-00
00000000000 00000YH NMR (MeOD, 400 MHz): 8.01 (d, J = 5.8
Hz, 1H), 7.86 (d, J = 8.8 Hz, 2H), 7.30 (d, J = 8.8 Hz, 2H), 7.02-6.99 (
m, 2H), 2.95 (s, 3H).
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goooaoano

N
1\
4N

NH
x
»

N~ Cl

Oo0o0oooao

N-(3-(1H-OODODOOD-1-00)oooOo0O0)-2-0000000-4-000
00oo0o0oo0oo0oo0oDo0oo0oo0oo0ooooo2-000-4-000000000038-00000A0 -
1-000000000000001H NMR (MeOD, 400 MHz): 8.15 (s, 1H), 7.98
(d, J = 6.4 Hz, 1H), 7.58 (s, 1H), 7.54 (t, J = 8.1 Hz, 1H), 7.38 (t, J = 2
.0 Hz, 1H), 7.34-7.32 (m, 1H), 7.31-7.28 (m, 1H), 7.16 (s, 1H), 6.97-6.
95 (m, 2H).

gooogod

Ooo0oooDooood

Oooooao

1.0
N

Dooooao
2-000-N-(3-(00000000)0000)0000-4-000
00000000000 O0O00O002-000-4-00000000003-0000000
00000000000 000YH NMR (MeOD, 400 MHz): 8.01 (d, J = 6.6 Hz,
1H), 7.75 (t, J = 1.7 Hz, 1H), 7.69-7.67 (m, 1H), 7.64 (t, J = 7.7 Hz, 1H
), 7.58-7.56 (m, 1H), 6.96-6.95 (m, 2H), 3.15 (s, 3H).

Dooooao

D0O0O0DO0O0O0O0O00

Do0o0oo0ao

Dooooao
N-(2-0000000-4-00)00000-4-000

000000000000 000D02-000-4-000000000000000-4-0
00000000000 YH NMR (MeOD, 400 MHz): 8.78 (d, J = 0.6 Hz, 1H),
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8.39 (d, J = 6.0 Hz, 1H), 8.16 (d, J = 5.8 Hz, 1H), 8.08 (d, J = 1.9 Hz, 1
H), 7.62 (dd, J = 5.80002.0 Hz, 1H), 6.91 (dd, J = 6.000 0 1.2 Hz, 1H).
Ooooo0oo

0000000000

Oooo0o0o

e

X

P

N Cl

gooogod
1-(7-((2-000-3-0000000-4-00)000)0000D0O-1-00)000-1-00
ooooooDoooDoooDoooo2-000-4-000-3-000-000000022-(7-
000O0o0000-1-00)000000000000021H NMR (CDCl3, 400 MHz):
8.65 (s, 1H), 7.87 (d, J = 5.7 Hz, 1H), 7.23 (d, J = 8.1 Hz, 1H), 7.17 (t,
J=7.2 Hz, 1H), 7.00 (dd, J = 7.20001.12 Hz, 1H), 6.84 (d, J = 5.7 Hz,
1H), 4.14 (t, J = 7.8 Hz, 2H), 3.16 (t, J = 7.8 Hz, 2H), 2.42 (s, 3H), 2.3
6 (s, 3H).
gooogod
gooogoao
Cl Cl

X _— X

gooooano
ooooooooan
goodaoan

cl (\N/

4-000-N-(2-0000-4-(4-00000000-1-00)0000)0000-2-000
oooooo

000000000000 00020 mMLOOODOOOOOOO00O02-0000-4-(4-00
000O000-1-00)000000.60 g, 2.71 mmolO OPd(OAc)2012 mg, 0.05
4 mmol0DODOODODODD1.76 g, 5.41 mmolJ OO OXANTPHOSO 47 mg, 0.0
8 mmolJDDOODODD1,4-00000012 mLOOD?2,4-0000000000.8 g,
5.42 mmol0 0 D0DO0OOODODODDOOOODODODDOOOOOODD100002000000
000000000100 mLOOODOODCMO3 x 50 mLOOOOOOOOOODOODO
000000050 mLO0C0O0000000000000MgSO04000000000BIO
tage Isolerad 0 0000000000000 000C0O0O000000O0.95 g, 630
00

Oooo0o0o
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goooaoano

F

~
F 9 i
/©/ Step a /©/ Step b Step c
05N
02N 2 o OZN H2N
R O.
R

OH

oooooad
goooobogao
gooooao

Oooooo
2-(2-00000000)-4-(4-00000000-1-00)0000

O0O0OODMFO6 mLOOOD2-00000000000000O0.3 mL, 3.18 mmol[
0000000000880 mg, 6.37 mmolDO0ODOO0O0O0S5-0000-2-000-00
O0O0O0500 mg, 3.18 mmol00OODO0O0O0OO0OOOrt01800000000000
0000000000000 0000000000000000004-0000-2-(2-
00O0D00000)-1-000-00000210 mg0O0031000000H NMR (CD
Clz, 400 MHz): 7.96 (dd, J = 9.10006.0 Hz, 1H), 6.85 (dd, J = 10.30 0
02.5 Hz, 1H), 6.78-6.73 (m, 1H), 4.26 (t, J = 4.7 Hz, 2H), 3.83 (t, J = 4
.7 Hz, 2H), 3.48 (s, 3H)

oooooo

O0DOODMFOS mLOOOOODDOOODOO270 mgd1.95 mmolO OO O1-0000
O00O0D000.11 mLO0.98 mmolO0ODOODO0O0D04-0000-2-(2-00000000)
-1-000-00000210 mgd0.98 mmolJO0ODODODO0DOOOOOrtd180000
000000000000 0000D000000D00000000000000001-[
3-(2-00000000)-4-000-00001-4-000-0000003253 mg, 8800
O0O0O0O00YH NMR (CDClg, 400 MHz): 7.99 (d, J = 9.3 Hz, 1H), 6.44 (dd,
J=9.30002.6 Hz, 1H), 6.42 (d, J = 2.5 Hz, 1H), 4.25 (t, J = 4.8 Hz, 2
H), 3.84 (t, J = 5.0 Hz, 2H), 3.50 (s, 3H), 3.41 (t, J = 5.1 Hz, 4H), 2.56
(t, J = 5.2 Hz, 4H), 2.37 (s, 3H).

Oooo0oo
O0O0O01-[3-(2-00000000)-4-000-00001-4-000-000000253
mg, 0.86 mmol0 00000005 mLODOOOODODODOODOODOODOOO270 mg,
4.28 mmol0DDDODODODCOOOOODOY mg, 0.09 mmolDOODOOODOOODOOrt
0180000000000 0000C0D00000C0O0O0000000000000000
0000165 mgODO0O073000000H NMR (CDClg, 400 MHz): 6.65 (d, J =
8.4 Hz, 1H), 6.54 (d, J = 2.5 Hz, 2H), 6.54 (dd, J = 8.40002.5 Hz, 1H),
4.13 (t, J = 4.7 Hz, 2H), 3.74 (t, J = 4.8 Hz, 2H), 3.60 (br s, 2H), 3.07
(t, J = 4.9 Hz, 4H), 2.58 (t, J = 5.0 Hz, 4H), 2.35 (s, 3H).
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Do0o0oo0ao

2-0000000-4-(4-00000000-1-00)0000
000000000000 0O0D0D0DO00DO0D02-00000000000000001H
NMR (CDCl3, 400 MHz): 6.65 (d, J = 8.4 Hz, 1H), 6.52 (d, J = 2.5 Hz, 1
H), 6.42 (dd, J = 8.40002.5 Hz, 1H), 4.50 (sept, J = 6.1 Hz, 1H), 3.06
(t, J = 4.9 Hz, 4H), 2.58 (t, J = 5.0 Hz, 4H), 2.34 (s, 3H), 1.35 (s, 3H),
1.33 (s, 3H).

Dooooao

000000000

Do0oooao

HoN
O~

000000

2-0000-4-(4-00000000-1-00)0000

0000000000000 000D000002-00000000000000023H N
MR (CDClg, 400 MHz): 6.64 (d, J = 8.4 Hz, 1H), 6.51 (d, J = 2.4 Hz, 1H),
6.41 (dd, J = 8.40002.5 Hz, 1H), 4.04 (qu, J = 7.0 Hz, 2H), 3.54 (br s,
2H), 3.07 (t, J = 4.9 Hz, 4H), 2.58 (t, J = 5.0 Hz, 4H), 2.35 (s, 3H), 1.4
2 (t,J = 7.0 Hz, 3H).
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2-0000-4-(4-(2-0000000)00000-1-00)0000

O0DOODMFOS5 mLOOOOODOOODODO808 mg, 5.84 mmolO O OO 1-Boc-0
00000544 mg, 2.92 mmol0 0000000 4-0000-2-0000-1-000 -
00000500 mg, 2.92 mmol0O0O0O0O00O0O0OOO0O0rt0180000000000
00000000000 000000000000000000000tert-0004-(3
.-0000-4-000-0000)00000-1-000000000222 mgdOO02300
OO0O0OYH NMR (CDCl3, 500 MHz): 8.04 (d, J = 9.3 Hz, 1H), 6.44 (dd, J
= 9.40002.5 Hz, 1H), 6.34 (d, J = 2.4 Hz, 1H), 3.98 (s, 3H), 3.63 (t, J
5.0 Hz, 4H), 3.42 (t, J = 5.4 Hz, 4H), 1.52 (s, 9H).

00000

O0ODCMO10 mLOOOtert-0004-(3-0000-4-000-0000)0000
-1-000000000222 mg, 0.66 mmolOOOOOHCLOOOOOOO4 MO
1 mL,0.66 mmolJ0D0OODOODO0O00O0OYrt018000000000000000
01-(3-0000-4-000-0000)000000000178 mg, 0.7234 mmol,
0990 00000YH NMR (MeOD, 400 MHz): 7.94 (d, J = 9.0 Hz, 1H), 6.
7-6.63 (m, 2H), 3.96 (s, 3H), 3.70-3.68 (m, 4H), 3.39-3.37 (m, 4H).
Ooo0OoQ

O0DODMFO3 mLOOOD2-000000000000000.08 mLOO0.83 mmol
0000000000231 mgd1.67 mmolJ0OO0OOODO001-(3-0000-4-0
0-0000)000000198 mgd0.83 mmolDDO0ODO0OO0OOOOOOTrtO 180
0000000000 ODO0OO0OO0OO0OEtOACOOOONDONONDOODODNODONDOOOODOO
O
O
O
4

00000O0O0OMgSO4000000C0O00C0D0D0C0D0O0O0ODOOOOOOODOOOn
00000000 01-(2-0000000)-4-(3-0000-4-000-0000)00
00165 mgDO0O67000000YH NMR (CDClg, 400 MHz): 8.02 (d, J =
Hz, 1H), 6.44 (dd, J = 9.40002.6 Hz, 1H), 6.33 (d, J = 2.5 Hz, 1H),
3.97 (s, 3H), 3.58 (t, J = 5.4 Hz, 2H), 3.45 (t, J = 5.1 Hz, 4H), 3.40 (s,
3H), 2.69-2.65 (m, 6H).

Dooooao
00001-(2-0000000)-4-(3-0000-4-000-0000)000000165
mg, 0.56 mmolJ 0 OODOCOODD10 mLOOODOOODOCOOOOODOOODO176 mg,
2.79 mmol00O0O0O0OO0OO0OO0OOCOO6 mg, 0.06 mmolDOODODODODOOOOTt
D180 000000000000 0C0O0O0OO0O00OO0O0DOO0O0OCOO0OCOO0OOOO0OO
0002-0000-4-[4-(2-0000000)00000-1-00]00000107 mgO
0072000000YH NMR (CDClg, 400 MHz): 6.64 (d, J = 8.3 Hz, 1H), 6.
49 (d, J = 2.4 Hz, 1H), 6.41 (dd, J = 8.30002.5 Hz, 1H), 3.83 (s, 3H),
3.69 (t, J = 5.0 Hz, 2H), 3.36 (s, 3H), 3.21 (t, J = 4.6 Hz, 4H), 3.07 (t,
J = 4.7 Hz, 4H), 2.60 (t, J = 5.2 Hz, 2H).

Do0o0oo0ao

000000000

Dooooao

O Do oDoDooogo dOogoooao

HoN
o\

Dooo0oo
2-0000-4-(4-(4-0000000)00000-1-00)0000

000000000000 000O0D0O0001-(000000)-4-0000000000
O0O0O0O0O0YH NMR (CDClg, 400 MHz): 7.25 (d, J = 7.9 Hz, 2H), 7.16 (d,
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J = 7.8 Hz, 2H), 6.65 (d, J = 8.3 Hz, 2H), 6.53 (d, J = 2.4 Hz, 1H), 6.43
(dd, J = 8.40002.5 Hz, 2H), 3.85 (s, 2H), 3.56 (s, 3H), 3.08 (t, J = 4.8
Hz, 4H), 2.63 (t, J = 5.0 Hz, 4H), 2.37 (s, 3H).

oooo0oo

Oooo0o0o

goodaoan
goooobogno
oooogad

O

oooooad

3-(2-0000000-4-00)-N,N-O0 000000000

MeCNO3 mLODOO2-000-4-00000000200 mgOo0.84 mmolO ON,N-
ooooooogog-3-0000ogo0.15 mLOoo. 75 mmolOODDODO(DDDDODODODADO
ocoO0o)yoooooolNooooooo0o29 mgdo.04 mmolOODOOODODODODODOO
2 MOOODODO1.67 mLO3.34 mmolJODODDODODODODODODODOO1200 0450
oooodrt0000o0oooobobobob0bODbDDbD20mMLOOO0O0O0O0OODO20 mLOO
OCoO00O0DODO0O0OO0DO0O0OO0ODODO0O0ODb0ODOO0OBiIotage Isolera0000O00O0DOOD
128 mgUOO0O590000001H NMR (CDCl3g, 400 MHz) & 8.43 (d, J = 5.

N OOOOOdaoQgoaog

.7 Hz, 1H), 3.14 (s, 3H), 3.01 (s, 3H).
Dooooo

0000O000O0019020

Do0o0oo0ao

oooooao

N4-000O0O-N2-(3,4,5-0000000000)000O00-2,4-0000

ODMAO4 mLODODODODODODODOOY2 mgho0.35 mmolOO3,4,5-00000000
0064 mgdO0.35 mmolOOXANTPHOSO 12 mgd 0.02 mmolOOODOOODOAO
03 mgdo.01 mmolOODODODODDODODODO226 mgOO0.70 mmolO OO ODOO
OooooDil500010000000rt000D0000DODO0DOODODOOODO10 mL
OoDO0O0oD0D010 mLODODODODODDO3 x 10mLOOODDODOODODODDODODOGDO
O0D000ODOBiotage Isolera0l 000000000000 O0YTH NMR (MeOD, 50

O 0OooOgoogooQg

Hz, 1H), 7.69 - 7.61 (m, 2H), 7.56 - 7.47 (m, 3H), 7.43 (dd, J = 5.1, 1
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0O MHz) 6 7.75 (d, J = 6.0 Hz, 1H), 7.35 - 7.28 (m, 2H), 7.21 - 7.16 (m,
2H), 7.04 (tt, J = 7.4, 1.2 Hz, 1H), 6.67 (s, 2H), 6.48 (d, J = 2.1 Hz, 1H
), 6.38 (dd, J = 6.0, 2.1 Hz, 1H), 3.79 (s, 6H), 3.71 (s, 3H). LCMSO O A;
RT 1.66; m/z [M+H]* 352.1.

ooooodd

ododooooooboai9030

ogooooao

\

oooooo
N4-(1-000-1H-00000-3-00)-N2-(3,4,5-0000000000)0000-2
,4-0000
0O0O0O0O000003,4,5-000000000000000000000000000
0000000000 YH NMR (MeOD, 400 MHz) 8 7.74 (d, J = 6.0 Hz, 1H),
7.44 (d, J = 2.3 Hz, 1H), 6.94 (d, J = 2.0 Hz, 1H), 6.69 (s, 2H), 6.49 (d
d, J =6.0, 2.1 Hz, 1H), 5.92 (d, J = 2.3 Hz, 1H), 3.82 (s, 6H), 3.78 (s,
3H), 3.73 (s, 3H). LCMSOOA; RT 1.41; m/z [M+H]*356.1.

