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2.3, 6.7 Hz, 3H).

[M+H]*=446. 2

[M+H]+=482. 2

[M+H]* =482.2

[M+H]* =530.2

[M+H]* =530.2

[M+H]" =464.2

10

20

30

40

50



JP 2025-507472 A 2025.3.21

[M+H]* =464.

[M+H]* =476.

[M+H]* =464.

[M+H]* =446.

[M+H]* =512.

[M+H]* =514.

[M+H]* =480.

[M+H]* =460.

10

20

30

40

50



JP 2025-507472 A 2025.3.21

(154)

10

20

30

40

=498. 2

[M+H]*

=494.2

[M+H]*

=544.2

[M+H]*

=494.2

[M+H]

=b12.2

[M+H]*

=496. 2

[M+H]*

=508. 2

[M+H]*

=478. 2

[M+H]*

21

22

50



(155)

JP 2025-507472 A 2025.3.21

23 [M+H]* =478.
F.
Tt

24 K Y 5 [M+H]* =476,
\©V NH O

25 AA [M+H]* =492,

6 | Cl_s XX [M+H]* =492.

27 [M+H]* =447,
©\/ W)LNH o)

28 [M+H]* =460
Clof

O\ﬁ‘\NH o

29 [M+H]* =447,
©\/ \HLNH (o]

30 [M+H]* =447,
©\/ W)J\NH (o)

31 [M+H]* =460.
CL WANH :

32 [M+H]* =522,

10

20

30

40

50



(156)

JP 2025-507472 A 2025.3.21

33 NS [W+H]* =464.2
[o] NN
Lok
0 NH O Cl
34 T NN [M+H]* =480. 2
o] H NI F
L ])"L
o NH O
35 N [M+H]* =480. 2
LA
L ])L
o NH O
36 P [W+H]* =480. 2
Cl
QL \‘)‘1
° NH O
37 N [M+H]* =464.2
LN
F
o
o NH ©
38 S [M+H]* =514.2
LA
CF,
L 11’
O~ o o~
39 N [M+H]* =476.2
o H N
CL j)L
o NH O
40 PN [M+H]* =476.2
o] N~
L Ti
© NH O
41 S [M+H]* =460. 2
o] N~
QS VS
0.
42 1533 ~ [M+H]* =498 2
(o] N A

10

20

30

40

50



(157)

JP 2025-507472 A 2025.3.21

43 g\ﬁ ~ [M+H]* =528. 1
o M N -
44 \©VO%NH oN - [M+H]* =548. 1
é‘ﬁa DY
45 g{k ~ [M+H]* =514, 1
46 |° l Y g [M+H]* =532. 1
N
OCF,
<8
0.
47 Yk“” °N - [M+H]* =564.2
é‘ﬁ ML
Dot
48 T ~ [M+H]* =512. 2
o H N
'H NMR (400 MHz, Chloroform-d) & 8.56-8.51
(m, 1H), 7.96-7.86 (m, 1H), 7.70-7.63 (m,
1H), 7.28-7.26 (m, 1H), 7.25-7.18 (m G5H)
F@ 7.14-7.06 (m, 2H), 7.06-6.93 (m, 3H), 5.
Ol\k 70-5.61 (m, 1H), 4.67-4.57 (m. 2H), 4.55-4
49 O NH ©
N |27 (o 20, 3.54 (s, 1H), 3.40-3.31 (n, 1
H
© ™ e W), 3.14-3.04 (m, 1H), 1.98-1.88 (m, 1H),
0.84 (d, J=6.9 Hz, 3H), 0.78 (d, J = 6.8
Hz, 3H).

[M+H]*=526. 2

10

20

30

40

50



(158) JP 2025-507472 A 2025.3.21

F [o]
\©\/° NH
50 %Yk ” [M+H]* =516. 1
51 Tr - [M+H]* =516. 1
[o] ™ al
'H NMR (400 MHz, DMSO-c) & 9.39-9.28 (m,
1H), 8.55-8.52 (m, 1H), 8.32-8.23 (m, 1H),
SOt 7.91-7.82 (m, 1H), 7.33-7.21 (m, 5H), 7.1
) Twg . |8-7.04 (m 4W), 5.27-5.15 (m, 1H), 4.48-4.
N T
(Si(l SNo |40 (m, 2H), 4.35-4.21 (m, 3H), 3.86-3.79 (
¢ m, 2H), 3.21-3.16 (m, 1H), 2.96-2.86 (m, 1
H), 1.19-1.10 (m, 3H).
[M+H]*=516. 1
53 e ‘g [M+H]* =548. 2
(o]
/©/O\)LNH o)
54 £ NN [M+H]* =436.2
QO
%’
0 NH O
55 C|/©FF NS [M+H]* =488. 1
o M N
56 [M+H]* =494, 2

10

20

30

40

50



(159)

JP 2025-507472 A 2025.3.21

[o]
0 NH O
57 \O/Cr W)L NS [M+H]* =462.
[o] N~
Aok
o‘NJJ\NH o]
58 | NS [M+H]* =447,
o "N N~
F. " 0
N NH
59 S8 dY ~ [M+H]* =511,
[o] H N~ al
H o)
60 | 1*““ L [M+H]* =545,
AR
O\o/\[rn])(im o)
61 o NS [M+H]* =489.
[e] N~
H o]
= N NH O
62 o o T)L NS [M+H]* =513,
o N~
63 \o/©/\/\g \‘)I\NHOOH NI\ [M+H]+ :531
Q w9
N N
64 NT T 1*““ i [M+H]* =595.
é?fk N
N NH O
65 ° NS [M+H]* =512,
(o] N A

10

20

30

40

50



(160)

JP 2025-507472 A 2025.3.21

66 5 RN [M+H]" =487.2
(] H N A
67 mgﬁg ~ [H+H]* =517.2
68 YT - [M+H]* =531. 3
69 YT [WeH]* =573. 2
SO
N
70 YT L [H+H]* =507.2
o N A
"t ]
n “ﬂ;g% . [M+H]* =557.1
s
72 1 T NP [M+H]* =499. 2
L
H\‘j\
N NH O
73 @Xg TS [M+H]* =501.2
(o} N ~
i
N NH O
74 ©X<>r S [M+H]* =499, 2
o N A
1A ' NWR (400 MHz, Chloroform-c) & 8.62-8.49
NH O
s | LY éﬁ* ~ | (m 1), 8.15-8.00 (m, 1H), 7.76-7.60 (m,
[e] N #
iH), 7.37-7.28 (m, 1H), 7.25-7.14 (m, 5H)

10

20

30

40

50



(161)

JP 2025-507472 A 2025.3.21

1.14-1.

05 (m, 2H), 7.04-6.90 (m, 2H), 6.

89-6.73 (m, 1H), 6.33-6.11

.47 (m,

(m,

1H)

zZ,

1H),

1.5H),

3.10-2.95 (m,

1H), 4.74-4.54 (m,

3.54-3. 44 (m,

1H),

2H),

1.24 d, J=6.9H

(m, 1H), 5.61-5
2H), 4.53-4.41
3.39-3.26 (m,

1.17 (d, J= 7.0 Hz,

[M+H]"=491. 2

1.5H).