Oooo0o0o

000000000 19040

Oooo0oo

oooooao
N2-(2-0000-4-(4-00000000-2-00)0000)-N4-(1-000-1H-00O
0od-3-00)000DO0-2,4-0000

ODMAO4 mLODODODOODODOO73 mgd0.35 mmolOO2-0000-4-(4-000
0o0o0ogfd-1-00)0000dg77 mgho0.35 mmolOOXANTPHOSO 12 mgOd0.02
mmolOODOODDODOODODO3 mgO0.01l mmolOODODOODODODODODOO226 mgOoO.
70 mmol0OODIOODODDODOODDODDODOODD1500010000000D0D0ODODDOOODO
googodscXgoooooooogogoooobeMOOOoooogouooooooy MmOood
00000000000 0OO0D0DO0OO0ODO0DODDOOBIotage Isoleral0 0 O000OOO
O00D0O0O001H NMR (MeOD, 400 MHz) 8 7.57 (d, J = 6.6 Hz, 1H), 7.46
(d, 3 = 2.3 Hz, 1H), 7.24 (d, J = 8.6 Hz, 2H), 6.92 (d, J = 2.1 Hz, 1H), 6
.70 (d, J = 2.5 Hz, 1H), 6.60 (dd, J = 8.6, 2.6 Hz, 1H), 6.53 (dd, J = 6.7,
2.2 Hz, 1H), 3.84 (s, 3H), 3.79 (s, 3H), 3.24 (t, J = 5.1 Hz, 4H), 2.64 (t,
J =5.1 Hz, 4H), 2.37 (s, 3H). LCMSOOA; RT 0.84; m/z [M+H]* 394.2.
oooooao
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N4-(1-000-1H-0000D0-4-00)-N2-(3,4,5-00000000O0oo0)yb0ooo-2

,4-0000

oooooooogos,4,5-00000ooooooooooobbobobobobooDooOoan

OO0O0OYH NMR (MeOD, 400 MHz) 8 7.20 (d, J
= 0.9 Hz, 1H), 6.19 (s, 2H), 5.88 (dd, J

6.8 Hz, 2H), 7.00 (d, J

6.4, 2.2 Hz, 1H), 5.78 (d, J =

2.2 Hz, 1H), 3.45 (s, 3H), 3.38 (s, 6H), 3.31 (s, 3H). LCMSOOA; RT 1.2

5, m/z [M+H]* 356.1.
gooooao
gdoooooobgilo0e60d
gooogod

goooaoan

1-(5-((2-((3,4,5-0000000000)000)0000-4-00)000)00000-

1-00)0o0DO-1-00

ooooooooos,4,5-0000u0o0oooooooobobobbobboboboboooan

DOO0O0O0YH NMR (CDCIl3, 400 MHz) & 8.15 (d, J

8.3 Hz, 1H), 7.71 (d, J

= 6.2 Hz, 1H), 6.99-6.96 (m, 3H), 6.48 (s, 3H), 6.30 (dd, J = 6.4, 2.2 H

z, 1H), 6.25 (d, J = 2.1 Hz, 1H), 4.07 (t, J

3.79 (s, 6H), 3.16 (t, J =
m/z [M+H]* 435.1.
000000
000000000 19070

8.4 Hz, 2H), 3.81 (s, 3H),
8.4 Hz, 2H), 2.22 (s, 3H). LCMSO OA; RT 1.62;

10

20

30

40

50



(198) JP 2024-535128 A 2024.9.26

Oodooogad
j
N
NH ol
B o
e
N N o~
H
O0o0oooao
1-(6-((2-((3,4,5-0000000000)000)0000-4-00)000)00000-
1-00)000-1-00
ooooooooo3,4,5-000000o0o0oooboboboooooooooooooaoao
00O0OLH NMR (CDClg, 400 MHz) 3 8.04 (d, J = 2.0 Hz, 1H), 7.71 (d, J
= 6.3 Hz, 1H), 7.64 (s, 1H), 7.10 (d, J = 7.9 Hz, 1H), 6.87 (dd, J = 7.9,
2.1 Hz, 1H), 6.71 (s, 1H), 6.49 (s, 2H), 6.35 (dd, J = 6.3, 2.1 Hz, 1H), 6
.28 (d, J = 2.1 Hz, 1H), 4.09 (t, J = 8.4 Hz, 2H), 3.82 (s, 3H), 3.80 (s, 6

H), 3.18 (t, J = 8.4 Hz, 2H), 2.21 (s, 3H). LCMSOOA; RT 1.60; m/z [M+
H]* 435.2.
Dooooao
00000000 019120
0Do0oo

&«
S

oooo0oo
(7-((2-((2-0000-4-000000000)000)0000-4-00)000)000
0D0-1-00)000-1-00
O0O0O0O000002-0000-4-000000000000000000000000
O0O0O0O0O0YH NMR (CDClg, 400 MHz) 8 8.78 (s, 1H), 7.94 (s, 1H), 7.64
(d, J = 6.5 Hz, 1H), 7.34 (d, J = 8.4 Hz, 1H), 7.21 (dd, J = 8.2, 1.3 Hz,
1H), 7.12 (dd, J = 8.1, 7.2 Hz, 1H), 6.99 (dd, J = 7.4, 1.2 Hz, 1H), 6.54
- 6.42 (m, 2H), 6.29 (dd, J = 6.6, 2.2 Hz, 1H), 6.09 (s, 1H), 4.18 - 4.07
(m, 2H), 3.93 - 3.84 (m, 4H), 3.83 (s, 3H), 3.19 - 3.06 (m, 6H), 2.34 (s,
3H). LCMSODOA; RT 1.76; m/z [M+H]* 460.2.
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2-((2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-0

O)yooo)-N-ODDOODODOOO

ocoooooooooD2-0000-4-(4-0000D0D00D0-1-00)000DO0OO0ODODODO
0000000000000 O0O0O01H NMR (CDClg, 400 MHz) 8 9.71 (s, 1H),

7.67 (s, 1H), 7.48 (d, J

oooooad
ooooooooo19350
oooooad

)

=
IIZ
O

A/

:
O\

oooooad

1H), 7.40 (dt, J
.06 (t, J = 7.4 Hz, 1H), 6.53 - 6.40 (m, 3H), 6.28 (s,
3.83 (s, 2H), 3.29 (s, 4H), 2.98 (d, J
s, 3H). LCMSOOA; RT 0.90; m/z [M+H]" 447 .1.

15.4, 8.0 Hz, 2H), 7
1H), 6.20 (s, 1H),
4.8 Hz, 3H), 2.72 (s, 4H), 2.46 (

2-((2-((2-0000-4-000000000)000)0000-4-00)000)-N-000O

ugoodaoano

goooobooboz2-0000-4-000000000D0OO0OD0OODOOODOODOO

O0O0O0O0O00YH NMR (CDClg, 400 MHz) 8 7.91 (d, J
(d, J = 8.4 Hz, 1H), 7.50 (dd, J
8.5, 7.3, 1.6 Hz,
1H), 6.81 (s, 1H), 6.55 - 6.46 (m, 3H), 6.38 (d, J

Hz, 1H), 7.36 (ddd, J =

8.4, 1.2 Hz,

5.8 Hz, 1H), 7.55
1H), 7.44 (dd, J = 7.8, 1.6
1H), 6.95 (td, J = 7.5, 1.2 Hz,

2.0 Hz, 1H), 6.26 (s,

1H), 3.91 - 3.86 (m, 4H), 3.84 (s, 3H), 3.17 - 3.10 (m, 4H), 2.98 (d, J =

4.8 Hz, 3H). LCMSOOA; RT 1.42; m/z [M+H]"434.1.
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1-(7-((2-((2-0000-4-(4-00000000-1-00)0000)000)-6-0000

ocoo-4-00)0D0O0O)YQOODODOO0-2-00)000-2-00

ocooooobooobb2-0000-4-(4-0000D0D00D0-1-00)000DOODODOO

0000000000 O000000YH NMR (MeOD, 400 MHz) 8 7.29 (d, J = 8
.2 Hz, 1H), 7.10 - 7.00 (m, 2H), 6.90 (d, J J
6 Hz, 1H), 6.49 (dd, J = 8.6, 2.5 Hz, 1H), 6.09 (d, J

1H), 6.61 (d,
1.9 Hz, 1H), 5.93

= 2.

(s, 1H), 4.09 (dd, J = 7.3, 3.6 Hz, 2H), 3.78 (s, 3H), 3.35 (d, J = 0.9 Hz,

3H), 3.18 (t, J = 5.0 Hz, 4H), 3.05 (t, J

7.5 Hz, 2H), 2.61 (q, J = 4.3

Hz, 4H), 2.34 (s, 3H), 2.30 (s, 3H). LCMSO OA; RT 1.24; m/z [M+H]*487.2.

oooooad
ooooooooooi19370
ooooogad

N\(
o)
H

gooooaon

1-(7-((2-((4-(4-00000000-1-00)0000)000)0000-4-00)000

yooooo-1-00)00C0O0-2-00

00O0O0O000004-(4-00000000-1-00)0000000000000000
000000000 LH NMR (CDCl3, 400 MHz) & 8.34 (s, 1H), 7.78 (d, J =

6.0 Hz, 1H), 7.25 (d, J = 8.1 Hz,

1H), 7.21 - 7.14 (m, 2H), 7.10 (t, J =

7.7 Hz, 1H), 6.96 - 6.87 (m, 4H), 6.34 - 6.25 (m, 2H), 4.10 (t, J = 7.7 H

z, 2H), 3.18 (t, J = 5.0 Hz, 4H), 3.11 (t, J

7.6 Hz, 2H), 2.60 (t, J = 5.0

Hz, 4H), 2.37 (s, 3H), 2.32 (s, 3H). LCMSO OA: RT 1.20; m/z [M+H]* 443.2.
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gooogoao
1-(7-((2-((4-(4-00000000-1-00)0000)000)0000-4-00)000
yooooo-1-00)000-1-00
odooooooob4-(4-00000000-1-00)00D00O0O0D0OOODOOODOOOD0ODAO
000000000 YH NMR (CDClg, 400 MHz) & 8.38 (s, 1H), 7.76 (d, J =
6.0 Hz, 1H), 7.24 (s, 1H), 7.19 - 7.13 (m, 2H), 7.13 - 7.07 (m, 1H), 6.94
- 6.88 (m, 3H), 6.32 - 6.24 (m, 2H), 4.12 (q, J = 7.4 Hz, 2H), 3.23 - 3.1
6 (m, 4H), 3.11 (t, J = 7.7 Hz, 2H), 2.64 (dd, J = 6.5, 3.5 Hz, 4H), 2.50
(q, J = 7.2 Hz, 2H), 2.33 (s, 3H), 1.15 (t, J = 7.4, 3H). LCMSOOA; RT 1.
31, m/z [M+H]* 457.1.

gooooao

0ooDooDoobonDi9410

gooogod

o
o)

NH ,/\j

»Vel
1,07
N" N
oo

oooooo
1-(7-((2-((2-0000-4-(00000-1-00)0000)000)0000-4-00)00
0)OOOODO-1-00)000-1-00

000000 0002-0000-4-(1-00000)00000000000000000
O0O0O0O0O0O00YH NMR (CDClz, 400 MHz) 8 8.65 (s, 1H), 7.67 (d, J = 6.
4 Hz, 1H), 7.59 (s, 1H), 7.33 (d, J = 8.6 Hz, 1H), 7.22 (dd, J = 8.1, 1.2

Hz, 1H), 7.11 (t, J = 7.7 Hz, 1H), 6.96 (dd, J = 7.3, 1.2 Hz, 1H), 6.57 -

6.44 (m, 2H), 6.28 (dd, J = 6.4, 2.1 Hz, 1H), 6.13 (d, J = 2.1 Hz, 1H), 4
.11 (t, J = 7.8 Hz, 2H), 3.82 (s, 3H), 3.16 - 3.08 (m, 6H), 2.33 (s, 3H),

1.73 (p, J = 5.7 Hz, 4H), 1.63 - 1.55 (m, 2H). LCMSO OA; RT 1.52; m/z |
M+H]* 458.2.

Oooo0oo

0000000000 19420

000000

S
S

Do0oooao
1-(7-((2-((4-(4-00000000000-1-00)-2-00000000)000)00
00-4-00)000)00000-1-00)000-1-00

00000000 04-(4-00000000000-1-00)-2-0000-0000000
00000000000 O000O000O0YH NMR (MeOD, 400 MHz) & 7.53 (d, J

IQ

10

20

30

40



(202) JP 2024-535128 A 2024.9.26

= 6.9 Hz, 1H), 7.25 - 7.18 (m, 2H), 7.15 (dd, J = 8.1, 5.1 Hz, 2H), 6.71

(d, J = 2.5 Hz, 1H), 6.61 (dd, J = 8.7, 2.5 Hz, 1H), 6.37 (dd, J = 6.9, 2.2
Hz, 1H), 6.11 (s, 1H), 4.19 (t, J = 7.8 Hz, 2H), 3.84 (s, 3H), 3.33 - 3.30
(m, 4H), 3.16 (t, J = 7.7 Hz, 2H), 2.93 - 2.90 (m, 5H), 2.34 (s, 3H), 1.22
(d, J = 6.6 Hz, 6H). LCMSOOA; RT 1.15; m/z [M+H]* 501.2.

Ooo0o0o0o

0000000000 19430

Oooooo

oD
¥

gooooad
(7-((2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-
oo)yooo)yooooo-1-0O0)-2-0000000-1-00
ooooooDoooo2-0000-4-(4-00000000-1-00)0000O00O00OOoa0O
0000000000000 O0O00YIH NMR (CDCl3z, 500 MHz) 6 8.80 (s, 1H),
8.47 (s, 1H), 7.52 (d, J = 6.8 Hz, 1H), 7.16 (dd, J = 15.4, 8.3 Hz, 2H),
7.09 (t,J = 7.7 Hz, 1H), 7.00 (dd, J = 7.2, 1.3 Hz, 1H), 6.50 - 6.43 (m,
2H), 6.23 (dd, J = 6.9, 2.2 Hz, 1H), 5.97 (d, J = 2.1 Hz, 1H), 4.15 (t, J =
7.7 Hz, 2H), 3.81 (s, 3H), 3.23 (t, J = 5.0 Hz, 4H), 3.11 (t, J = 7.7 Hz,
2H), 2.89 (h, J = 6.7 Hz, 1H), 2.65 - 2.58 (m, 4H), 2.40 (s, 3H), 1.22 (d,
J =6.7 Hz, 6H). LCMSOOA; RT 1.35; m/z [M+H]* 501.3.
oooooao
dooooooooi9440
ooooodd

N

L

Dooooao
1-(7-((2-((2-0000-4-(4-00000000-1-00)0000)000)-3-0000
0D00-4-00)000)00000-1-00)000-1-00

000000000 D02-0000-4-(4-00000000-1-00)000000000
00000000000 O00000YH NMR (CDCI3, 500 MHz) & 8.71 (s, 1H),
7.78 (d, J = 6.3 Hz, 1H), 7.72 (d, J = 9.0 Hz, 1H), 7.17 - 7.10 (m, 2H),
6.95 (dd, J = 6.8, 1.6 Hz, 1H), 6.91 (s, 1H), 6.56 - 6.51 (m, 3H), 4.12 (
t,J = 7.7 Hz, 2H), 3.86 (s, 3H), 3.37 (t, J = 5.0 Hz, 4H), 3.13 (t, J = 7.7
Hz, 2H), 2.93 (t, J = 4.9 Hz, 4H), 2.56 (s, 3H), 2.34 (s, 3H), 2.17 (s,
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). LCMSODOA; RT 1.24; m/z [M+H]* 487.2.
Doooo0ao

0000000000 19500

Dooooao

N\\(\O/
0 ﬁ
NH N
~ N\)
Ve
N° N
H O

Dooooao
2-0000-1-(7-((2-((2-0000-4-(4-00000000-1-00)0000)000)
000D0-4-00)000)00000-1-00)000-1-00

000000000 02-0000-4-(4-00000000-1-00)000000000

00000000000 00000H NMR (CDCl3, 500 MHz) & 8.80 (s, 1H),

8.76 (s, 1H), 7.53 (d, J = 6.9 Hz, 1H), 7.20 - 7.09 (m, 3H), 7.03 (dd, J =
7.1, 1.3 Hz, 1H), 6.51 - 6.44 (m, 2H), 6.26 (dd, J = 6.9, 2.2 Hz, 1H), 5.
97 (d, J = 2.2 Hz, 1H), 4.26 (s, 2H), 4.10 (t, J = 7.7 Hz, 2H), 3.81 (s, 3
H), 3.46 (s, 3H), 3.26 (t, J = 5.1 Hz, 4H), 3.13 (t, J = 7.7 Hz, 2H), 2.68
(t, J = 5.0 Hz, 4H), 2.42 (s, 3H). LCMSOOA; RT 1.10; m/z [M+H]*503.2.
Do0o0oo0ao

0000000000 19510

~

gdonogad
N\\(
O
NH (\N/
ﬁ\f -
»w
o\
Ogoodooogad

1-(7-((3-0000-2-((2-0000-4-(4-00000000-1-00)0000)000)
O00D0-4-00)000)00000-1-00)000-1-00
00O0O0O0D000002-0000-4-(4-00000000-1-00)000000000
00000000000 00000YH NMR (DMSO-d6, 400 MHz) & 8.85 (s, 1
H), 7.88 (d, J = 8.7 Hz, 1H), 7.58 (d, J = 5.6 Hz, 1H), 7.18 (d, J = 4.2 H
z, 3H), 7.03 (t, J = 4.3 Hz, 1H), 6.64 (d, J = 2.6 Hz, 1H), 6.49 - 6.38 (m
, 2H), 4.16 (t, J = 7.7 Hz, 2H), 3.84 (s, 3H), 3.10 (q, J = 5.8 Hz, 6H), 2.
47 (d, J = 4.9 Hz, 4H), 2.31 (s, 3H), 2.24 (s, 3H). LCMsOOA; RT 1.14;
m/z [M+H]* 491.1.
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1-(7-((2-((2-0000-4-(4-00000000-1-00
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)DOO0D0)000)0000-4-

oco)yoogo)-5-00oooogoo-12-00)00ob0-12-00

ooooooOO0OooD2-0000-4-(4-0D0000DDO

0-1-00)0 00000000

00000000000 00000YH NMR (CDClg, 500 MHz) & 9.15 (s, 1H),

8.91 (s, 1H), 7.50 (d, J = 7.0 Hz, 1H), 7.15 (d

,J =8.6 Hz, 1H), 6.94 (s,

1H), 6.80 (s, 1H), 6.52 - 6.45 (m, 2H), 6.22 (dd, J = 7.0, 2.2 Hz, 1H), 6
.01 (d, J = 2.2 Hz, 1H), 4.09 (t, J = 7.8 Hz, 2H), 3.82 (s, 3H), 3.24 (t, J
= 5.0 Hz, 4H), 3.08 (t, J = 7.7 Hz, 2H), 2.65 (t, J = 5.2 Hz, 4H), 2.41 (s,

3H), 2.31 (s, 3H), 2.28 (s, 3H). LCMSO OA; RT
Dooooao

0000000000 19590

Dooooao

s

oo

oooo0oo
1-(7-((2-((2-0000-4-(4-00000000-1-00
OoD)Do0O0)0O0O0O00-1-00)0000-1-00

-

1.25; m/z [M+H]* 487.2.

)00 O0D0)000)0000-4-

000000000 D02-0000-4-(4-00000000-1-00)000000000
0000000000000 000YH NMR (CDClg, 500 MHz) & 9.07 (s, 1H),
8.98 (s, 1H), 7.51 (d, J = 6.9 Hz, 1H), 7.16 (dd, J = 8.4, 3.4 Hz, 2H), 7.
09 (t, J = 7.6 Hz, 1H), 7.00 (d, J = 7.2 Hz, 1H), 6.50 (d, J = 2.5 Hz, 1H)

, 6.47 (dd, J = 8.5, 2.6 Hz, 1H), 6.24 (dd, J =
J =2.3 Hz, 1H), 4.11 (t, J = 7.7 Hz, 2H), 3.82

6.9, 2.2 Hz, 1H), 5.96 (d,
(s, 3H), 3.25 (t, J = 5.0

Hz, 4H), 3.12 (t, J = 7.7 Hz, 2H), 2.67 (t, J = 4.9 Hz, 4H), 2.57 (q, J =

7.4 Hz, 2H), 2.42 (s, 3H), 1.28 - 1.23 (m, 3H).
[M+H]* 487.2.

Oooooo

0000000000 19610
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3-0000-1-(7-((2-((2-0000-4-(4-00000000-1-00)0000)000)

ocoood-4-00)00g)yooooob-1-0cb0)0o0oobo-1-00

ocooooobooobb2-0000-4-(4-0000D0D00D0-1-00)000DOODODOO
0000000000000 O0O00TH NMR (CDClg, 500 MHz) & 7.79 (d, J = 6

.3 Hz, 1H), 7.43 (d, J = 8.6 Hz,
6 Hz, 1H), 6.53 (d, J = 2.5 Hz,

1H), 6.49 (dd, J

(dd, J = 6.4, 2.3 Hz, 1H), 6.05 (d, J =

2H), 3.83 (s, 3H), 3.81 - 3.76 (m, 2H), 3.21 (t, J
J =8.6 Hz, 2H), 2.93 - 2.89 (m, 2H), 2.65 (t, J

1H), 7.11 - 7.05 (m, 2H), 6.99 (t, J = 7.
8.7, 2.5 Hz, 1H), 6.24
1H), 4.18 (t, J = 8.6 Hz,

5.0 Hz, 4H), 3.13 (t,
5.1 Hz, 4H), 2.40 (s, 3

H), 2.18 (s, 3H). LCMSOOA; RT 1.16; m/z [M+H]* 485.1.

oooogad
ooooooooooi19e80
goooaoano

oooooad

1-(7-((2-((3-(4-00000000-1-00)0000)000)0000-4-00)000

yboooo-1-00)0o0oD-1-00

0O0O0O0O000003-(4-00000000-1-00)0000000000000000
000000000 YH NMR (CDClg, 500 MHz) & 8.83 (s, 1H), 8.03 (s, 1H),
7.68 (d, J = 6.5 Hz, 1H), 7.25 - 7.17 (m, 2H), 7.13 (t, J = 7.7 Hz, 1H),

6.99 (dd, J = 7.2, 1.2 Hz,

1H), 6.67 (dd, J = 8.3, 2.4 Hz,
= 6.5, 2.1 Hz, 1H), 4.12 (t, J
,J = 7.8 Hz, 2H), 2.61 - 2.51 (m, 4H), 2.37 (s, 3H),
OOA: RT 1.16; m/z [M+H]* 443.2.

gooooao
ooooooooooi19710

1H), 6.77 (t, J
1H), 6.42 (d, J
7.8 Hz, 2H), 3.25 - 3.16 (m, 4H), 3.13 (t

1H), 6.75 - 6.70 (m,

1H), 6.31 (dd, J

2.34 (s, 3H). LCMS
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goooaoano

Oooo0oo
N2-(2-0000-4-(4-00000000-1-00)0000)-N4-00000000-2,4
0000

0000000002 mgDO0.01 mmolJOODOODOOODO118 mgd0.36 mmolD
ooo0OoQO

00O0O0O0060.mg, 0.18 mmolJOOOOOO0O0.02 mL, 0.18 mmolO O XANTP
HOSO6 mg, 0.01 mmolJO0OODOD1,4-0000002 mLOODO 100003000
000000000000 0000D00000000SCX0O0OO0O0OO0O000O00O0O0D
cMOOODODOODOOOOODO7 MOOOODODODOODOOOOOODOOOOOOOOOO
000 OBiotage Isolera0d 000000000020 mgOOO0280000001H N
MR (CDCl3, 400 MHz) & 8.53 (s, 1H), 7.50 (d, J = 6.9 Hz, 1H), 7.34 (t,
J = 7.8 Hz, 2H), 7.18 (t, J = 7.4 Hz, 1H), 7.13 (dd, J = 8.1, 2.2 Hz, 3H),
6.85 (s, 1H), 6.47 (d, J = 8.1 Hz, 2H), 6.22 (dd, J = 6.9, 2.3 Hz, 1H), 5.
88 (d, J = 2.2 Hz, 1H), 3.80 (s, 3H), 3.28 (t, J = 5.1 Hz, 4H), 2.86 - 2.7
8 (m, 4H), 2.49 (s, 3H). LCMSOOA; RT 1.09; m/z [M+H]* 390.2.
Oooo0oo

000000000 D019890

000000

ot
@NH ONT

DoOoooao
1-(5-((2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-
0D0)000)0O0O00O0-1-00)000-1-00
00000D0D00O02-0000-4-(4-00000000-1-00)0000000000
00000000000 YH NMR (CDClg, 400 MHz) 8 8.13 (d, J = 8.4 Hz, 2H
), 7.47 (d, J = 6.8 Hz, 1H), 7.37 (s, 1H), 7.19 (d, J = 8.5 Hz, 1H), 7.00 -
6.92 (m, 2H), 6.51 - 6.40 (m, 2H), 6.32 (dd, J = 6.8, 2.1 Hz, 1H), 5.99 (
d, J = 2.1 Hz, 1H), 4.07 (t, J = 8.5 Hz, 2H), 3.80 (s, 3H), 3.23 (t, J = 5.
O Hz, 4H), 3.14 (t, J = 8.4 Hz, 2H), 2.66 (q, J = 5.4 Hz, 4H), 2.42 (s, 3
H), 2.23 (s, 3H). LCMSODOA; RT 1.03; m/z [M+H]*473.1.

Dooooao
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goooaoano

Dooooao
1-(7-((2-((4-(4-00000000-1-00)-2(000000000)0000)000
)y0O0O0O0-4-00)000)00000-1-00)000-1-00

00000000 O04-(4-00000000-1-00)-2-(000000000)0000
00000000000 0000000000H NMR (CDClg, 400 MHz) & 8.57
(s, 1H), 7.74 (d, J = 6.3 Hz, 1H), 7.46 (d, J = 8.9 Hz, 1H), 7.20 (d, J =
8.3 Hz, 1H), 7.15 (d, J = 2.9 Hz, 1H), 7.09 (t, J = 7.7 Hz, 1H), 7.05 (dd,
J =8.9, 2.9 Hz, 1H), 6.95 (dd, J = 7.2, 1.2 Hz, 1H), 6.35 (dd, J = 6.3, 2
.1 Hz, 1H), 6.01 (s, 1H), 4.11 (t, J = 7.8 Hz, 2H), 3.29 - 3.19 (m, 4H), 3
12 (t, J = 7.7 Hz, 2H), 2.64 - 2.57 (m, 4H), 2.39 (s, 3H), 2.33 (s, 3H).
LCMSO OA; RT 1.20; m/z [M+H]* 511.2.

Dooooao

0000000000 19930

D0oooo0ao

3
A

oooo0oo
1-(7-((2-((2-0000-4-(4-(4-0000000)00000-1-00)0000)000
)y0OOD0-4-00)000)00000-1-00)000-1-00

00000000000 00000O0000000000000000000H NMR
(CDClz, 400 MHz) 8 8.85 (s, 1H), 7.59 (d, J = 6.6 Hz, 1H), 7.26 (d, J =
8.0 Hz, 2H), 7.20 - 7.14 (m, 3H), 7.10 (t, J = 7.7 Hz, 1H), 6.99 (d, J =
7.3 Hz, 1H), 6.49 (d, J = 2.5 Hz, 1H), 6.46 (dd, J = 8.6, 2.5 Hz, 1H), 6.
27 (dd, J = 6.7, 2.2 Hz, 1H), 6.05 (s, 1H), 4.12 (t, J = 7.8 Hz, 2H), 3.81
(s, 3H), 3.56 (s, 2H), 3.22 - 3.16 (m, 4H), 3.13 (t, J = 7.8 Hz, 2H), 2.66
- 2.58 (m, 4H), 2.36 (s, 3H), 2.33 (s, 3H). LCMSOOA; RT 1.44; m/z [M+
H]* 563.3.
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1-(7-((2-((2-0000-4-(4-(2-0000000)00000-1-00)0000)000

)0 O0O0D0-4-00)000)00000-1-00)000-1-00

00000000000 00000O0O000000000000000000H NMR

(CDClz, 400 MHz) 8 8.26 (s, 1H), 7.83 (d, J = 5.9 Hz, 1H), 7.56 (d, J =

8.5 Hz, 1H), 7.30 - 7.27 (m, 1H), 7.10 (dd, J = 8.2, 7.3 Hz, 1H), 6.98 (s,
1H), 6.91 (dt, J = 7.3, 1.1 Hz, 1H), 6.55 - 6.49 (m, 2H), 6.31 (dd, J = 5.
9, 2.0 Hz, 1H), 6.26 (d, J = 2.0 Hz, 1H), 4.13 - 4.05 (m, 2H), 3.83 (s, 3
H), 3.57 (t, J = 5.6 Hz, 2H), 3.39 (s, 3H), 3.22 - 3.16 (m, 4H), 3.10 (t, J
= 7.7 Hz, 2H), 2.73 - 2.62 (m, 6H), 2.32 (s, 3H). LCMSOOA; RT 1.19: m
/z [M+H]* 517.2.