16

[M+H]*=507. 2

11

[M+H]"=503. 2

18

[M+H]*=541. 2

79

[M+H]"=509. 2

80

[M+H]*=481. 2

81

[M+H]"=623. 2

82

[M+H]"=569. 2

10

20

30

40

50



JP 2025-507472 A 2025.3.21

(162)

10

20

30

40

=565. 2

[M+H]*

=b23.2

[M+H]*

[M+H]*=533. 2

=b41.2

[M+H]*

=533.2

[M+H] "

=571.2

[M+H]*

=519.2

[M+H] "

=533.2

[M+H]*

=539.2

[M+H]*

=519.2

[M+H] ™

87

50



JP 2025-507472 A 2025.3.21

(163)

10

20

30

40

=607. 2

[M+H]*

=b75. 1

+_

[M+H]

=601. 1

[M+H]*

=571.2

[M+H]*

=611.2

+—

[M+H]

=b11.2

[M+H]*

=b27.1

[M+H]*

=511.2

+

[M+H]

=511.2

+—

[M+H]

50



JP 2025-507472 A 2025.3.21

(164)

o o o o
— N ™ =4
o~ o~ o~ o o~ o~ o (o] o~
— o > N — — =) ™ ™
(=] Lo D (o) © «Q ™ (=] ™
Lo Lo <r Lo < <r <r Lo Lo
1 I 1 11 I 1l 11 1 1]
+ + + + + + + + +
i Ll | i mrm L} M mrm ) L}
j ) I = = I o ) = I jm
+ + + + + + + + +
= = = = = = = = =
el e e e e e e e e
Z ) Z ) Z ) Z ) Mlv 7\ 7\ 7 N\ 7\
N/ W/, \_/ W/, Y, _ — = —
ZT ZzT ZT zT T ZT ZzT
o ° ° ° o zT o ZzT o o o o
o} O o] o} z o}
Z 2 z Z r =O T o  /° ot z
£0| LLolL0o) - =00 - 0] L
O O H_%‘ Iz
= = = b -4 - o ==
° o o] o] =z Iz o \ °
o o —
o) w Zz— »
.0 ﬂl p o z o
= o g \_7 * - u &
oN ™ = 0 © ~ (=] D o
o (=] (=] o (=] o (=] o -—
— — ~— - — — — — A

50



(165)

JP 2025-507472 A 2025.3.21

'H NMR (400 MHz,

DMSO-a;) & 9.28-9.19 (m,

1H), 8.52-8.49 (m, TH), 8.35-8.29 (m 1H),
7.94 (t, J=8.2 Hz, 1H), 7.79-7.74 (m, 1
J W, 7.20-7.18 (m TH), 5.28-5.18 (m, 1H),
F
11 Fm,,%rﬂo U 446442 o2, 437431 @ 1H), 3.19
"o 3.11(n, TH), 2.89-2.76 (m, 1H), 2.05-2.03
m 2H). 2.02-1.98 (m, 2H), 1.89-1.67 (m,
SH). 1.15-1.00 (m, 3H).
[M+H]*=515. 2458
N
|/
112 2 s W [M+H] =490 2
@OJLH/I(N o .
N
le
113 EB WY % [M+H]* =727.4
0=s% °
g
N
114 o [M+H]* =495.3
O/O\)J\H/\([)]/N o .
fN|
M5 | oo L [M+H]* =514.2
0% b ©
N])J\NH 0
116 ! —~— [M+H]* =515.2
6 H N
117 I T L, ~ [M+H]* =490, 2
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o
1<
N H O
118 6/5({”%”“ i [N+H]* =592. 3
vz

119 oNirr“ . [M+H]* =515, 2
F7[ ] [
F

120 N [M+H]* =535. 2

FbY [e]

H

N

121 T W)k”” i [M+H]* =487.2

122 i [M+HI* =570.3

0 OxNH
123 | 0 9w [W+H]* =508.3
Y

Q3
124 b\ﬂ* i [M+H]* =570. 3

Oy NH
125 m D [M+H]* =515.2
o}
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'H NMR (400 MHz, DMSO-c) & 9.21 (t, J =6
.2 Hz, 1H), 8.56-8.48 (m, 1H), 8.25 (d, J
= 7.0 Hz, 1H), 8.06 (d, J= 7.8 Hz, 1H), 7
N
(J |.83-7.72 (m, 1H), 7.35-7.19 (m, 7H), 5.25-
o - Oy NH _
126 :@*n’ﬁr“ ) 5.12 (m, 1H), 4.49-4.42 (m, 2H), 4.29 (t,
Y ° J= 7.2 Hz, 1H), 3.19-3.10 (m, TH), 2.93-2
.84 (m, 1H), 2.70-2.57 (m, 1H), 2.19-1.97
(m, 6H), 1.14 (d, J = 7.1 Hz, 3H).
[M+H]*=499. 2149
N
I/
(o] NH
127 g i [M+H]* =483.2
. o
4
N
o - Oy NH
128 FL i W [M+H]" =483. 2
N (o]
Y
H (o]
OYN\HkNH o
129 : NS [M+H]* =507.3
EE o M N~
H [e]
o N]ANH o
130 OI Nﬁg [M+H]* =493.3
o N N~
H [o]
O, N\HLNH o
~ M+H]* =529. 2
131 oz/@j R0 [M+H]
o
132 JT% 29 [M+H]* =525.2
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133 ] ~ [M+H]" =580. 3
134 o L [N+H]* =487. 2
E NH O O HN
H (o}
o NYLNH o
135 Qj NS [M+H]* =481.2
o} o A N~
H%o
Oy NH O
136 Ajj NS [M+H]* =509. 3
(o] N~
'H NMR (400 MHz, DMSO-d) & 9.23 (t, J = 2
7.6, 6.1 Hz, 1H), 8.53-8.47 (m, T1H), 8.46-
8.32 (m 2H), 7.93-7.82 (m 2H), 7.77-7.70
Oﬁ(“]jw . (m 1H), 7.57-7.50 (m, 1H), 7.49-7.41 (m,
187 o VY | 28, 7.31-7.14 (m TH), 5.28-5.17 (m, 1H)
o]
7|, 458-4.48 (m 1H), 4.43 (s, 2M), 3.22-3.
09 (m 1H), 2.94-2.79 (m 1H), 1.23 (s, 3H
).
[M+H]=459. 2
Q Hjﬁ
N NH O
138 | £ © é\ﬁw ~ [H+H]* =477.2
o M N~
F
Qe
N
139 I i)k“” °N - [M+H]* =477.2
o "N
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140 o NN [M+H]* =477.2
6 H N
/lN H o]
= N NH O
141 o j)L NS [M+H]* =460. 2
o N N~
/Nl H (o]
x N\l/u\NH o
142 o PPN [M+H]* =460. 2
o H N
143 ° T S [M+H]* =543. 2
CI\©YH °
N H
144 g L [N+H]* =493.2
o N N
H NMR (400 MHz, DMSO-df) & 9.21 (t, J = 6
2 Hz, 1H), 8.50 (d, J= 4.8 Hz, 1H), 8.25
(d, J=6.9Hz, 1H), 7.94 (d, J= 7.7 Hz,
] H)y, 7.76 (m 1H), 7.40-7.11 (m, TH), 5.2
F H o
@wﬁm 0 6-5.15 (m, TH), 4.43 (d, J= 6.2 Hz, 2H),
145 ° PPN
& H N_)]4.35-4.25 (m, 1H), 3.18-3.10 (m, 1H), 2.93
—2.81 (m, 1H), 2.35-2.23 (m, 1H), 2.08-1.9
6 (m, 2H), 1.84-1.67 (m, 4H), 1.61-1.48 (m
C2H), 1.14 (d, J= 7.1 Hz, 3H).
[M+H]*=501. 2305
H o)
O}(N NH O
146 o W)L NS [M+H]* =465. 2
(o] H N~
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147 ° N [M+H]* =533. 2
o " N
148 YT XA, ~ [M+H]* =507. 2
o " N
FQ{\ o
N
149 £ PN [N+H]* =491.2
o N
'H NMR (400 MHz, DMSO-d) & 9.25 (t, J = 6
.2 Hz, 1H), 8.51 (dd, J = 4.9, 1.6 Hz, 1H)
, 832 (d J=7.1Hz 1H), 804 (t, J=5
8 Hz, 1H), 7.77 (td, J = 7.7, 1.8 Hz, 1H)
0 9 7.31-7.25 (m, 3H), 7.25-7.20 (m, 4H), 5.
7()/}I/N\)km-lo
150 | F7~ © NN [34-5.22 (m 1H), 4.45 (d, J = 6.1 Hz, 2H),
o] N ~#
3.83-3.61 (m, 2H), 3.19-3.10 (m, 1H), 2.9
1-2.79 (m, 1H), 2.06 (d, J = 7.0 Hz, 2H),
2.01-1.88 (m, 2H), 1.86-1.76 (m, 2H), 1.76
-1.63 (m, 3H), 1.21-1.10 (m, 2H).
[M+H]*=501. 2309
F (o]
\©*H¢LNH .
151 o N [M+H]* =469. 2
LI
'H NMR (400 MHz, DMSO-d) & 9.26 (t, J = 6
.2 Hz, 1H), 8.51 (d, /= 4.7 Hz, 1H), 8.30
FF%O 8 d, J=7.1Hz, 1H), 8.16 (t, J =519 Hz,
H NH O _
152 g ), 7.77 (t, J=7.9 Hz, 1H), 7.34-7.26