Oooooo

000000000 019950

Ooooo0oo

oooo0oo
N2-(2-0000-4-(4-00000000-1-00)0000)-N4-(1-000-3-0000
-1H-00000-5-00)0000-2,4-0000

000000000 02-0000-4-(4-00000000-1-00)000000000
00000000000 00000LH NMR (CDClg, 400 MHz) & 7.76 - 7.71 (
m, 3H), 7.43 - 7.36 (m, 3H), 7.35 - 7.28 (m, 1H), 6.72 (s, 1H), 6.49 - 6.
42 (m, 2H), 6.35 (s, 1H), 6.23 (dd, J = 6.3, 2.1 Hz, 1H), 5.99 (d, J = 2.1
Hz, 1H), 3.79 (s, 3H), 3.75 (s, 3H), 3.16 (t, J = 5.1 Hz, 4H), 2.63 (t, J
4.8 Hz, 4H), 2.39 (s, 3H). LCMSO OA; RT 1.20; m/z [M+H]*470.1.
Ooooo0oo

0000000000 19980

10

20

30

40

50



Ooo0o0ogoao
e
N-—
M
P
NH K\N/
« N
»
O\
Ooo0o0oOgoao
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N4-(3-(tert-000)-1-000-1H-00000-5-00)-N2-(2-0000-4-(4-00
O0O0O0O00-1-00)0000)0000-2,4-0000

O
O
7.65 (d, J = 6.3 Hz, 1H), 7.29
J = 2.5 Hz, 1H), 6.45 (dd, J =
5.94 (d, J = 2.1 Hz, 1H), 5.87
3

i RT 1.25; m/z [M+H]* 450.2.
oooooao
oodoooooooo2o0000
ooooodd

/
N-
L
—
NH ’/\N/
X N\)
»
O\
oooooao

.14 (m, 4H), 2.65 - 2.60 (m, 4H), 2.39 (s, 3H),

(d, J = 8.6 Hz, 1H), 6.88
8.6, 2.6 Hz, 1H), 6.27 (d,
(s, 1H), 3.79 (s, 3H), 3.6

cooooobooobz2-0000-4-(4-00D000000-2-00)oDO0O0D0ODOODOO
0000000000000 001H NMR (CDClg, 400 MHz) & 7.75 (s, 1H),

(s, 1H), 6.48 (d,
6.1 Hz, 1H),

5 (s, 3H), 3.22 -

S,
J =

1.26 (s, 9H). LCMSO O A

N4-(3-000000C-1-000-2H-00000-5-00)-N2-(2-0000-4-(4-000
ocoooo-1-00)00bb)yoobbo-2,4-0000
goooogogogogogo2-000f-4-(4-00000000-1-00) 000U ogogdo
000000000000 D0DO0O0O01H NMR (CDClg, 400 MHz) 8 7.73 (d, J = 6

.1 Hz, 1H), 7.36 (d, J =
8 Hz, 1H), 5.95 (d, J =
3H), 3.20 (t, J =

8.5 Hz
1.9 Hz,

5.0 Hz, 4H), 2.90 (p, J =

, 1H), 6.53 - 6.42 (m, 2H

), 6.19 (d, J = 5.

1H), 5.86 (s, 1H), 3.81 (s, 3H), 3.65 (s,

6.9 Hz,

1H), 2.65 (d, J =

6.3

Hz, 4H), 2.40 (s, 3H), 1.26 (s, 6H). LCMSOOA; RT 1.16; m/z [M+H]*436.2
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(210) JP 2024-535128 A 2024.9.26

-(7-((2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-
0D0)000)0O0O00O0-1-00)000-1-00
000000000000 00D0O0O0OD000D0D00O000O000O00000H NMR (C

DClz, 400 MHz) & 9.12 (s,

7.19 - 7.07 (m, 3H),

J =

4.04 (q, J = 7.0 Hz, 2H), 3.

H),

3H).

oad
oo
oo

1H), 9.03 (s, 1H), 7.50 (d, J = 7.0 Hz, 1H),

7.0, 2.2 Hz, 1H), 6.00 (d, J =

27 (t,J

2.73 - 2.71 (m, 4H), 2.45 (s,
LCMSO OA; RT 1.23: m/z [M+H]* 487.2.

oooad
goooboboobogz2o0080
gooo

OIS

oo

B

gooo

7.05 - 6.98 (m, 1H), 6.53 - 6.45 (m, 2H), 6.24 (dd,

2.2 Hz, 1H), 4.12 (t, J = 7.8 Hz, 2H),
= 5.1 Hz, 4H), 3.14 (t, J = 7.7 Hz, 2
3H), 2.33 (s, 3H), 1.39 (t, J = 7.0 Hz,

1-(7-((2-((2-0000000-4-(4-00000000-1-00)0000)000)00
00-4-00)000)00000-1-00)000-1-00
000000000000 D0OO0O0O0OO0O0O00O0D0O0O0O0OC0O0O00O0O00O000YH NMR

(CDClz, 400 MHz) & 8.99 (s, 1H),

7.18 (d, J = 8.2 Hz, 2H), 7.

Hz,
2.2
= 5.

(|
oo
ao

1 Hz, 4H), 3.14 (t, J =

oooad
ooooogoggz2o090

11 (t, J
1H), 6.54 - 6.45 (m, 2H),
Hz, 1H), 4.50 (p, J = 6.

1 Hz,

7.8 Hz,
H), 1.31 (d, J = 6.1 Hz,

6H).

8.84 (s, 1H), 7.52 (d, J = 6.8 Hz, 1H),
= 7.6 Hz, 1H), 7.00 (dd, J = 7.3, 1.2

6.25 (dd, J = 6.9, 2.2 Hz, 1H), 6.03 (d, J =

1H), 4.12 (t, J

7.8 Hz, 2H), 3.23 (t, J
2H), 2.67 (s, 4H), 2.42 (s, 3H), 2.33
LCMSOOA; RT 1.34; m/z [M+H]* 501.2.
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1-(7-((2-((2-(2-00000000)-4-(4-00000000-1-00)0000)000
)y0OOOO0-4-00)000)00000-1-00)000-1-00
0000000000000 0DDDO0OO0DDDO0O0DDOO0OOo0DDoODOoOOoDoDoDOoOOlH NMR (C
DClg, 400 MHz) & 8.93 (s, 1H), 8.47 (s, 1H), 7.57 (d, J = 6.8 Hz, 1H),
7.27 - 7.17 (m, 2H), 7.10 (dd, J = 8.1, 7.3 Hz, 1H), 6.99 (dd, J = 7.4, 1.
1 Hz, 1H), 6.55 (d, J = 2.6 Hz, 1H), 6.50 (dd, J = 8.7, 2.6 Hz, 1H), 6.26
(dd, J = 6.8, 2.2 Hz, 1H), 6.07 (d, J = 2.1 Hz, 1H), 4.17 - 4.05 (m, 4H),
3.78 - 3.71 (m, 2H), 3.39 (s, 3H), 3.22 (t, J = 5.1 Hz, 4H), 3.13 (t, J =
7.8 Hz, 2H), 2.66 - 2.58 (m, 4H), 2.41 (s, 3H), 2.34 (s, 3H). LCMSO OA;
RT 1.27; m/z [M+H]*517.2.

oooooao

odooooooooz2o0100

ooooodd
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Dooooao
1-(7-((2-((3-000000000)000)0000-4-00)000)00000-1-00
yooo-1-00

00000000 D03-000000000000000000000000000O000
1H NMR (CDCIl3, 400 MHz) & 8.38 (s, 1H), 7.86 (d, J = 5.8 Hz, 1H), 7.37
- 7.31 (m, 2H), 7.29 (d, J = 1.1 Hz, 1H), 7.23 (t, J = 8.1 Hz, 1H), 7.13 -
7.07 (m, 2H), 7.07 - 6.97 (m, 4H), 6.92 (dq, J = 7.4, 1.1 Hz, 1H), 6.67 (
s, 1H), 6.61 (ddd, J = 8.1, 2.3, 0.9 Hz, 1H), 6.45 (d, J = 2.0 Hz, 1H), 6.
37 (dd, J = 5.9, 2.0 Hz, 1H), 4.11 (t, J = 7.8 Hz, 2H), 3.12 (t, J = 7.7 H
z, 2H), 2.33 (s, 3H). LCMSO OA; RT 2.13; m/z [M+H]* 437.2.
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goooaoano

Oooo0oo
4-((4-((1-000000000-7-00)000)0000-2-00)000)000000
000O0O000004-000000000000000000000000000000
1H NMR (CDClgz, 400 MHz): 8.53 (br s, 1H), 7.93 (d, J = 5.9 Hz, 1H), 7.
76 (d, J = 8.8 Hz, 2H), 7.37 (d, J = 8.8 Hz, 2H), 7.31 (d, J = 8.6 Hz, 1H
), 7.17 (t, J = 7.4 Hz, 1H), 7.02 (br s, 1H), 6.98 (d, J = 8.3 Hz, 1H), 6.4
9 (s, 1H), 6.47 (d, J = 5.9 Hz, 1H), 5.75 (br s, 2H), 4.14 (t, J = 7.8 Hz,
2H), 3.15 (t, J = 7.8 Hz, 2H), 2.36 (s, 3H). LCMSOOA; RT 1.49; m/z [M+
H]* 388.2.

000000

000000000 O020130

oooooo

ng
(T

Dooooao
1-(7-((2-((4-000000000)000)0000-4-00)000)00000-1-00
)yooo-1-00
00000000D04-000000000000000000O00Q0O0O00O000O00O
1H NMR (CDCl3, 500 MHz) & 8.40 (s, 1H), 7.84 (d, J = 5.9 Hz, 1H), 7.33
(dd, J = 8.5, 7.2 Hz, 2H), 7.27 - 7.24 (m, 3H), 7.15 - 7.06 (m, 2H), 7.03
- 6.96 (m, 4H), 6.94 (d, J = 7.2 Hz, 1H), 6.71 (s, 1H), 6.36 (dd, J = 6.0,
2.0 Hz, 1H), 6.33 (d, J = 2.0 Hz, 1H), 4.12 (td, J = 7.4, 3.0 Hz, 2H), 3.1
2 (t,J =7.7 Hz, 2H), 2.34 (s, 3H). LCMSO OA; RT 2.08; m/z [M+H]* 437.2,
Dooooao
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1-(7-((2-((4-(0D000D000)0000)00D0)0000-4-00)000)00000 -
1-00)000-1-00

00000000 D04-000000000000000000000O000O000O00
0D0O0O0YH NMR (CDCl3, 400 MHz) & 8.50 (s, 1H), 7.76 (d, J = 6.2 Hz, 1H)
, 7.47 - 7.43 (m, 2H), 7.43 - 7.38 (m, 2H), 7.37 - 7.31 (m, 1H), 7.23 (d
d, J = 8.2, 1.1 Hz, 1H), 7.20 - 7.16 (m, 2H), 7.09 (dd, J = 8.1, 7.3 Hz, 2
H), 6.97 - 6.91 (m, 3H), 6.32 (dd, J = 6.1, 2.1 Hz, 1H), 6.23 (d, J = 2.0
Hz, 1H), 5.06 (s, 2H), 4.14 - 4.06 (m, 2H), 3.11 (t, J = 7.7 Hz, 2H), 2.3
3 (s, 3H). LCMSO OA; RT 2.09; m/z [M+H]*451.2.

Dooooao

00000000 0020150

Dooooao

(i«
\@

Dooo0oo
1-(7-((2-((4-000000000)000)0000-4-00)000)00000-1-00
yooo-1-00
0O0O0D0O0D0O0O0ON-(4-0000000)000000000000000000000
00O0O0O0O0YH NMR (CDClg, 500 MHz) & 8.47 (s, 1H), 7.78 (d, J = 6.1 H
z, 1H), 7.28 - 7.24 (m, 1H), 7.23 - 7.17 (m, 2H), 7.16 - 7.08 (m, 1H),
96 (dd, J = 7.3, 1.1 Hz, 2H), 6.93 - 6.89 (m, 2H), 6.34 (dd, J = 6.1, 2.1
Hz, 1H), 6.26 (d, J = 2.0 Hz, 1H), 4.13 (t, J = 7.7 Hz, 2H), 3.95 - 3.86 (
m, 4H), 3.20 - 3.10 (m, 6H), 2.35 (s, 3H). LCMSOOA; RT 1.68; m/z [M+
H]* 430.1.

Oooo0oo

000000000 O020160

000000
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Oo0ooOoooao
1-(7-((2-(0000000)0D0DO0D0-4-00)000)0D0000-1-00)000-1-00
0000000000000 0000000000000000000001H NMR (C
DClz, 400 MHz): 8.38 (br s, 1H), 7.85 (d, J = 5.9 Hz, 1H), 7.32-7.27 (m,
3H), 7.25-7.24 (m, 2H), 7.12 (t,J = 7.4 Hz, 1H), 7.01 (t, J = 7.0 Hz, 1
H), 6.92 (dd, J = 7.30001.0 Hz, 1H), 6.68 (br s, 1H), 6.43 (d, J = 1.8
Hz, 1H), 6.36 (dd, J = 5.90002.0 Hz, 1H), 4.10 (t, J = 7.6 Hz, 2H), 3
11 (t,J = 7.8 Hz, 2H), 2.33 (s, 3H). LCMSODOA; RT 1.76; m/z [M+H]*345.2.
oooooao
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oooooooooogz2o0170
gooooao

Dooooao
1-(7-((2-((4-(tert-000)000D0)000)0000-4-00)000)00000-1-
0Do0)0O00-1-00

00000000 O04-(tert-000)0 000000000000 00O000O0000O0
0OO0YH NMR (CDCl3, 400 MHz): 8.42 (br s, 1H), 7.79 (d, J = 6.0 Hz, 1H),
7.32 (d, J = 8.7 Hz, 2H), 7.26 (d, J = 7.3 Hz, 1H), 7.17 (d, J = 8.7 Hz, 2
H), 7.11 (t, J = 7.4 Hz, 1H), 6.93 (dd, J = 7.30001.0 Hz, 1H), 6.90 (m,
1H), 6.38 (d, J = 1.9 Hz, 1H), 6.33 (dd, J = 6.00002.1 Hz, 1H), 4.11 (t
,J = 7.8 Hz, 2H), 3.11 (t, J = 7.8 Hz, 2H), 2.33 (s, 3H), 1.32 (s, 9H). L
CMSODOA; RT 2.13; m/z [M+H]* 401.2.

Dooooao

00000000 0020180

Do0o0oo0ao

w

O
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~
|/©/
N” N
H

gooogoao
4-((4-((1-0000000CO0D0-7-00)000)0000-2-00)000)0000000
N I A I I I I A A O B A B A A A A W A W N N B W N N N
0O0YH NMR (CDClg, 400 MHz): 8.47 (br s, 1H), 7.95 (d, J = 5.8 Hz, 1H),
7.52 (d, J = 8.9 Hz, 2H), 7.43 (d, J = 9.0 Hz, 2H), 7.29 (d, J = 7.9 Hz, 1
H), 7.15 (t, J = 7.4 Hz, 1H), 6.96 (dd, J = 7.20 00 1.0 Hz, 1H), 6.60 (br
s, 1H), 6.48 (dd, J = 5.80002.0 Hz, 1H), 6.39 (d, J = 1.8 Hz, 1H), 4.12
(t, J = 7.8 Hz, 2H), 3.13 (t, J = 7.8 Hz, 2H), 2.34 (s, 3H). LCMSO O A; RT
1.67; m/z [M+H]* 370.2.
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Dooo0oo
4-((4-((1-000000000-7-00)000)0000-2-00)000)-N-0000C00O
0o0Q0O
00O0O0O000004-000-N-0000000000000000000000000
D00O0O0O0YH NMR (CDClg, 400 MHz): 8.43 (br s, 1H), 7.91 (d, J = 5.8 Hz,
1H), 7.68 (d, J = 8.8 Hz, 2H), 7.32 (d, J = 8.7 Hz, 2H), 7.29 (d, J = 7.7
Hz, 1H), 7.14 (t, J = 7.4 Hz, 1H), 6.94 (d, J = 8.2 Hz, 1H), 6.69 (br s, 1
H), 6.45-6.42 (m, 2H), 6.06 (br d, J = 4.9 Hz, 1H), 4.11 (t, J = 7.8 Hz,
2H), 3.12 (t, J = 7.7 Hz, 2H), 3.00 (d, J = 4.8 Hz, 3H), 2.33 (s, 3H). LC
MSOOA; RT 1.44; m/z [M+H]* 402.2.
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000000000 O020200

oooo0oo

N\‘{

O
NH
sNe®
-y |
N~ N N

H

Dooooao
1-(7-((2-(0000-2-00000)0000-4-00)000)00000-1-00)000
-1-00

000000000000 D0-2-00000000000000000000000O0°1H
NMR (CDClsz, 400 MHz): 8.85 (br s, 1H), 8.15 (br, s, 1H), 7.99 (d, J = 8.
8 Hz, 1H), 7.90 (d, J = 6.0 Hz, 1H), 7.75 (d, J = 8.4 Hz, 1H), 7.69 (d, 8.
0 Hz, 1H), 7.63 (t, J = 8.4 Hz, 1H), 7.55 (d, J = 8.0 Hz, 1H), 7.39-7.30

(m, 4H), 7.06 (d, J = 8.2 Hz, 1H), 6.51 (dd, J = 6.10002.2 Hz, 1H), 4.