(m, 3H), 7.26-7

.19 (m, 4H), 5.32-5.21 (m,

1H), 4.46 (d, J= 6.1 Hz, 2H), 3.80-3.61 (

m, 2H), 3.20-3.

10 (m, 1H), 2.93-2.79 (m, 1

10

20

30

40

50



(171) JP 2025-507472 A 2025.3.21

H), 2.73-2.59 (m, 1H), 2.19-2.02 (m, 6H).

[M+H]*=485. 1996

153

[M+H]* =515.2

154

[M+H]* =447.2

165

'H NMR (400 MHz

.3 Hz, 1H), 8.55-8.46 (m, 1H), 8.33-8.22 (
m, 1H), 8.09-7.99 (m, 1H), 7.77 (t, J= 1.
=7.25 (m, 3H), 7.25-7.15 (m
, 4H), 5.32-5.21 (m, 1H), 4.44 (d, J = 6.1
Hz, 2H), 3.78-3.58 (m, 2H), 3.17-3.08 (m,

8 Hz, 1H), 7.34

1H), 2.90-2.78
2.13-1.95 (m,
65-1.49 (m, 2H).
[M+H]+=487. 2151

DMSO-a5) & 9.25 (t, J=6

(m, 1H), 2.36-2.23 (m, 1H)
2H), 1.89-1.67 (m, 4H), 1.

156

m, 3H),

'H NMR (400 MHz
1H), 8.64-8.33
7.32-7.17 (m,
6-4.39 (m, 2H),
12 (m, 1H), 2.9

H).
[M+H]*=501. 2304

TH), 5.32-5.21 (m, 1H), 4.4

1.80-1.65 (m, 3H), 1.56-1.45 (m, 3

DMSO-a6) & 9.29-9.23 (m,
(m, 2H), 7.78-7.75 (m, 1H)

4.03-3.83 (m, 2H), 3.22-3.
1-2.68 (m, 4H), 2.10-1.90 (

157

[M+H]* =541.3
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158

[M+H]* =473.2

159

'H NMR (400 MHz, DMSO-c) & 9.22 (t, J = 6
.2 Hz, 1H), 8.50 (d, J = 9.6 Hz, 1H), 8.40
(s, 1H), 7.77 (td, J=17.7, 1.8 Hz, 1H),
7.61 (d, J= 7.1 Hz, 1H), 7.30-7.15 (m, 7H
), 5.21-5.16 (m, 1H), 4.44 (d, J = 6.22H)
3.12 (dd, J = 13.9, 4.7 Hz, 1H), 2.98 (dd

J=13.9, 7.8 Hz, 1H), 2.26-2.23 (m, 1H)
2.07-1.99 (m, 2H), 1.84-1.70 (m, 4H), 1.
59-1.49 (m, 2H), 1.25-1.12 (m, 2H), 0.90-0
.76 (m, 2H).
[M+H]*=513. 2309

160

[M+HT* =527.2

161

'H NMR (400 MHz, DMSO-¢;) & 9.20 (t, J =6

.3 Hz, 1H), 8.58-8.46 (m, 2H), 8.40 (s, 1H

), 7.82-7.73 (m, 1H), 7.71-7.61 (m, 1H), 7

.30-7.12 (m, 7H), 5.21-5.10 (m, 1H), 4.47-

4.38 (m, 2H), 3.14-3.07 (m, 1H), 3.01-2.93
(m, 1H), 2.16-2.00 (m, 7H), 1.25-1.10 (m,
2H), 0.90-0.80 (m, 2H).