16 (t, J = 7.8 Hz, 2H), 3.18 (t, J = 7.8 Hz, 2H), 2.38 (s, 3H). LCMSO O A;
RT 2.04; m/z [M+H]* 396.2.

Dooooao

D000O00000020210

Dooooao

N\(

O
NH
L0
N7 ONT

H

Oooo0oo
1-(7-((2-(000000-3-00000)0000-4-00)000)00000-1-00)0
00-1-00

000000000000 000-3-00000000000000000000000
01H NMR (CDClz, 400 MHz): 8.86 (s, 1H), 8.64 (br s, 1H), 7.99 (s, 1H),
7.82 (d, J = 6.0 Hz, 1H), 7.75 (d, J = 8.9 Hz, 1H), 7.66 (d, J = 8.3 Hz, 1
H), 7.50 (t, J = 6.8 Hz, 1H), 7.33-7.27 (m, 2H), 7.19-7.13 (m, 2H), 6.92
(d, J = 7.3 Hz, 2H), 6.38 (dd, J = 6.20002.1 Hz, 1H), 4.06 (t, J = 7.8
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Hz, 2H), 3.07 (t, J = 7.8 Hz, 2H), 2.28 (s, 3H). LCMSOOA: RT 2.00; m/z
[M+H]* 396.2.
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D00000000020220

Dooooao

N\\(
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oooo0oo
1-(7-((2-(0000-3-00000)0000-4-00)000)00000-1-00)000
-1-00

00000000000 00-3-000000000000000000000000°1LH
NMR (CDCl3, 400 MHz): 8.69 (d, J = 2.7 Hz, 1H), 8.36 (s, 1H), 8.29 (d, J
= 2.4 Hz, 1H), 7.94-7.90 (m, 2H), 7.66 (d, J = 9.4 Hz, 1H), 7.49-7.40 (
m, 2H), 7.26 (d, J = 8.0 Hz, 1H), 7.08 (t, J = 7.4 Hz, 1H), 6.86 (d, J = 8
.3 Hz, 1H), 6.63 (br s, 1H), 6.40-6.37 (m, 2H), 4.04 (t, J = 7.8 Hz, 2H),
3.05(t,J=7.8Hz, 2H), 2.26 (s, 3H). LCMSO OA; RT1.67; m/z [M+H]* 396.1.
Oooo0o0o

000000000 O020230

Oooooo

N\\(
0]
NH
(1L
N N
H

Dooooao
1-(7-((2-((1-000-3-0000-1H-00000-5-00)000)0000-4-00)0
0D0)000O00-1-00)000-1-00

000000000 2-000-5-0000-00000-3-0000000000000°0
0000000000 YH NMR (CDCI3, 400 MHz): 8.31 (br s, 1H), 7.78 (d, J
= 5.9 Hz, 1H), 7.69 (d, J = 7.1 Hz, 2H), 7.32 (t, J = 7.3 Hz, 1H), 7.23 (d
,J = 7.4 Hz, 1H), 7.17 (s, 1H), 7.01 (d, J = 7.4 Hz, 1H), 6.83 (d, J = 7.3
Hz, 1H), 6.34-6.32 (m, 2H), 6.08 (d, J = 1.8 Hz, 1H), 5.23 (s, 1H), 4.02
(t, J = 7.8 Hz, 2H), 3.72 (s, 3H), 3.03 (t, J = 7.7 Hz, 2H), 2.24 (s, 3H).
LCMSO OA; RT 1.78; m/z [M+H]* 425.2
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goooaoano

s

NH
AN
fj\ N
—
N N ~
H

O

Dooooao
3-((4-((1-000000000-7-00)000)0000-2-00)000)-N-00000O0
Dooo
00000O000O03-000-N-000-000000000000000000000
00O0O0O0O0YH NMR (CDClg, 400 MHz): 8.44 (s, 1H), 7.88 (d, J = 6.1 Hz,
1H), 7.72 (br s, 1H), 7.44-7.41 (m, 1H), 7.33-7.29 (m, 3H), 7.14 (t, J =
7.4 Hz, 1H), 6.93 (d, J = 8.3 Hz, 1H), 6.71 (br s, 1H), 6.40-6.38 (m 2H),
6.22 (br d, J = 3.4 Hz, 1H), 4.10 (t, J = 7.8 Hz, 2H), 3.11 (t, J = 7.8 H
z, 2H), 3.01 (d, J = 4.8 Hz, 3H), 2.33 (s, 3H). LCMSOOA; RT 1.48; m/z |
M+H]* 402.2.

Dooooao

D0000O0000020270

Dooooao

X

NH
/
X N-N
B!
N N
H

oooo0oo
1-(7-((2-((1-000-1H-000000-3-00)000)0000-4-00)000)00
0Do00-1-00)000-1-00
000D00D00001-000000000-3-0000000000000000000
O0O0O0O0YH NMR (CDClg, 400 MHz): 8.72 (br s, 1H), 7.82 (d, J = 6.2 Hz,
2H), 7.62 (s, 1H), 7.46-7.40 (m, 2H), 7.31 (s, 1H), 7.27 (s, 1H), 7.18 (t,
J=7.6 Hz, 1H), 7.12 (t, J = 7.9 Hz, 1H), 7.00 (dd, J = 7.40000.8 Hz,
1H), 6.41 (dd, J = 6.20002.2 Hz, 1H), 4.15 (t, J = 7.8 Hz, 2H), 3.96 (s
, 3H), 3.16 (t, J = 7.7 Hz, 2H), 2.37 (s, 3H). LCMSOOA; RT 1.93; m/z [
M+H]* 399.2.
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goooaoano

N\(
O
NH
sNe®
NT N =
H

Oooo0oo
1-(7-((2-(0000-6-00000)0000-4-00)000)00000-1-00)000
-1-00

00000000000 00-6-00000000000000000000000007%LH
NMR (CDCl3z, 400 MHz): 8.68 (dd, J = 4.20 00 1.7 Hz, 1H), 8.38 (br s, 1
H), 7.96 (d, J = 8.4 Hz, 1H), 7.92 (d, J = 9.1 Hz, 1H), 7.87 (d, J = 5.9 H
z, 1H), 7.77 (d, J = 2.5 Hz, 1H), 7.47 (dd, J = 9.00002.5 Hz, 1H), 7.28
-7.25 (m, 2H), 7.07 (t, J = 7.4 Hz, 1H), 6.86 (d, J = 7.3 Hz, 1H), 6.79 (
br s, 1H), 6.44 (d, J = 1.8 Hz, 1H), 6.37 (dd, J = 5.90002.0 Hz, 1H), 4
.03 (t, J = 7.7 Hz, 2H), 3.04 (t, J = 7.7 Hz, 2H), 2.26 (s, 3H). LCMSO O A
. RT 1.40; m/z [M+H]* 396.2.

Ooooo0oo

000000000 O020290

Oooo0o0o

N/’

NONH (\N/

oooooao
N2-[2-0000-4-(4-00000000-1-00)0000]1-N4-(4-0D000)00O0OO
-2,4-0000

0o0o0o0o0-4-000033 mgd0.23 mmoldOPd(OAc)202.7 mglD0.012 mmol
O000OXANTPHOSO10 mgd 0.018 mmol0ODOODODODODDODOODOOODMAO
1 mLOOODOOODOOOSB50 mgOo.15 mmolOO0O00OO0OODDODDODDODODDODDODDDODODOGDODGDO
0000003000000 o0o0DU0o.5mMLOODODODDODODDO98 Mg 0.30 mmol
I O e
5000100 000000000DODODO0DO0DDODODODODDODODOODDOOS3 x 25 mLOOODOO
Joodd25 mLOODOOOOOOODODODUODODUODOOOOOoDOoOOoOOoOOooOooOooOooOooOooOooOooOoano
0Oo0oo0oo0ooD0oDooDOoDooDoDO0DOooDO0DO0oOo0DOoDOooDOD500090/710/1 DCM/MeO
H/ NH,OHOOOODODODODODOODODDODODODODODODODDODODODODDODODUODODDODOODODOHPLCO
XBridged 0O D0OO0.10 NHysOHODODODODODODODODDODODODDODODODODDODOODOODD
0000000000000 00000000009 mgD90O0O0D0ODD0DODOOYIH NMR
(CDhCl3z, 400 MHz): 8.70 - 8.79 (1H, m), 8.04 - 8.17 (2H, m), 7.88 - 7.98
(1H, m,), 7.69 - 7.80 (1H, m), 7.50 - 7.62 (2H, m), 7.31 - 7.37 (1H, m),
6.45 - 6.73 (6H, m), 3.87 (3H, s), 3.21 (4H, br. s.), 2.55 - 2.73 (4H, m),
2.39 (3H, s). LCMSOOB; RT = 0.67; m/z [M+H]" 441.2.
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oooooooooo2o0310
gooooao

/=N
S

000000
N4-(ODOO[d]0DDOO0OO-5-00)-N2-(2-0000-4-(4-00000000-1-00)

O00O0)0000-2,4-0000

000000000000 [d]0000D0-5-0000000000000000000

D0C0O0O0O0YH NMR (CDClg, 400 MHz): 8.97 - 9.07 (1H, m), 7.93 - 8.00 (
2H, m), 7.90 (1H, d, J = 8.5 Hz), 7.58 - 7.70 (1H, m), 6.47 - 6.63 (3H,

m), 6.28 - 6.43 (2H, m), 6.05 (1H, s), 3.80 - 3.93 (3H, m), 3.07 - 3.25 (
4H, m), 2.53 - 2.68 (4H, m), 2.38 (3H, s). LCMSOOB; RT = 1.19; m/z [M
+H]* 447.2.
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Dooo0oo
N2-(2-0000-4-(4-00000000-1-00)0000)-N4-(4-(00000000
)OO OoOo)odoOoOo-2,4-0000
000D0O000004-(00000000)00000000000000000000A0
D00O00O0O0YH NMR (CDClg, 400 MHz): 8.00 - 8.07 (1H, m), 7.80 - 7.87 (
2H, m), 7.51 - 7.59 (1H, m), 7.16 - 7.25 (2H, m), 6.48 - 6.60 (3H, m), 6
41 - 6.47 (1H, m), 6.37 - 6.41 (1H, m), 6.25 - 6.33 (1H, m), 3.85 (3H,
s), 3.12 - 3.28 (4H, m), 3.05 (3H, s), 2.52 - 2.67 (4H, m), 2.37 (3H, s).
LCMSOOB; RT = 1.08; m/z [M+H]* 468.2.
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N2-(2-0000-4-(4-00000000-1-00)0000)-N4-(00000-4-00)

goboo-2,4-00 00

00000000000 000-4-000000000000000000000000
01H NMR (CDCl3, 400 MHz): 8.72 - 8.80 (1H, m), 8.34 - 8.41 (1H, m),
8.04 - 8.11 (1H, m), 7.56 - 7.63 (1H, m), 7.28 - 7.34 (1H, m), 6.89 - 6.
94 (1H, m), 6.78 - 6.83 (1H, m), 6.73 - 6.77 (1H, m), 6.64 - 6.69 (1H,
m), 6.50 - 6.57 (2H, m), 3.84 (1H, s), 3.09 - 3.29 (4H, m), 2.52 - 2.70 (
4H, m), 2.37 (3H, s). LCMSOOB; RT = 0.94; m/z [M+H]* 392.2.

oooooad
goobooboobDb20430

gooooaon

N2-(2-0000-4-(4-00000000-1-00)0000)-N4-(3-(0 0000000

yoooo)oooo-2,4-0000

00O0O0O000003-000000000000000000000000000000
O0O0O0O0YH NMR (DMSO-d6, 400 MHz): 8.88 (1H, s), 7.81 (1H, d, J = 5.
5 Hz), 7.50 - 7.61 (4H, m), 7.40 - 7.49 (2H, m), 6.60 (1H, d, J = 2.3 Hz
), 6.45 (1H, dd, J = 8.7, 2.4 Hz), 6.31 - 6.38 (2H, m), 3.79 (3H, s), 3.19
(3H, s), 3.06 - 3.14 (4H, m), 2.42 - 2.48 (4H, m), 2.22 (3H, s). LCMSO

O0B; RT = 1.07; m/z [M+H]* 468.2.
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Dooo0oo
N2-(2-0000-4-(4-00000000-1-00)0000)-N4-(0000-4-00)0
O00-2,4-0000

000000000000 D0-4-0000000000000000000000000°1¢
H NMR (CDClg, 400 MHz): 8.37 - 8.47 (2H, m), 8.07 (1H, d, J = 5.8 Hz),
7.50 - 7.62 (1H, m), 6.92 - 7.04 (2H, m), 6.52 - 6.60 (3H, m), 6.49 (1H,
dd, J = 5.8, 2.0 Hz), 6.43 (1H, d, J = 1.8 Hz), 6.19 (1H, s), 3.87 (3H, s),
3.16 - 3.26 (4H, m), 2.56 - 2.68 (4H, m), 2.39 (3H, s). LCMSOOC; RT =
0.31; m/z [M+H]* 391.1.

oooo0oo

000000000 020460

Oooo0o0o

Oooo0o0o
N-(2-0000-5-((2-((2-0000-4-(4-00000000-1-00)0000)000)
000D0-4-00)000)0000)000000
O0O0O0O0O0O0O0OON-(5-000-2-00000000)000000000000000
0000000000 O000YH NMR (CDClg, 400 MHz): 8.20 - 8.31 (1H, m),
7.85 - 7.91 (1H, m), 7.78 (1H, br. s.), 7.59 (1H, d, J = 8.5 Hz), 6.91 (1
H, dd, J =, 8.7, 2.4 Hz), 6.81 - 6.87 (1H, m), 6.55 - 6.64 (2H, m), 6.52
(1H, dd, J = 8.5, 2.5 Hz), 6.25 (1H, dd, J = 5.9, 1.9 Hz), 6.20 (1H, s), 5
.81 (1H, br. s.), 3.91 (3H, s), 3.85 (3H, s), 3.11 - 3.28 (4H, m), 2.56 -
2.71 (4H, m), 2.38 (3H, s), 2.23 (3H, s). LCMSOOB; RT = 1.16; m/z [M+
H]* 477.2.

oooooo

000000000 O020470

Dooo0oo

L
X NH (\N/

ODooo0oo
N2-(2-0000-4-(4-00000000-1-00)0000)-N4-(DJO000-6-00)0
000-2,4-0000

00000000000 00-6-0000000000000000000O0O0O0O0O00?!Y
H NMR (CDClz, 400 MHz): 8.83 (1H, dd, J = 4.3, 1.83 Hz), 8.09 - 7.99 (
3H, m), 7.60 - 7.50 (3H, m), 7.39 (1H, dd, J = 8.3, 4.3 Hz), 6.57 - 6.51
(3H, m), 6.46 - 6.41 (2H, m), 6.19 (1H, s), 3.86 - 3.86 (3H, m), 3.21 - 3
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.17 (4H, m), 2.63 - 2.59 (4H, m), 2.39 - 2.38 (3H, m). LCMSO OB; RT =
1.06; m/z [M+H]* 441.2.