[M+H]* =511.2

162

[M+H]* =495.2
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(173)
i
[o] NH
163 2 v [M+H]* =633.
T
Br
C
164 | o O % X [W+H]* =587.
i
165 2 7 [M+H]* =573
F
i
166 ™ [M+H]* =539
[o] H + + = .
4
N
167 i ™ [M+H]* =527
: +H]* =521.
ioaste:
F
9
N
168 i ™ [M+H]* =495
F H +H]* = .
O)LHZO\/N o
g
N
169 oz w Y [M+H]* =513
FQ)‘\H%N ° - .
-
F\©WH o
N
170 5 Xy Lo [M+H]* =489,
o N N
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171 I e [M+H]* =543.3
o " N
' NMR (400 WHz, DNSO-d) & 9.19 (t, J= 6
12 Hz, 1H), 8.53-8.49 (m 1H), 7.80 (s, 1H
), 7.79-7.73 (m 2H), 7.30-7.22 (m, 4H), 7
N
(J|.22-7.17 (@, 3H), 5.15-5.00 (m, 1H), 4.46-
172 i ano " |42 (m 2M), 3.15-3.07 (m, 1H), 2.95-2.87
N (¢]
F7©F "o (m, 1H), 2.29-2.22 (m 1H), 2.07-1.97 (m,
OH), 1.83-1.68 (m, 4H), 1.60-1.48 (m, 2H)
1.28 (s, 3H), 1.25 (s, 3H).
[N+H]* =515. 2
]
N
.
173 Fm’%(no N [N+H]* =529. 3
H o
N
|/
174 | 1 Xﬁno - [M+H]* =513. 2
F H
N
l/
175 i Xﬁf " [M+H1* =497.3
NS0 S
N
l/
R O NH
176 ! [M+H]* =541.3
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i

177 |, i ™ [M+H]* =575,
i®

178 | ) u % ™ [M+H]* =614,
N
|/

179 i e [M+H]* =501

+ = ]
1

180 | ) 1 % " [M+H]* =614.
fN|

[o] NH +
181 - >§( ) [M+H]* =501,
Cl

4

182 | _  fwva Xl [M+H]* =553.

TR
183 % " [M+H]* =587
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184 | . 2\ [M+H]* =575. 2
FTOD)L”% o)

<4
0. NH
185 F{ H [M+H1* =497.3
O)ku%o(N o
F\©\'rH o
N
0o
186 IS PN [H+H]* =491. 2
6 H N
A o]
F H
N
187 S SN [M+H]* =527.2
o " N~

F..,
,.O H 0o
., N
188 § %\,gk « [H+H]* =500, 3

189 Qﬁ(‘; 8)‘\,\‘ /N [M+H]+ :520 3
(o] H X |

190 Qbﬁ(i& P [M+H]* =568.3

191 °

NS [M+H]* =493. 2
o N~

H<§}\NH o]
192 0 N x [M+H]* =505.3
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193

[M+H]* =527.2

194

[M+H]* =541.3

195

[M+H]* =505.3

196

[M+H]* =557.3

197

[M+H]* =491.3

198

[M+H]* =543.2
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Ox NH
H
199 O%(” o [M+H]* =559.3
gEO
OH
=
o] NH
200 %“ o [W+H]* =531, 2
o] NHo
=
0. NH
201 O}%ﬁ [M+H]* =601.3
CID
=
202 | A ™ [M+H]* =525.2
F H H +H]* = i
o]
-
R E N
Os NH
203 @Qﬁ [M+H]* =597.3
F NH 0
fo) (o]
=
(o] NH
204 | = H [M+H]* =499. 2
o)
=
205 [M+H]* =575.2

10

20

30

40

50



(179)

JP 2025-507472 A 2025.3.21

N
0. NH
206 OJOLNQWN ) [M+H]* =577.
X AR
N| AN
207 . J’L%n" " [+ =507.
T
208 o J’LQ[( [M+H]* =540.
F
FA@)\
209 ° EENH 0 [M+H]* =513,
NS
0 N~
&
pys
210 87>NH o [M+H]* =507.
N | A
(o] N. .~
(o]
ne
oy)LB NH ©
21 A~ [M+H]* =491,
o N
(o]
N%Nf
= B7NH o
212 P~ [M+H]* =503.
6 H N
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213 . [M+H]* =505,
o P\
Ef
214 B NH o [M+H]* =503.
N
s) H
F. y o
N NH
215 ° %ﬁiu N [M+H]* =503,
[o] =
FaC,,,
OYOO
216 HN NH O " [M+H]+ :609
F
]
ﬁOYOO
217 Y g [M+H]* =578,
J LTV
F
F
{)Yoo
218 "IN o [M+H]* =578.
O LY
F
F
o
219 ;”))LNH 0 [M+H]* =543.
N A
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220 BN Sh o [M+H]* =583. 3
Sane
(o] N~
AN
| ~-N
E HN
221 | ¢ L 9% o [M+H]* =543. 3
be
o H
'H NMR (400 MHz, DMSO-&) & 9.23 (t, J = 6
2 Hz, 1H), 8.55-8.49 (m, 1H), 8.33 (d, J
= 7.0 Hz, 1H), 7.99 (d, J = 8.2 Hz, TH), 7
NN | 82-7.74 (m TH), 7.34-7.17 (m, TH), 5.27-
222 Joe ot 5.18 (m 1H), 4.57-4.49 (m, 1H), 4. 47-4.41
B H
Fj[:j/mu’ﬁg" o (m, 2H), 3.48-3.40 (m, 2H). 3.22 (s, 3H),
i 3.18-3.10 (m, 1H), 2.96-2.85 (m, 1H), 2.4
0-2.30 (m 1H), 2.12-1.94 (m, 2H), 1.87-1.
67 (m, 4H), 1.62-1.50 (m, 2H).
[M+H]* =531. 2416
F
FbY
O
e
223 O;LNH o [M+H]* =569. 3
NN
o HoLU
F
F
o
224 [M+H]* =557.3

10

20

30

40

50



(182)

JP 2025-507472 A 2025.3.21

Q
0. (o] X,
T 0. NH N
225 0 32(“ [M+H]* =628. 3
F )
F
N| S
=
226 0 f Y [N+H]* =555. 3
F H (o] °
F
“
FF S
[e] NH
227 i {%(n [M+H]* =563. 2
F o
F
o 0.
foa™
228 | ¢ ™1 [M+H]* =543. 2
D
i
1 ek
229 v 4 [M+H]* =539. 2
ST
F 0
F
) i
(o] H o NH +
230 B [M+H]* =571.3
F o)
F
N
X
231 [M+H]* =525. 2
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o_N/ Os_NH
232 Njﬁ(“ ) [M+H]* =544,
F7O)LH 0
F
F
F
L
233 F\"'(N’KKNH 0 [M+H]* =563.
I 5% VI
e F
0
234 o;'f)ggrm N, [M+H]* =529,
o]
FF
(o]
235 F- NH O ) [M+H]* =561.
N
236 Fmo NH O [M+H]* =597.
AR
g
L oy MH
231 f i w [M+H]* =543.
Heanae:
F
9
238 [M+H]* =527.
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239

[M+H]* =541.3

240

'H NMR (400 MHz, DMSO-&) & 9.22 (t, J=6
.2 Hz, 1H), 8.50 (d, J = 5.6 Hz, 1H), 8.32
(d, J=16.8Hz, 1H), 7.85 (d, J = 8.3 Hz
1H), 7.78-7.74 (m, 1H), 7.29-7.19 (m, T7H)

5.26-5.21 (m, 1H), 4.46-4.41 (m, 2H), 4.
35-4.19 (m, 2H), 3.16-3.11 (m, 1H), 2.88-2
.82 (m, 1H), 2.36-2.30 (m, 1H), 2.03-1.98
(m, 2H), 1.79-1.69 (m, 4H), 1.59-1.47 (m,
3H), 0.80 (t, J = 7.4 Hz, 3H).