Dooooao

0000000000 20490

Dooooao

H
~N NH N~
oo

oooo0oo
3-((2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-0
0O)OOOD)-N-OODOODOODODODO
000D0O000003-000-N-0000000000000000000000000
O0C0O0O00YH NMR (CDClg, 400 MHz): 7.97 (1H, d, J = 6.0 Hz), 7.59 - 7.
56 (2H, m), 7.39 - 7.37 (2H, m), 7.29 - 7.28 (1H, m), 6.57 - 6.48 (3H,
m), 6.35 - 6.32 (2H, m), 6.14 (1H, d, J = 3.8 Hz), 6.01 (1H, s), 3.86 - 3
.85 (3H, m), 3.21 - 3.17 (4H, m), 3.05 - 3.03 (3H, m), 2.63 - 2.59 (4H,
m), 2.38 (3H, s). LCMSOOB; RT = 1.12; m/z [M+H]*447.2.
Oooo0o0o
000000000 020520
Oooooo
R
N

Dooooao
N2-(2-0000-4-(4-00000000-1-00)0000)-N4-(3-(0O000-2-00)
00O0D0)0000-2,4-0000
0000000003-(0000-2-00)000000000000000000000
00O0O0O0YH NMR (CDClg, 400 MHz): 8.73 - 8.71 (1H, m), 7.97 - 7.95 (1
H, m), 7.88 (1H, t, J = 2.0 Hz), 7.81 - 7.67 (3H, m), 7.58 - 7.55 (1H, m)
, 7.44 (1H, t, J = 7.9 Hz), 7.28 (1H, s), 6.58 - 6.54 (2H, m), 6.42 - 6.34
(3H, m), 6.02 (1H, s), 3.84 (3H, s), 3.17 - 3.12 (4H, m), 2.62 - 2.58 (4
H, m), 2.38 - 2.38 (3H, m). LCMSOOB; RT = 1.21: m/z [M+H]* 467.2.
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goooaoano

I}
—

07> NH

Do0oooao
N-(3-((2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-
00)000)0000)0O000CO0O00O0O0O0
00000000 ON-(3-0000000)00000000000000000000
000000000000 YH NMR (DMSO-d6, 400 MHz): 9.70 (1H, br. s.), 8.
57 (1H, s), 7.75 (1H, d, J = 6.3 Hz), 7.57 (1H, d, J = 8.5 Hz), 7.39 (1H,
s), 7.22 (1H, t, J = 8.0 Hz), 7.01 (1H, s), 6.85 - 6.94 (1H, m), 6.79 (1H,
dd, J = 8.0, 1.3), 6.60 (1H, d, J = 2.5 Hz), 6.45 (1H, dd, J = 8.7, 2.4 Hz
), 6.24 - 6.34 (2H, m), 3.78 (3H, s), 3.04 - 3.15 (4H, m), 2.98 (3H, s),
2.40 - 2.48 (4H, m), 2.23 (3H, s). LCMSOOB; RT = 1.09; m/z [M+H]*483.2.
Dooooao
00000000 0020550
Dooooao

0O

Ir=z

Oooo0oo
4-((2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-0
0O)OOO)-N-OOOODOODODOO
00O0D0O000004-000-N-0000000000000000000000000
DO0O00O0OYH NMR (CDClg, 400 MHz): 7.99 (1H, d, J = 5.5 Hz), 7.72 (2H
,d, J=8.8 Hz), 7.56 (1H, d, J = 8.5 Hz), 7.14 (2H, d, J = 8.8 Hz), 6.56-
6.50 (3H, m), 6.39-6.36 (2H, m), 6.08 (2H, m), 3.85 (3H, s), 3.18 (4H,
m), 3.02 (3H, 2 x s, 00000), 2.60 (4H, m), 2.37 (3H, s). LCMSO OB; R
T =1.15 m/z [M+H]* 447.3.
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goooaoano

Oooo0oo
N2-(2-0000-4-(4-00000000-1-00)0000)-N4-(000000O-5-00
yOoOoOo-2,4-0000

000000000000 000-5-00000000000000000000000
0O0YH NMR (CDClg, 400 MHz): 8.90 (1H, d, J = 1.8 Hz), 8.73 (1H, d, J =
1.8 Hz), 8.20 (1H, br s), 8.08 (1H, d, J = 5.8 Hz), 7.72-7.62 (4H, m), 6.
70 (1H, dd, J = 5.8, 2.0 Hz), 6.65 (1H, d, J = 2.0 Hz), 6.61 (1H, br s), 6
.58-6.56 (2H, m), 3.87 (3H, s), 3.20 (4H, t, J = 5.0 Hz), 2.62 (4H, t, J =
5.0 Hz), 2.38 (3H, s). LCMSOOB; RT = 1.15; m/z [M+H]* 447.3.
000000

000000000 O020570

oooooo

Ooooo0oo
N4-(1H-0O0OOOO-4-00)-N2-(2-0000-4-(4-00000000-1-00)000
0)yooOOoOO-2,4-0000

0000001000000 00000DMAO1.5 mLOOODODOOODODO75 mgOo.2
mmolO0O1H-000O00-4-000033 mgd0.25 mmolO O XANTPHOSO 8 mglO
0.014 mmolJODOODDOODOOOD0OD147 mgd0.45 mmolJ0DOO0DOODO0O0DO0O0DO

00Pd(OAc)202 mg, 0.01 mmolO0 OO ODOODODOOO15000900000000
O0O0OOMeOHOOOOOMeOHOOOOOODOD2 MOOOOODODOODOODOOOOO

05 ¢g0SCXOOODODODDOOOODOODDOOOODOODOOOOODONDODOOOOOOO
00000000000 00000O00000DCMOO0O100MeOHOOODODOODO

00000000000 00000O00013 mgOOO13000YH NMR (CDClg, 4
00 MHz): 8.32 (1H, br s), 7.92 (1H, d, J = 5.8 Hz), 7.59 (1H, d, J = 8.6
Hz), 7.21 (2H, m), 7.16 (1H, t, J = 8.0 Hz), 7.03 (1H, m), 6.59-6.53 (2H,
m), 6.50-6.47 (2H, m), 6.34 (1H, dd, J = 5.8, 2.0 Hz), 6.30 (1H, d, J = 1
.8 Hz), 6.08 (1H, br s), 3.83 (3H, s), 3.16 (4H, m), 2.60 (4H, m), 2.37 (
3H, s). LCMSODOB; RT = 1.01; m/z [M+H]* 429.3.
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goooaoano
N

oooogad
N2-(2-0000-4-(4-00000000O-1-00)00O0Qd)-N4-(ODODODO-3-00)HO
ood-2,4-0000

0000000000000 -3-000000000000000000O0O0DO0O0DODGO!l
H NMR (CDCIlz, 400 MHz): 8.48 (1H, d, J = 2.5 Hz), 8.33 (1H, dd, J = 4.
7, 1.5 Hz), 7.99 (1H, d, J = 5.7 Hz), 7.58 (1H, d, J = 8.6 Hz), 7.53 (1H,
ddd, J = 8.3, 2.6, 1.7 Hz), 7.26 - 7.24 (1H, m), 6.57 (1H, d, J = 2.3 Hz),
6.54 (1H, dd, J = 8.6, 2.5 Hz), 6.51 (1H, s), 6.33 (1H, dd, J = 5.9, 2.1
Hz), 6.28 (1H, d, J = 2.0 Hz), 5.88 (1H, s), 3.86 (3H, s), 3.23 - 3.17 (4
H, m), 2.64 - 2.59 (4H, m), 2.59 (3H, s). LCMSOOB; RT = 0.57; m/z [M+
H]* 391.0.

oooogoad

0o0ooo0oDooDoo20630

oooooad
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Dooooao
N4-(3-(1H-0000O0D0-1-00)0000)-N2-(2-0000-4-(4-00000000
-1-00)0000)0000-2,4-0000
0000000003-(lH-000000-1-00)00000000000000000
000000000 YH NMR (DMSO-d6, 400 MHz) : 8.71 (1H, s), 8.23 - 8.19
(1H, m), 7.78 (1H, d, J = 5.7 Hz), 7.68 (1H, t, J = 1.4 Hz), 7.55 (1H, d,
J = 8.7 Hz), 7.48 (1H, s), 7.41 (1H, t, J = 8.1 Hz), 7.33 (1H, t, J = 2.1
Hz), 7.17 (1H, ddd, J = 8.0, 2.3, 0.7 Hz), 7.11 (1H, t, J = 1.0 Hz), 7.09
(1H, ddd, J = 8.2, 2.0, 0.8 Hz), 6.58 (1H, d, J = 2.7 Hz), 6.41 (1H, d, J
= 2.0 Hz), 6.37 (1H, dd, J = 8.6, 2.7 Hz), 6.32 (1H, dd, J = 5.7, 2.1 Hz),
3.76 (3H, s), 3.11 - 3.02 (4H, m), 2.48 - 2.41 (4H, m), 2.22 (3H, s). LC
MSOOC; RT = 0.35; m/z [M+H]* 456.2.
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O
O
O

\=Z O

N

SU

Do0oooao
N4-(3-(4H-1,2,4-000000-4-00)0000)-N2-(2-0000-4-(4-00000
00D0-1-00)0000)0000-2,4-0000
00000O00003-(1,2,4-000000-4-00)0000000000000000
00000000 O00YH NMR (DMSO-d6, 400 MHz): 9.10 (2H, s), 8.77 (1H,
s), 7.79 (1H, d, J = 5.7 Hz), 7.58 (1H, d, J = 8.7 Hz), 7.49 - 7.43 (2H,
m), 7.42 (1H, t, J = 2.2 Hz), 7.21 (1H, ddd, J = 8.0, 2.2, 0.7 Hz), 7.15 (
1H, ddd, J = 8.2, 2.2, 0.8 Hz), 6.57 (1H, d, J = 2.7 Hz), 6.43 (1H, d, J
2.0 Hz), 6.38 - 6.31 (2H, m), 3.76 (3H, s), 3.10 - 3.02 (4H, m), 2.47 -
.41 (4H, m), 2.22 (3H, s). LCMSOOB; RT = 1.04; m/z [M+H]*416.0.
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Dooooao
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oooooo
2-((2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-0
0)OOD)DOODODOO0O0D
00O0O0O000002-00000000000000000000000000000¢0
OO0O0OYH NMR (CDCl3, 400 MHz): 8.43 - 8.54 (1H, m), 8.06 - 8.17 (1H,
m), 7.86 (1H, dd, J = 7.8, 1.8 Hz), 7.73 (1H, d, J = 9.3 Hz), 7.24 (1H, d,
J =1.8 Hz), 6.97 - 7.05 (2H, m), 6.93 (1H, dd, J = 7.5, 5.0 Hz), 6.68 (1
H, br. s.), 6.56 - 6.62 (2H, m), 3.88 (3H, s), 3.15 - 3.33 (4H, m), 2.59 -
2.70 (4H, m), 2.40 (3H, s). LCMSOOB; RT = 1.10; m/z [M+H]* 416.0.
oooo0oo

000000000 O020670

10

20

30

40

50



(227) JP 2024-535128 A 2024.9.26
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1-(7-((2-(0000-5-00000)0000-4-00)000)00000-1-00)000
-1-00

0000000000000 -5-000000000000000000000O000?1H
NMR (CDClg, 400 MHz): 8.87 (dd, J = 4.20001.6 Hz, 1H), 8.36 (d, J =
9.2 Hz, 1H), 8.31 (br s, 1H), 7.85 (d, J = 8.5 Hz, 1H), 7.78 (d, J = 6.0
Hz, 1H), 7.60 (t, J = 7.5 Hz, 1H), 7.49 (dd, J = 7.50001.0 Hz, 1H), 7.3
4 (dd, J = 8.50004.2 Hz, 1H), 7.07-7.02 (m, 2H), 6.87 (t, J = 7.4 Hz,
1H), 6.78 (dd, J = 7.20000.9 Hz, 1H), 6.29 (dd, J = 6.00002.0 Hz, 1
H), 6.07 (d, J = 1.9 Hz, 1H), 3.98 (t, J = 7.8 Hz, 2H), 2.99 (t, J = 7.7 H
z, 2H), 2.21 (s, 3H). LCMSOOA; RT = 1.34; m/z [M+H]* 396.2.
Ooo0oOoooaod

O0O0o0oO0oo0ooOoboOo20e6e90
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Dooooao
1-(7-((2-((3-00000000)000)0000-4-00)000)00000-1-00)
0o0o0-1-00

00000000 D03-00000000000000000000000000000
D00O0O0YH NMR (CDCl3, 400 MHz): 8.54 (br s, 1H), 8.21 (d, J = 5.8 Hz,
1H), 7.31 (d, J = 8.1 Hz, 1H), 7.17 (t, J = 7.4 Hz, 1H), 7.11 (t, J = 7.8
Hz, 1H), 7.06 (d, J = 2.0 Hz, 1H), 6.99-6.96 (m, 2H), 6.88 (t, J = 2.0 Hz,
1H), 6.75 (dd, J = 8.20002.4 Hz, 1H), 6.68-6.65 (m, 1H), 4.12 (t, J =
7.8 Hz, 2H), 3.68 (br s, 1H), 3.14 (t, J = 7.8 Hz, 2H), 2.35 (s, 3H). LCM
SOOA; RT = 1.59; m/z [M+H]* 369.2.
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1-(7-((2-((3-000000-1-000-1H-00000-5-00)000)0000-4-00
)y0OO)oODODOD-1-00)000-1-00
godooodooooooobooo-2-000-00000-3-000000O0OO0OO0DOOOO
00000000000 YH NMR (CDClg, 400 MHz): 8.38 (br s, 1H), 7.73 (d,
J =5.9 Hz, 1H), 7.14 (d, J = 9.0 Hz, 1H), 7.02 (t, J = 7.3 Hz, 1H), 6.85
(dd, J = 7.30001.0 Hz, 1H), 6.28 (dd, J = 6.00002.1 Hz, 1H), 6.04 (d
,J =1.8 Hz, 1H), 5.83 (s, 1H), 4.03 (t, J = 7.8 Hz, 2H), 3.60 (s, 1H), 3.
04 (t, J = 7.7 Hz, 2H), 2.25 (s, 3H), 1.19 (s, 3H), 1.17 (s, 3H). LCMSO
OA;, RT = 1.77; m/z [M+H]*" 391.2
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1-(7-((2-(00O0000-8-00000)0000-4-00)000)00000-1-00)0
oo-1-00
goooboooboboboobgoo-8-0bb0bu0oboDo0obOoUoboboUoboboooannb
01H NMR (CDCl3, 400 MHz): 9.43 (s, 1H), 8.48 (d, J = 5.7 Hz, 1H), 8.30
(br s, 1H), 7.82 (d, J = 6.0 Hz, 1H), 7.61-7.54 (m, 3H), 7.48 (d, J = 7.6
Hz, 1H), 7.12-7.10 (m, 2H), 6.93 (t, J = 7.4 Hz, 1H), 6.80 (d, J = 7.3 Hz,
1H), 6.34 (dd, J = 6.00002.0 Hz, 1H), 6.20 (d, J = 1.9 Hz, 1H), 4.00 (t
,J = 7.8 Hz, 2H), 3.01 (t, J = 7.8 Hz, 2H), 2.22 (s, 3H). LCMSOOA; RT =
1.30; m/z [M+H]* 396.1
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goooaoano