[M+H]* =515. 2466

241

[M+H]* =545.3

242

'H NMR (400 MHz, DMSO-d;) & 9.22 (t, J= 6
.2 Hz, 1H), 8.50 (d, J = 3.0 Hz, 1H), 8.43
-8.40 (m, 1H), 7.77-7.73 (m, 2H), 7.29-7.1
4 (m, 7H), 5.30-5.25 (m, 1H), 4.46-4.41 (m
2H), 4.25-4.19 (m, 1H), 3.19-3.10 (m, 1H
), 2.87-2.72 (m, 1H), 2.41-2.35 (m, 1H), 2
.08 -2.01 (m, 2H), 1.95-1.88 (m, 1H), 1.80
-1.67 (m, 4H), 1.60-1.50 (m, 2H), 0.82-0.6
1 (m, 6H).
[M+H]* =529. 2621
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243 ® P o [M+H]* =589.
N X
[o] H Nl/
i
244 Mg [M+H]* =603.
é‘fk N
F3C (0]
HN
245 0" NH O [M+H]* =493.
N | X
(0] H N~
F. " o
\Qﬁ(b‘))‘\NH o
246 ° NN [M+H]* =491,
o H N
F. " o
\©\,(N NH ©
247 0 NN [M+H]* =505.
o H N
F. " o
\QWN&NH o
248 o éYKN N [M+H]* =517.
o H N
F. " o
N NH O
249 o cF N [M+H]* =531.
o H N
.
H o]
\QWN NH O
250 o PPN [M+H]* =503.
3 N
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| W
W 0, NH
251 O [M+H]* =519. 2
0 O
[¢]
.
4
N
252 2 oy [N+H]* =519.2
F
F. H o
NH O
253 o(l,))L S [M+H]* =507. 2
[o] N A

254 HNH:Q)L”” i [H+H]* =520, 2

255 NN [M+H]* =483.3
o Aol
cl
%f g
|
0 N
256 0 i H [M+H]* =599. 2
0”NH ©O
NS
o H N

257 © [M+H]* =623. 2
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258

'H NMR (400 MHz,
.2 Hz, 0.5H), 9

-7.70 (m, 1H),

DMSO-at) & 9.22 (t, J=6
A7 (&, J = 6.2 Hz, 0.5H)
8.55-8.47 (m, 1H), 8.27-8.15 (m, 1H), 7.80
7.30-7.12 (m, 8H), 5.71-5.5
9 (m, 1H), 5.24-5.13 (m, 1H), 4.50-4.37 (m
TH

2H), 4.11-4.01 (m, 1H), 3.49-3.42 (m

), 3.18-3.02 (m

2H), 2.92-2.78 (m, 1H)

.59-2.51 (m, 0.5H), 2.47-2.42 (m, 0.5H)
.41-2.34 (m, 0.5H), 2.18-2.09 (m, 0.5H),
.75-1.27 (m, 12H), 1.22-1.09 (m, 4H)

[M+H]* =546.3

2
2
1

259

[M+H]* =581.3

260

[M+H]* =527.2

261

[M+H]* =666. 3

262

[M+H]* =567.3
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263

[M+H]* =567.3

264

[M+H]* =581.3

265

[M+H]* =581.3

266

[M+H]* =575.2

2617

[M+H]* =589.3

268

[M+H]* =539.2
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269

[M+H]* =539.2

270

[M+H]* =553.3

27

[M+H]* =688. 3

272

[M+H]* =553.3

273

[M+H]* =553.3

274

[M+H]* =539.2
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'H NMR (400 MHz,

DMSO-c) & 9.32-9.18 (m,

1H), 8.77-8.39 (m, 2H). 7.78-7.74 (m, 1H)
F
Fit:zy,ﬁf;F 7.29-7.22 (m, TH), 5.28-5.16 (m, 1H), 4.7
Ny 5-4.57 (m, 1H), 4.46-4.42 (m, 2H), 4.18-3.
275 ° P o
o~ |63 (m 2H), 3.24-3.11 (m, 1H), 2.92-2.55 (
N
© “Fm, 3H), 2.34-2.22 (m, 1H), 2..11-1.98 (m,
2H), 1.88-1.75 (m, 3H), 1.58-1.4 (m, 3H).
[M+H]* =563. 2269
'H NMR (400 MHz, DMSO-af) & 9.31-9.18 (m,
1H), 8.75-8.42 (m, 2H), 8.03-7.69 (m, 2H)
C:gF 7.29-7.20(m, 6H), 5.30-5.18 (m, 1H), 4.66
?£:>/}T“g ~4.58 (m, 1H) 4.45-4.42 (m 2H). 4.15-3.8
276 o”NH o
YN |4 (o 2H), 3.224-3.11 (m, 1H), 2.92-2.66 (
[s) [\~
m, 2H), 2.33-2.20 (m, 2H), 2.05-1.61 (m, 8
Hy, 1.24-1.03 (m, 2H).
[M+H]* =577. 2428
F
F
O%j
o
277 0P NH O [M+H]* =545.2
N |\
o B N~
JS(:)\{p .
N NH O
278 g;TAk [M+H]* =545, 2
AL
F (o] H N~
(o]
279 [M+H]* =471.2
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N O o H NH
280 HN, 0’5’N $ [M+H]+ :626
F4C.
0
281 © 0% o [M+H]* =573.
N x
o H Nl/
F
F
O
282 ©o™ W o [M+H]* =541
N
r g
iA,O
283 | ¢ %P o [M+H]* =555.
N B
&R N
O
N N’ IO
284 [N/j)‘\H/\g/O&:\NH o [M"'H]+ =640.
N A
o M N
F
F O
285 ® o™ o [M+H]* =569.
N S
o H N
E H
.
A
286 © o™ o [M+H]* =539.
N B
L
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LS
287 P g [H+H]* =575, 2
PRI
'H NWR (400 MHz, DMSO-c) & 9.29-9.17 (m,
1H), 8.50 (d, J=3.9 Hz, TH), 8.29 (t, J
= 7.9 Hz, 1H), 7.79-7.73 (m, 1H), 7.31-7.2
AN 0 (m 7TH), 5.27-5.16 (m 1H), 4.80-4.76 (m
- AOI:ZNH . 1H), 4.48-4.38 (m, 2H), 4.24-4.10 (m, 2H
CHY | 378369 2. 355342 (2. 3
18-3.13 (m, 1H), 2.97-2.90 (m, TH), 2.83-
2.78 (m, 1H), 2.06-1.73 (m, 5H), 1.62-1.47
(m, 3H).
[M+H]* =543. 2435
'H NNR (400 WHz, DMSO-d6) & 9.27-9.17 (m,
1H), 8.51-8.29 (m, 2H), 8.02-7.69 (m, 2H),
o 7.30-7.21 (m, 6H), 5.22-5.14 (m, 1H), 4.7
Fmojw . 7-4.32 (m 3H), 4.22-3.99 (m 2H), 3.78-3.
20T YY) (39 (3, 3.27-2.84 (m, 3H), 2.34-2.15 (
m 2H), 1.99-1.91 (m 2H), 1.83-1.64 (m, 5
H), 1.23-1.08 (m, 2H).
[M+H]* =557, 2567
O
290 [J)L ﬁor/j o [H+H]* =642. 3
SRS
291 S g [M+H]* =571.3
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292 | ¥ [M+H]* =557.3
Wz
'H NMR (400 MHz, DMSO-d;) & 9.31-9.16 (m,
1H), 8.55-8.50 (m, 1H), 8.32 (d, /= 7.0 H
. z, 1H), 7.79-7.74 (m, 1H), 7.30-7.18 (m, 7
.
" NQ" H), 5.32-5.14 (m, 1H), 4.78-4.61 (m, 1H),
293 ® P o 4.46-4.38 (m, 2H), 4.24-3.99 (m, 2H), 3.77
W ID 371 m 1H), 3.60-3.39 (m 2H), 3.23-3.1
2 (m, 1H), 3.00-2.82 (m, 2H), 2.22-1.90 (m
CTH).
[M+H]* =541. 2261
0O
FN\)
0 A
294 o7 hH o [M+H]* =525.3
N A
H |
(o] N~
4
R O<_NH N
F Q = + o=
295 ﬁH *u'ﬁor” 3, [M+H]* =516. 2
'"H NMR (400 MHz, DMSO-d;) & 9.30-9.16 (m,
1H), 8.55-8.49 (m, 1H), 8.50-8.43 (m, 1H),
7.79-7.73 (m, 1H), 7.30-7.17 (m, TH), 6.7
(J6-6.66 (m, 1H), 4.46-4.42 (m, 1H), 4.40-4.
296 2= w0 |35 (m M), 4.22-4.15 (m, 1H), 3.94-3.87 (

m, 1H), 3.43-3.41 (m, 4H), 3.16-3.09 (m, 1
H), 2.94-2.83 (m, 1H), 1.92-1.83 (m, 4H),
1.17 (d, J=17.2 Hz, 1.5H), 1.04 d, J=1
.2 Hz, 1.5H).
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[M+H]* =502. 2

207 ° : " [M+H]* =534.2
/OJ\”/\[O]/N o) -
FsC
4
N
208 e = W [M+H]* =514, 2
NJI\”/TN o N
ey
-
~ ]
R NH N
F o + -
299 ﬁn )angn ) [M+H]* =528. 2
g
300 9 " [M+H]* =514. 2
bl =514,
Ssasys:
-
4
R NH N
300 | "L vl [M+H]* =530. 3
H H o
g
N
302 S ™ [M+H]* =516. 2
F
fN|
303 i ™ [M+H]* =544.3

10

20

30

40

50



(195) JP 2025-507472 A 2025.3.21

304 b [M+H]* =488. 2
NJ\N N 0 B )
SN
-
4
N
R Os_NH
305 |F g n [M+H]* =502. 2
AO\NJ\”/\[O(N o
(o]
HNJ\N
F. H NH O
306 | -1 P~ [M+H]* =546, 2
o A N
(o]
307 | T R [M+H]* =546, 2
(o] N Nl/
FF
t&nrg
308 ° AW o [M+H]* =582. 3
NS
(o] N~z
F
OB
NO N
Iy .
309 N [M+H]* =582.3
N ‘ X
o N~
SO ;
erNé
310 O o N1 o [M+H]* =590. 3
é‘ﬁ N
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311

[M+H]* =590.3

312

[M+H]* =605. 3

313

'H NMR (400 MHz

1H), 8.51 (d, 1
-7.61 (m, 1H),
0 (m, 1H), 4.46

3.74 (m, 1H), 3.19-3.10 (m, 1H), 3.02-2.85
(m, 1H), 2.43-

3H), 1.86-1.66

[M+H]* =557.3

DMSO-a;) & 9.29-9.18 (m,
H), 7.82-7.73 (m, 1H), 7.75
7.42-7.11 (m, 8H), 5.27-5.1

(d, J=6.2Hz, 2H), 3.87-

2.29 (m, 2H), 2.08-1.96 (m,
(m, 5H), 1.28-1.20 (m, 2H)

314

[M+H]* =543.2

315

[M+H]* =537.2

316

[M+H]* =489.2
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317

[M+H]* =501.2

N1
o N ~#
HCI
C]
N
Oy NH
318 i an [M+H]* =527.2
F HCI
E
F o o
319 i PN [M+H]" =513.2
o H N
e
N NH O
320 Fﬁ” S [M+H]* =527.2
[e] N .~
'H NMR (400 MHz, Chloroform-d) & 8.60-8.53
(m, 2H), 8.45 (d, J= 2.6 Hz, TH), 8.37-8
.31 (m, 1H), 8.07 (4, J =58 Hz, 2H), 7.7
@i 3-7.61 2H), 7.31-7.27 (m, 2H), 7.26-7.
"l/y\u%"‘” . (m, 2H), (m, 2H),
321 | S NN |20 (m BH), 7.17-7.09 (m 2H), 5.46-5.37 (
o N~
m 1H), 4.68-4.55 (m, 4H), 3.42-3.34 (m, I
H), 8.13-3.02 (m TH), 1.52-1.41 (m 2H),
1.36-1.31 (m, 1H), 1.29-1.24 (m 1H).
[M+H]* =487.2
F\©\ o o
322 %ﬁ ~ [M+H]* =489. 2
o N~
.
F o o0
323 i PN [M+H]* =515.2
o "N NS
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'H NMR (400 MHz, Chloroform-o) & 8.62-8.55
(m, 1H), 8.12-8.03 (m, 1H), 7.75-7.66 (m,
1H), 7.31-7.26 (m, 3H), 7.26-7.22 (m, 2H)
7.14-7.08 (m, 2H), 6.86-6.76 (m, 2H), 5.

124 F?OAN%&NHOE . 57-5.49 (m, 1H), 4.63 (d, J = 5.4 Hz, 2H),

o " NS | 3.41-3.33 (m, 1H), 3.20-3.11 (m, 1H), 3.0

9-2.98 (m, 2H), 2.07-2.04 (m, 1H), 1.78-1.
72 (m, 2H), 1.67-1.49 (m, 4H), 1.40-1.37 (

m, 3H), 1.35 (s, 3H), 1.26 (s, 2H).