S
NH N
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ooooodd
1-(7-((2-((1-000000000-5-00)000)0000-4-00)000)00000
-1-00)oDog-1-00
odooooboboobil1-0000-5-000-2,3-0000(H)0D0O0O0DOOOODOO0ORO
0000000000000 0YH NMR (CDClz, 400 MHz): 8.69 (br s, 1H), 8.
13 (d, J = 8.6 Hz, 1H), 7.70 (d, J = 6.2 Hz, 1H), 7.64 (br s, 1H), 7.22 (d
,J =8.1 Hz, 1H), 7.15 (s, 1H), 7.12 (t, J = 7.4 Hz, 1H), 7.00 (dd, J = 8.
60002.2 Hz, 1H), 6.96 (d, J = 7.3 Hz, 1H), 6.32-6.28 (m, 2H), 4.13-4.
05 (m, 4H), 3.20-3.10 (m, 4H), 2.32 (s, 3H), 2.22 (s, 3H). LCMSO O A; RT
1.65; m/z [M+H]*" 428.1.
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gooooao
1-(7-((2-((1-000000000-6-00)000)0000-4-00)000)00000
-1-00)000-1-00
goooooobol1-00b00-6-000-2,3-0000-1H-00000ODO00O0O00O0DO
000000000000 001H NMR (CDClg, 400 MHz): 8.69 (br s, 1H), 8.
13 (s, 1H), 7.79-7.69 (m, 2H), 7.32 (d, J = 8.2 Hz, 1H), 7.10 (t, J = 7.5
Hz, 2H), 6.98 (dd, J = 7.90001.5 Hz, 1H), 6.94 (d, J = 7.3 Hz, 1H), 6.
37 (d, J = 1.6 Hz, 1H), 6.30 (dd, J = 6.30001.9 Hz, 1H), 4.12-4.06 (m,
4H), 3.18-3.09 (m, 4H), 2.33 (s, 3H), 2.24 (s, 3H). LCMSO OA; RT = 1.7
3; m/z [M+H]* 428.1.
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goooaoano
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ooooodd
1-(7-((2-((5-00000000-2-00)000)0000-4-00)000)00000-
1-00)000-1-00
godoooooooez2-000-5-00000000000DU0ODODODODODODODODUOUOUOOOO
OO0OOO0'H NMR (CDClg, 400 MHz): 9.61 (br s, 1H), 8.42 (s, 1H), 7.87 (d
d,J =8.60002.4 Hz, 1H), 7.71 (d, J = 8.7 Hz, 1H), 7.63 (d, J = 7.0 Hz,
1H), 7.61 (br s, 1H), 7.53 (d, J = 7.0 Hz, 2H), 7.47 (t, J = 7.2 Hz, 2H),
7.45-7.33 (m, 4H), 7.10 (d, J = 7.3 Hz, 1H), 6.47 (dd, J = 7.00 00 2.3 H
z, 1H), 4.17 (t, J = 7.8 Hz, 2H), 3.18 (t, J = 7.8 Hz, 2H), 2.38 (s, 3H). L
CMSOOA; RT = 2.25; m/z [M+H]* 422.1.
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Dooooao
4-((4-((1-000000000-7-00)000)0000-2-00)000)-N,N-000O
Do0ooooo

00000000 D04-000-N,N-0000-0000000000000000000
00000000 YH NMR (CDClg, 400 MHz): 8.50 (s, 1H), 7.86 (d, J = 6.0
Hz, 1H), 7.38 (d, J = 8.7 Hz, 2H), 7.29 (d, J = 8.7 Hz, 2H), 7.26 (s, 1H),
7.13 (t, J = 7.4 Hz, 1H), 7.00 (br s, 1H), 6.94 (dd, J = 7.30001.0 Hz,
1H), 6.43 (d, J = 1.8 Hz, 1H), 6.40 (dd, J = 6.00002.0 Hz, 1H), 4.11 (t
,J = 7.8 Hz, 2H), 3.12 (t, J = 7.7 Hz, 2H), 3.06 (br s, 6H), 2.33 (s, 3H).
LCMSO OA; RT = 1.53; m/z [M+H]* 416.2.
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Dooo0oo
N4-(3-(tert-000)-1-000-1H-00000-5-00)-N2-(4-(4-00000000
-1-00)0000)0000-2,4-0000

000000000 04-(4-00000000-1-00)000000000000000
0000000000 YH NMR (CDClg, 400 MHz): 7.70 (d, J = 5.2 Hz, 1H), 7
.17 (d, J = 8.9 Hz, 2H), 6.97 (d, J = 8.8 Hz, 2H), 6.29-6.27 (m, 1H), 6.0
6-6.05 (d, J = 2.2 Hz, 1H), 5.97 (s, 1H), 3.62 (s, 3H), 3.22 (t, J = 5.6 H
z, 4H), 2.79 (t, J = 5.0 Hz, 4H), 2.64 (q, J = 7.8 Hz, 2H), 1.27 (s, 9H),
1.20 (t, J = 7.2 Hz, 3H). LCMSOOA; RT = 1.15; m/z [M+H]* 434.2.
oooo0oo

000000000 O021030

Oooo0o0o

N\N/

/
WNH NS

oooood
N2-(4-(4-00000000-1-00)000dQd)-N4-(3-000D0O0OO0O0-1-0D0D00-12H-O
ooood-5-00)0000d-2,4-0000

oo uooud4-(4-00000000d-1-00)bCUUoUooooooooooo
000DO0O0D0DD0DO0OO0YH NMR (MeOD, 400 MHz): 7.69 (d, J = 6.2 Hz, 1H), 7
.18 (d, J = 8.8 Hz, 2H), 6.97 (d, J = 8.9 Hz, 2H), 6.27 (dd, J = 6.20 0 O
2.0 Hz, 1H), 6.07 (d, J = 2.0 Hz, 1H), 5.94 (s, 1H), 3.22 (t, J = 4.8 Hz,
4H), 2.86 (sept, J = 8.2 Hz, 1H), 2.79 (t, J = 5.0 Hz, 4H), 2.64 (q, J =7
.3 Hz, 2H), 1.23 (s, 3H), 1.22 (s, 3H), 1.20 (t, J = 7.3 Hz, 3H). LCMSO
OA; RT = 1.13; m/z [M+H]* 420.2.
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3-((2-((4-(4-00000000-1-00)0000)000)0000-4-00)000)-N
-0000o0o0oooao

00000O0D00O0D4-(4-00000000-1-00)000000000000000
0000000000 YH NMR (MeOD, 400 MHz): 7.71 (t, J = 1.8, 1H), 7.62
(d, J = 6.7 Hz, 1H), 7.55 (d, J = 7.8 Hz, 1H), 7.46 (t, J = 7.9 Hz, 1H), 7.
36-7.33 (m, 1H), 7.19 (d, J = 8.9 Hz, 2H), 7.01 (d, J = 9.0 Hz, 2H), 6.45
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(dd, J = 6.70002.2 Hz, 1H), 6.34 (d, J = 2.1 Hz, 1H), 3.25 (t, J = 4.9
Hz, 4H), 2.93 (s, 3H), 2.82 (t, J = 4.9 Hz, 4H), 2.67 (q, J = 7.3 Hz, 2H),
1.21 (t, J = 7.2 Hz, 3H). LCMSODOA:; RT = 0.94; m/z [M+H]* 431.2.
Dooooao
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ooooodd
0
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oooOoooao

4-((2-((4-(4-00000000-1-00)0000)000)0000-4-00)000)-N
-000000o0o0ao

000000000 D04-(4-00000000-1-00)000000000000000
0000000000 YH NMR (MeOD, 400 MHz): 7.78 (d, J = 8.7 Hz, 2H), 7
.71 (d, J = 6.2 Hz, 1H), 7.22 (dd, J = 8.7000 3.4 Hz, 4H), 6.97 (d, J =
9.0 Hz, 2H), 6.47-6.44 (m, 2H), 3.20 (t, J = 4.8 Hz, 4H), 2.91 (s, 3H), 2
.76 (t, J = 5.0 Hz, 4H), 2.61 (q, J = 7.3 Hz, 2H), 1.18 (t, J = 7.2 Hz, 3H
). LCMSODOA; RT = 1.13; m/z [M+H]* 431.2.
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0ooooon
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N2-(4-(4-00000000-1-00)0000)-N4-(0D0D0O00D0-4-00)0000-2,4
-00oo

00000000 D04-(4-00000000-1-00)000000000000000
00O000O000O0YH NMR (MeOD, 400 MHz): 8.66 (s, 1H), 8.29 (d, J =
0 Hz, 1H), 7.86 (d, J = 5.9, 1H), 7.47 (d, J = 1.6 Hz, 1H), 7.29 (d, J =
9 Hz, 2H), 6.98 (d, J = 9.1 Hz, 2H), 6.95 (d, J = 1.9 Hz, 1H), 6.86 (dd,
6.00001.1 Hz, 1H), 3.23 (t, J = 4.6 Hz, 4H), 2.85 (t, J = 5.0 Hz, 4
), 2.69 (g, J= 7.3 Hz, 2H), 1.21 (t, J = 7.3 Hz, 3H). LCMSO OA; RT = 0.
0: m/z [M+H]* 376.2.

Dooooao

00000000 0021070



(233) JP 2024-535128 A 2024.9.26

N
7\
N
NH (\N/\
N ot
w
NN
H
Oo0oooo

N4-(3-(1H-0000O0D0-1-00)0000)-N2-(4-(4-00000000-1-00)0
00O0)0o0O00-2,4-0000

000000000 D04-(4-00000000-1-00)00000000000000O0
0000000000 YH NMR (MeOD, 400 MHz): 8.12 (s, 1H), 7.69 (d, J =
6.4 Hz, 1H), 7.55 (s, 1H), 7.48 (t, J = 8.2 Hz, 1H), 7.40 (t, J = 2.1 Hz,
1H), 7.26 (dd, J = 8.20002.2 Hz, 1H), 7.20-7.17 (m, 4H), 6.91 (d, J =
9.0 Hz, 2H), 3.22 (t, J = 4.7 Hz, 4H), 2.85 (t, J = 5.0 Hz, 4H), 2.71 (q,
J = 7.4 Hz, 2H), 1.22 (t, J = 7.2 Hz, 3H). LCMSOOA; RT = 0.70; m/z [M+
H]* 440.2.
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Dooooao
N2-(4-(4-00000000-1-00)0000)-N4-(3-(000000O00)0000)
0D0O00-2,4-0000

00000000 0D04-(4-00000000-1-00)000000000000000
0000000000 YH NMR (MeOD, 400 MHz): 7.76-7.73 (m, 2H), 7.59-7.
56 (m, 2H), 7.46 (d, J = 6.9 Hz, 1H), 7.21 (d, J = 8.5 Hz, 2H), 7.00 (d, J
= 8.8 Hz, 2H), 6.45-6.42 (m, 2H), 3.25 (t, J = 4.8 Hz, 4H), 3.10 (s, 3H),
2.86 (t, J = 4.9 Hz, 4H), 2.71 (q, J = 7.3 Hz, 2H), 1.22 (t, J = 7.3 Hz, 3
H). LCMSOOA; RT = 1.04; m/z [M+H]* 452.1.
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1-(5-((4-((3-(tert-000)-1-000-1H-00000-5-00)000)0000-2-0
O)yOOO)OOOOO-1-00)000-1-00

0000000000 1-0000-5-000-2,3-0000(1H)00000000000
00000000000 O000O0YH NMR (MeOD, 400 MHz): 8.00 (d, J = 8.6 H
z, 1H), 7.74 (d, J = 5.8 Hz, 1H), 7.24 (s, 1H), 7.04 (d, J = 8.5 Hz, 1H),
6.25 (dd, J = 5.90001.7 Hz, 1H), 6.07 (d, J = 1.8 Hz, 1H), 5.97 (s, 1H
), 4.11 (t, J = 8.3 Hz, 2H), 3.62 (s, 3H), 3.17 (t, J = 8.4 Hz, 2H), 2.21
(s, 3H), 1.27 (s, 9H). LCMSOOA; RT = 1.63; m/z [M+H]*405.2.
000000

Oo0O0O0O00O0O0O0O021100

oooooo

N\N/

ooooodd
1-(5-((4-((3-000000-1-000-1H-00000-5-00)000)0000-2-00
)y0ODO)oOOoDOD-1-00)000-1-00
oooooboobOo1-0000-5-000-2,3-0000(AH)0D0O0DD0OOODOO0OO
0000000000000 O0O01TH NMR (MeOD, 400 MHz): 7.99 (d, J = 8.6 H
z, 1H), 7.74 (d, J = 6.0 Hz, 1H), 7.25 (s, 1H), 7.05 (d, J = 8.4 Hz, 1H),
6.25 (dd, J = 6.00002.0 Hz, 1H), 6.09 (d, J = 1.9 Hz, 1H), 5.94 (s, 1H
), 4.10 (t, J = 8.4 Hz, 2H), 3.62 (s, 3H), 3.16 (t, J = 8.4 Hz, 2H), 2.87 (
sept, J = 6.9 Hz, 1H), 2.20 (s, 3H), 1.24 (s, 3H), 1.22 (s, 3H). LCMSO O
A; RT = 1.61; m/z [M+H]*391.2.
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goooaoano

H
O N

Dooooao
3-((2-((1-000000000-5-00)000)0000-4-00)000)-N-00000O0
Dooo
0000000000 1-0000-5-000-2,3-0000(1H) 00000000000
00000000000 O000O0YH NMR (MeOD, 400 MHz): 8.00 (d, J = 8.6 H
z, 1H), 7.73 (d, J = 6.1 Hz, 1H), 7.68 (t, J = 1.7 Hz, 1H), 7.47 (d, J = 7.
7 Hz, 1H), 7.41 (t, J = 7.8 Hz, 1H), 7.32 (d, J = 8.8 Hz, 1H), 7.23 (s, 1
H), 7.06 (dd, J = 8.60001.9 Hz, 1H), 6.45-6.41 (m, 2H), 4.07 (t, J = 8.
4 Hz, 2H), 3.14 (t, J = 8.4 Hz, 2H), 2.94 (s, 3H), 2.19 (s, 3H). LCMSO O
A; RT = 1.46: m/z [M+H]*402.2.
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D000DO00000021120
Dooooao

O

Iz

oooo0oo
4-((2-((1-00000000D0-5-00)000)0000-4-00)000)-N-00000O
0oQoOQ

0000000000 1-0000-5-000-2,3-0000(1H)00000000000
0000000000 O00000H NMR (MeOD, 400 MHz): 7.99 (d, J = 8.6 H
z, 1H), 7.79-7.76 (m, 3H), 7.27 (s, 1H), 7.20 (d, J = 8.7 Hz, 2H), 7.06
(dd, J = 8.60002.0 Hz, 1H), 6.51 (d, J = 1.9 Hz, 1H), 6.45 (dd, J = 6.0
0002.0 Hz, 1H), 4.08 (t, J = 8.4 Hz, 2H), 3.15 (t, J = 8.3 Hz, 2H), 2.9
0s, 3H), 2.19 (s, 3H). LCMSODOA; RT = 1.42; m/z [M+H]* 402.2.
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Dooooao
1-(5-((4-((3-(0000O0D00CO0)I00D0)000)IO00O0-2-00)000)0000
0D-1-00)000-1-00

0000000000 1-0000-5-000-2,3-0000(1H) 00000000000
00000000000 O000O0YH NMR (MeOD, 400 MHz): 7.92 (d, J = 8.6 H
z, 1H), 7.70 (d, J = 6.0 Hz, 1H), 7.62 (s, 1H), 7.46-7.45 (m, 2H), 7.38-7
.35 (m, 1H), 7.17 (s, 1H), 6.98 (dd, J = 8.60002.1 Hz, 1H), 6.38 (d, J
= 1.9 Hz, 1H), 6.33 (dd, J = 6.00002.0 Hz, 1H), 4.01 (t, J = 8.3 Hz, 2
H), 3.09 (t, J = 8.3 Hz, 2H), 3.00 (s, 3H), 2.11 (s, 3H). LCMSO O A; RT =
1.45, m/z [M+H]*423.1.