[M+H]* =529.3

o o
N NH O
325 Fac/@% NS [M+H]* =533. 2
) N~
'H NMR (400 MHz, DMSO-¢) & 9.23 (t, J =6
.3 Hz, 1H), 8.50 (d, J = 4.9 Hz, 1H), 8.26
N7 (s, 1H), 7.97 (s, 1H), 7.76 (¢, /=19 H
=
O _NH z, 1H), 7.69-7.53 (m, 3H), 7.37 (t, J=1.
326 )ﬁrn
//rz‘ I 0 6 Hz, 2H), 7.32-7.04 (m, 8H), 5.23-5.10 (m
1H), 4.51-4.37 (m, 2H), 3.18-3.06 (m, 1H
), 2.98-2.85 (m 1H), 1.70 (s, 6H).
[M+H]* =496.2
7
o
N
327 X [M+H]
H M+H]* =498.1
H )
N o
B‘CN‘XE
NTX
I/
[o] NH .
328 /N>§f“ . [M+H]* =514.2
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N
329 5™ M+H]* =514.2
H =
P w54
=N o]
)
i
0. NH .
330 | AT [M+H]* =514.2
=N (o]

' NMR (400 WHz, DMSO-c) & 9.34-9.22 (m,
1H), 8.54-8.47 (m 1H), 8.45-8.34 (m, 2H),
8.08-7.99 (m 1H), 7.83-7.73 (m 2H), 7.7
Os\:“fﬁm 0 2-7.62 (m, 2H), 7.29-7.16 (m, TH), 5.20-4.
.

331 ° NS
EN I o2 m ), 444 d, v=18.7, 6.4 Hz, 2)
3.94-3.84 (m 1H), 3.16-3.05 (m, 1H), 2.
82-2.65 (m 1H), 0.97 (d, 3H).
[M+H]* =513, 2
% “ji
SET o
332 |1 J° NS [H+H]* =496. 2
o " N
o
n\)J\NHO
g | - [H+H]* =513.2

'H NMR (400 MHz, DMSO-p) & 8.49 (d, J = 4
8 Hz, TH), 8.44 (t, J= 6.1 Hz, 1H), 8.17
d, J=7.7Hz 1H), 7.96 (d, J =59 Hz,
. Fl@\gnf‘iwo 1), 7.75 (t, J = 7.9 Hz, TH), 7.34-7.20

NP | (2, 4.47-4.32 (n 2H), 4.32-4.19 G,
1H), 4.05 (dd, J= 7.6, 4.1 Hz, 1H), 3.22-
3.13 (m, 1H), 2.44-2.34 (m 1H), 2.10-1.93
(m, 2H), 1.92-1.67 (m, 4H), 1.67-1.48 (m,
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M), 1.18 (d, J= 7.1 Hz, 3H).
[M+H]* =411, 2
F
F>Q\(° o
N NH O
335 gg [M+H]* =563. 2
F [¢] H N ~
336 J 2% ~ [M+H]* =519, 2
F
FAO\'(H o
337 ! T g N [M+H]* =502. 2
YD
FSO\N/H o]
338 Ly L, [H+H]* =502, 2
K
an o
339 ! g;(m A [M+H]* =531.2
o "N N
i
an o
340 ! g’;& A [M+H]* =515. 2
o " N
F
FAOYH o}
N
341 Oy L s [M+H]* =535. 2
o M N
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342 POWS [M+H]* =531,
[o] H N~
FSOWH o
N
343 £ Ly [M+H]* =535,
[o] H N~
FF o
T
344 0 \H\ ON B [M+H]* =569.
o " N o
9
ﬂ/\foo " N7 O
345 ﬁ m AR [M+H]* =531.
[e]
0
N/Yoo N=
346 7O)L "o IR S [M+H]* =490.
o)
2 =
N/Yoo N A
347 Fﬁ Tl IR [M+H]* =504,
[e]
Q =
N/\foo N7\
348 F?O)J\H HN H\/“\? [M+H]+ :490
(o]
g
N/'YO ° /NH
349 Q)L Wl J R [M+H]* =490.
(o)
I (o]
N/
Os_NH
350 [M+H]* =491,
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351 I - [M+H]* =521.2
F
Fm(n o
352 Yy L [M+H]* =491.2
o " oJ)
-
Fm(“ o
353 Py T, [M+H]* =491, 2
'H NMR (400 MHz, DMSO-&) & 9.54 (t, J = 6
2 Hz, 1H), 8.25 (d, J = 6.9 Hz, TH), 7.94
(d, J=77Hz ), 7.73 (d, J= 3.2 Hz,
1H), 7.64 (d, J = 3.3 Hz, 1H), 7.33-7.18
0
A | m BH), 5.24-5.14 (m 1H), 4.61 (d, J =6
o) NH
354 i 1 Hz, 2H), 4.37-4.24 (m, 1H), 3.18-3.08 (
IogRae:
F ° m 1H), 2.93-2.81 (m, 1H), 2.35-2.24 (m, 1
H), 2.09-1.95 (m, 2H), 1.86-1.66 (m, 4H),
1.62-1.47 (m, 2H), 1.15 (d, J = 7.0 Hz, 3H
).
[M+H]* =507.1983
FSO\“/H 0
fLNH (o] .
355 § 5%%@ [M+H]* =557. 2
F
F H [e]
356 Y . [M+H]* =521.2
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357 e o [M+H]* =507,
N N\
Sk
i
F
T,
358 Y [M+H]* =453.
\HkNH ON /N
o H oI
F
F H
Ny~
0 A
359 S N [M+H]* =519,
ra T2
F
F
F H
N~
360 ® 0P g [M+H]* =519,
Iy
]
F
F H
N~
361 ° o™ o [M+H]* =519.
LT N2
F
]
00
HN M+H]* =491,
362 f*NH o [M+H]
o [o] H X I
FSV/YOO
363 [M+H]* =463.
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364 N [M+H]* =477,
.0 H \l
-
]
{)Yoo
365 "wg [M+H]* =507.
SR
F H
H 05
366 HN [M+H]* =489,
W)I\NH ON /N
A, 0 Ho( |
-
F
T,
367 HN])*NH 0 [M+H]* =497.
S,
R o
FAV/ o
HN%NH o
368 . [M+H]* =469,
Ao © H r}J
o]
[o]
Fmﬁw 0
369 | © N [M+H]* =457
A0 HoL |
N
s
o - Oy NH
ERT| + =
370 H/\g’N io [M+H]* =485.
N
('\s
o .  OgNH
371 [M+H]* =483.
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n
S
32 | A S X [M+H]* =533. 2
FWH/\[JN 0 .
be
R OxNH
373 mﬁr ) [M+H]" =521.2
H oo
M
S
o ; Os NH
374 S [M+H]* =489. 2
SRRRS:
(o]
'H NWR (400 MHz, DMSO-c) & 9.54-9.52 (m,
1H), 8.28-8.23 (m 1H), 8.05 (t, J = 6.1 H
2z, M), 7.73 (d J= 3.3 H, 7.64 (d
N | o= 8.6 Hz, TH), 7.20-7.21 5. 23-
A9
- o . oodw  |5.14 (m TH), 4.64-4.60 (m, 4.31-4.26
R : H
F@*u“g"(; ° (. 1), 3.14-3.07 (s, 1H), 2.89-2.83 (m,
1H), 2.40-2.38 (m, 1H), 2.05-1.98 (m, 2H)
1.86-1.62 (m, 4H), 1.44-1.30 (m, 1.
04-1.02 (m 3H).
[M+H]* =507. 1875
N
A9
376 | AR U [M+H]* =479. 2
F ﬂ/\g/ o
FE H
F " Ie)
ar | YT [M+H]" =505. 2
AR
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378