Dooooao

00000000 0021160
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Iz

oooo0oo
4-((4-((3-(tert-000)-1-000-1H-0000D0-5-00)000)0000-2-00)
O0)-N-OOOODOO0DO0DO0D
00O0D0O0D00004-000-N-00000000000000000000O0O000
O00O0O0O0YH NMR (MeOD, 400 MHz): 7.81 (d, J = 5.9 Hz, 1H), 7.67 (d,
= 8.8 Hz, 2H), 7.44 (d, J = 8.7 Hz, 2H), 6.28 (dd, J = 5.90002.0 Hz,
1H), 6.15 (d, J = 1.9 Hz, 1H), 5.98 (s, 1H), 3.60 (s, 3H), 2.86 (s, 3H),
1.26 (s, 9H). LCMSO OA; RT = 1.48; m/z [M+H]* 379.2.
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Dooo0oo
4-((4-((3-000000-1-000-1H-00000-5-00)000)0000-2-00)0
O0)-N-O0OOODOO0DDOO

000000000 04-000-N-000000000000000000000000
O0O0O0O0O0YH NMR (MeOD, 400 MHz): 7.86 (d, J = 5.9 Hz, 1H), 7.72 (d,

(&}
1

8.7 Hz, 2H), 7.48 (d, J = 8.8 Hz, 2H), 6.34 (dd, J = 5.90002.0 Hz,
1H), 6.20 (d, J = 2.0 Hz, 1H), 5.99 (s, 1H), 3.64 (s, 3H), 2.93-2.85 (m,
4H), 1.26 (s, 3H), 1.25 (s, 3H). LCMSO OA; RT = 1.34; m/z [M+H]* 365.2.
Do0oooao

D000000000023470

Dooooao

S

NH 0
X N/\
E‘F/LNQ)L (_o
Ho o

Dooo0oo
1-(7-((2-((2-0000-4-(00000-4-00000)0000)000)0000-4-0
O)yoOOD)DOOOO-1-00)000-1-00

000000000 (4-000-3-00000000)00000)0000000000
0000000000 O00000YH NMR (DMSO-d6, 400MHz) 8 8.82 (bs, 1H),
8.13 (bs, 1H), 7.79 (d, J = 6Hz, 1H), 7.20 (m, J = 8Hz, 2H), 7.03 (s, 2H)
6.95 (dd, J = 6Hz, 1H), 6.48 (bs, 1H), 6.33 (d, J = 6Hz, 1H), 4.14 (t, J
8Hz, 2H), 3.85 (s, 3H), 3.61 (m, J = 5Hz, 4H), 3.52 (bs, 4H), 3.08 (t, J
8Hz, 2H), 2.28 (s, 3H). LCMSOOC; RT = 2.02; m/z [M+H]* 488.2.
ODo00O00

000000000 23480

Ooo0OoQ

i

Dooooao
1-(7-((2-((4-(0000D0-4-00000)0000)000)0000-4-00)000)0
00O0D0-1-00)000-1-00

000000000 (4-0000000)N00000)0000000000000000
00000000 O0YH NMR (CDCl3, 400MHz) & 8.39 (s, 1H), 7.92 (t, J = 4
Hz, 1H), 7.38-7.28 (m, 5H), 7.13 (t, J = 8 Hz, 1H), 6.95-6.93 (m, 1H), 6
.53 (s, 1H), 6.428 (t, J = 4 Hz, 2H), 4.11 (t, J = 8 Hz, 2H), 3.70-3.66
(br m, 9H), 3.12 (t, J = 8 Hz, 2H), 2.33 (s, 3H). LCMSOOC; RT = 1.89;
m/z [M+H]* 458.2.
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oooooooonong23490
gooooao

A

NH 0
slen
_ |

o\

oooogad
4-((4-((1-0D0DDODDODDODDODDODODO-7-00)000)0O0O0DO0-2-00)000)-3-0000 -
N-OOOOooogogogaod
00oodoooouoo4-000-3-0000O-N-OCO0000O0O0CU0CU0UO0U0OO0OOoOoOooOoooo
00000000000 1H NMR (CDCl3, 400MHz) & 9.44 (s, 1H), 9.07 (s, 1
H), 7.53-7.35 (m, 3H), 7.24-7.05 (m, 5H), 6.31 (dd, J = 2 Hz, J = 2Hz, 1
H), 6.16 (d, J = 2 Hz 1H), 4.13 (t, J = 8 Hz, 2H), 3.87 (s, 1H), 3.14 (t, J
= 8 Hz, 2H), 3.02 (d, J =5 3H), 2.34 (s, 3H). LCMSOOC; RT = 1.96; m/z
[M+H]* 432.1.

oooooad

0o0ooooDoooo23500

oooogad

S

NH o
SW ey

Dooooao
1-(7-((2-((2-000-4-000000000)000)0000-4-00)000)0000
0D-1-00)000-1-00

000000000 2-000-4-0000000000000000000000000
O0O0O0O0YH NMR (DMSO-d6, 400MHz) & 8.65 (bs, 1H), 7.9 (bs, 1H), 7.6
4 (d,J = 6Hz, 1H), 7.17-7.10, (m, 3H), 7.00 (d, J = 7Hz, 1H), 6.81 (d, J
= 3Hz, 1H), 6.75 (dd, J = 6Hz, 1H), 6.16 (dd, J = 4Hz, 1H), 5.91 (s, 1H),
4.11 (t, J= 8Hz, 2H), 3.73 (m, 3H), 3.06 (m, 7H), 2.25 (s, 4H), 2.13 (s,
3H). LCMSODOC:; RT = 2.25; m/z [M+H]*444.2.
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Oooo0oo
1-(7-((2-((2-000-4-(4-00000000-1-00)0000)000)0000-4-0
O)yOOO)OOOOO-1-00)000-1-00
000D0O0D00002-000-4-(4-00000000-1-00)00000000000
00000000000 O000YH NMR (DMSO-d6, 400MHz) & 9.80 (bs, 1H),
9.60 (bs, 1H), 9.26 (bs, 1H), 7.56 (d, J = 7Hz, 1H), 7.16 (m, 4H), 7.00 (
d, J = 2Hz, 1H), 6.91 (dd, 1H), 6.38 (dd, J = 6hz, 1H), 5.88 (d, J=2Hz, 1
H), 4.11 (t, J = 8Hz, 2H), 3.84 (bs, 4H), 3.51 (bs, 3H), 3.09 (t, J = 8Hz,
2H), 2.87 (s, 3H), 2.22 (s, 3H), 2.13 (s, 3H). LCMSOOC; RT = 1.55; m/z
[M+H]* 457.2.
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gooobd
1-(7-((2-((2-0000-4-(2-000-6-00000([3.3]0000-6-00)0000)0
oo)yooooD-4-00)00o0)yoooooO-1-00)000-1-00
goooogogogog2-00dd-4-(2-000-6-0O000CC0[3.3]CO0D0DO0-6-00)O 0O
0000000000000 00000000001H NMR (DMSO-d6, 400MHz) &
8.39 (s, 1H), 7.68 (d, J = 8Hz, 1H), 7.40 (d, J = 7 Hz, 1H), 7.26 (s, 1H)
, 7.15-7.09 (m, 2H), 9.96-6.94 (m, 1H), 6.12-6.09 (m, 2H), 6.03 (s, 1H),
6.02-5.96 (m, 1H), 4.72 (s, 4H), 4.11 (t, J = 8 Hz, 2H), 3.94 (s, 4H), 3.
74 (s, 3H), 3.04 (t, J = 8 Hz, 2H), 2.26 (s, 3H). LCMSOOC; RT = 2.21;
m/z [M+H]* 472.2.

gooogoao

0oooouoboobo23540

o

10

20

30

40

50



(240) JP 2024-535128 A 2024.9.26

goooaoano

it
5o

ODooo0oo
1-(7-((2-((4-(4-000000000000-1-00)-2-00000000)000)0
000-4-00)000)00000-1-00)000-1-00
000D0O000004-(4-000000000000-1-00)-2-0000000000
00000000000 00000000YH NMR (MeOD, 400 MHz) & 7.49 (d,
J =7.3 Hz, 1H), 7.25 (d, J = 4.4 Hz, 2H), 7.20 (d, J = 4.4 Hz, 1H), 7.16
(d, J = 8.6 Hz, 1H), 6.78 (d, J = 2.5 Hz, 1H), 6.67 (d, J = 8.7 Hz, 1H), 6
43 (dd, J = 7.4, 2.2 Hz, 1H), 6.10 (s, 1H), 4.21 (t, J = 7.8 Hz, 2H), 3.8
6 (s, 3H), 3.56 (s, 4H), 3.50 (t, J = 5.0 Hz, 2H), 3.41 (t, J = 5.1 Hz, 2H)
, 3.18 (t, J = 7.8 Hz, 2H), 2.87 (s, 1H), 2.35 (s, 3H). LCMSO OC; RT = 1.
59: m/z [M+H]* 499.3.
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1-(7-((2-(0000-4-00000)0000-4-00)000)00000-1-00)000
-1-0 0

000000000000 D-4-00000000000000000000000O0°1H
NMR (CDCl3, 400MHz) & 8.71 (d, J =5 Hz 1H), 8.57 (s, 1H), 8.06 (d, J
= 8 Hz 1H), 8.02-7.98 (m, 2H), 7.70 (t, J = 6 Hz, 1H), 7.55-7.51 (m, 2H
), 7.14 (t, J = 8 Hz, 2H), 6.96 (d, J = 3 Hz 1H), 6.68 (s, 1H), 6.68-6.54
(m, 1H), 4.12 (t, J = 8 Hz, 2H), 3.13 (t, J = 8 Hz, 2H), 3.01(s, 2H), 2.94
(s, 2H), 2.34 (s, 3H), 2.08 (s, 3H). LCMSOOC; RT=1.79; m/z [M+H]* 396.1.
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goooaoano

S

NH

SN

Dooooao
1-(7-((2-((2-00000000)000)0000-4-00)000)00000-1-00)
0o0O0-1-00
00000000D02-000000000000000000000O0O0O0O0O0O0O0O0Y1
H NMR (CDCl3, 400MHz) & 8.21 (bs, 1H), 7.94-7.91 (m, 2H), 7.32 (d, J
8 Hz, 1H), 7.13 (t, J = 8 Hz, 1H), 6.93-6.87 (m, 4H), 6.78 (bs, 1H), 6.
38 (s, 1H) 6.37 (d, J = 2 Hz, 1H), 4.12-4.08 (m, 2 H), 2.33 (d, J =5 Hz,
3H). LCMSOOC; RT = 2.13; m/z [M+H]* 375.1.
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Dooooao

S
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sSegl

X

P

N H/Q/
O\

oooooao
4-((4-((2-DODDODDODDDDODDO-7-00)0D0DO)ODODDDO-2-00)000)-3-00000
oooooao
jooooogdgogoo4-000-3-00 000000000 Uooooooooooooao
00000004 NMR (CDClz, 400MHz) 3 8.46 (bs, 1H), 8.39 (d, J = 8Hz,
1H), 7.98 (d, J = 6Hz, 1H), 7.32 (d, J = 7Hz, 1H), 7.26 (m, 1H), 7.16 (t,
J = 7Hz, 1H), 7.09 (bs, 1H), 7.02 (d, J = 2Hz, 1H), 6.96 (dd, J = 6Hz, 1
H), 6.49 (dd, 1H), 6.38 (d, 1H), 4.22 (m, 2H), 3.91 (s, 3H), 3.13 (t, J =
8Hz, 2H), 2.34 (s, 3H). LCMSOOC; RT = 2.15; m/z [M+H]* 400.1.
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Dooo0oo
N-(3-((4-((1-000000000-7-00)000)0000-2-00)000)0000)
0000000000
00O0O0O0D0O00ON-(3-0000000)00000000000000000000
00000000000 YH NMR (DMSO-d6, 400MHz) 8 9.528 (bs, 1H), 8.73
-8.57 (bd, 1H), 7.82 (d, J = 6Hz, 1H), 7.47 (t, J = 2Hz, 1H), 7.42 (dd, J
= 8Hz, 1H), 7.24-7.11 (m, 3H), 7.01 (dd, J = 7Hz, 1H), 6.93 (t, J = 8Hz,
1H), 6.68 (dd, J = 7Hz, 1H), 6.46 (t, 1H), 6.31 (s, 1H), 6.25 (dd, J = 4H
z, 1H), 4.15 (t, J = 8Hz, 2H), 3.08 (t, J = 8Hz, 2H), 3.08 (s, 3H), 2.28 (
s, 3H). LCMSOOC; RT = 2.07; m/z [M+H]* 438.1.
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gooooao
1-(7-((2-((3-(000000C00)00O00)00O0)0O000-4-00)000)0000
0-1-00)000-1-00
odoooooDooo3-(0oboooooo)yboooooDoooDoDooDoDooooooao
O00O0O0O0YH NMR (CDCl3, 400MHz) 8 8.54 (bs, 1H), 7.95-7.93 (m, 2 H),
7.62-7.59 (m, 1H) 7.49-7.46 (m, 2H), 7.43 (d, J = 8 Hz, 1H), 7.32 (d, J
= 8Hz, 1H), 7.18 (t, J = 8 Hz, 1H), 6.94 (d, J = 7 Hz, 1H), 6.49 (bs, 1H),
6.45 (dd, J = 2 Hz, J = 2Hz, 1H), 6.39 (d, J = 2 Hz, 1H), 4.11 (t, J = 8 H
z, 2H), 3.12 (t, J = 8 Hz, 2H), 3.05 (s, 3H), 2.34 (s, 3H). LcMsOOC; R
T =1.93; m/z [M+H]* 423.1.
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3-(2-((2-0000-4-(4-00000000-1-00)0000)000)0000-4-00
)-N,N-0 000000000

000000000 2-0000-4-(4-00000000-1-00)0000000000
00000000000 O000O0YH NMR (CDCl3, 400 MHz) & 8.23 (dd, J = 5.
3, 0.8 Hz, 1H), 7.77 - 7.71 (m, 1H), 7.61 (dt, J = 7.1, 1.6 Hz, 2H), 7.51
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- 7.40 (m, 2H), 6.93 - 6.86 (m, 2H), 6.69 (s, 1H), 6.57 (d, J = 8.1 Hz, 2
H), 3.87 (s, 3H), 3.23 - 3.18 (m, 4H), 3.14 (s, 3H), 3.00 (s, 3H), 2.61 (
dd, J=6.2,3.8 Hz, 4H), 2.37 (s, 3H). LCMSO O A; RT 1.08; m/z [M+H]* 446.2.
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