'H NMR (400 MHz, DMSO-at) & 9.54 (t, J =6
.3 Hz, 1H), 8.30 (d, J = 7.0 Hz, 1H), 8.01
(d, J=175Hz, 1H), 7.73 (d, J = 3.3 Hz,
1H), 7.64 (d, J= 3.2 Hz, 1H), 7.30-7.18
(m, 5H), 5.22-5.15 (m, 1H), 4.63-4.57 (m,
2H), 4.36-4.26 (m, 1H), 3.20-3.09 (m, 1H),
2.90-2.81 (m, 1H), 2.68-2.54 (m, 2H), 2.4
0-2.18 (m, 5H), 1.14 (d, J= 7.0 Hz, 3H).

[M+H]* =493.1716

379

'H NMR (400 MHz, DMSO-¢) & 9.57 (dt, J =
26.9, 5.8 Hz, 1H), 8.37-8.28 (m, 1H), 8.10
-8.01 (m, 1H), 7.73 (dt, J = 4.0, 1.9 Hz,
1H), 7.64 (dt, J = 3.8, 2.0 Hz, 1H), 7.31-
7.11 (m, 5H), 5.29-5.12 (m, 1H), 4.68-4.57
(m, 2H), 4.38-4.26 (m, 1H), 3.19-3.06 (m,
1H), 2.99-2.76 (m, 2H), 2.28-1.85 (m, 6H)
1.82-1.68 (m, 1H), 1.09 (dd, J = 49.8, 7
.0 Hz, 3H).
[M+H]* =493. 1728

380

[M+H]* =504. 2

381

[M+H]* =531.2

382

[M+H]* =581.1
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383 Q)L b A [M+H]* =583. 1
Cl
2
FSC’O N/YOO 5
384 ©f/“ A I AR [M+H]* =579, 2
2 3
Fgc’o N/\fo H S
385 j@i” AR [M+H]* =567. 1
N
P
NH
386 i H i [M+H]* =465. 1
F?A\/U\H/TN o
'H NMR (400 MHz, DMSO-¢) & 9.56 (t, J = 6
2 Hz, 1H), 831 (d J= 7.2 Hz, 1H), 8.09
-8.06 (m, 1H), 7.73 (d, J = 3.3 Hz, 1H), 7
N
%} 64 (d, J=3.1Hz, 1H), 7.30-7.20 (m, 5H)
F NH
387 FAD\/&NAWH ) 5.27-5.23 (m 1H), 4.67-4.56 (m 2H). 3.
"o 76-3.62 (m 2H), 3.15-3.10 (m 1H), 2.86-2.
80 (m, 1H), 2.65-2.57 (m, 2H), 2.28-2.19 (
m, 4H).
[M+H]* =479. 1557
'H NMR (400 MHz, DMSO-dy) & 9.59-9.56 (m,
1H), 8.27 (d, J= 7.0 Hz, 1H), 8.04-8.01(m
N 1H), 7.73 d, J = 3.4 Hz, 1H), 7.64 (d,
- G | U=32Hz 1H), 7.29-7.20 (m 5H), 5.26-5
H

.18 (m, 1H), 4.65-4.55 (m, 2H), 3.75-3.63
(m, 2H), 3.15-3.10 (m, 1H), 2.86-2.80 (m,

H), 2.33-2.30 (m, 1H), 2.02-2.01 (m, 2H),
1.84-1.70 (m, 4H), 1.66-1.56 (m, 2H).
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[M+H]* =493.1717

]
389 T . [M+H]* =491.2
o " sJ)
(i\
390 | (% HO?H [M+H]* =507.2
I
'H NMR (400 MHz, DMSO-&t) & 9.58 (t, J = 6
2 Hz, 1H), 8.33 (d, J= 7.1 Hz, 1H), 8.16
~8.13 (m, 1H), 7.73 (d, J= 3.3 Hz, 1H), 7
D
A |64 (d, J=3.2Hz 1H), 7.30-7.20 (m, 5H)
(e} NH
0 H — —
391 F@*uﬁr” ) 5.26-5.22 (m, 1H), 4.68-4.57 (m 2H), 3.
F 0 77-3.64 (m, 2H), 3.14-3.11 (m, 1H), 2.96-2
80 (m, 2H), 2.26-1.97 (m 5H), 1.83-1.74
m 1H) .
[M+H]* =479. 1559
'H NMR (400 MHz, DMSO-&) & 9.63-9.51 (m,
1H), 8.33-8.24 (m, 1H), 8.20-8.09 (m, 1H),
7.76-7.68 (m, 1H), 7.67-7.58 (m 1H), 7.3
S
0 |4-7.12 (m, 5H). 5.28-5.17 (m. 1H), 4.67-4.
0. NH
392 55 (m, 2H), 3.77-3.59 (m 2H). 3.18-3.08 (

m, 1H), 2.85 (d, J = 11.6 Hz, 1H), 2.46-2.
40 (m, 1H), 2.11-1.94 (m, 2H), 1.87-1.64 (
m, 4H), 1.36-1.18 (m, 2H).

[M+H]* =493.1718
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393

[M+H]* =537.2

394

[M+H]* =551.2

395

'H NMR (400 MHz, DMSO-¢;) & 9.56 (t, J =6
.3 Hz, 1H), 8.33 (d, J=7.0 Hz, 1H), 7.99
(d, J=28.2Hz, 1H), 7.73 (d, J=3.3 Hz
1H), 7.64 (d, J=3.3 Hz, 1H), 7.31-7.17
(m, 5H), 5.25-5.14 (m, 1H), 4.61 (d, J =6
.2 Hz, 2H), 4.55-4.48 (m, 1H), 3.48-3.36 (

m, 2H), 3.22 (s, 3H), 3.17-3.09 (m, 1H), 2

.93-2.85 (m, 1H), 2.40-2.31 (m, 1H), 2.09-

1.97 (m, 2H), 1.84-1.69 (m, 4H), 1.64-1.51
(m, 2H).

[M+H]* =537.1969

396

[M+H]* =509. 2

397

'H NMR (400 MHz, DMSO-&;) & 9.56-9.51 (m,
1H), 8.39 (t, J= 7.3 Hz, 1H), 8.11 (d, J
=84 Hz, 1H), 7.73 d, J=3.1Hz, 1H), 7
.64 (d, J=3.0Hz, 1H), 7.27-7.20 (m, 5H)

5.25-5.14 (m, 1H), 4.62-4.51 (m, 3H), 3
45-3.39 (m, 2H), 3.22 (s, 3H), 3.14-3.10 (
m, 1H), 3.01- 2.84 (m, 2H), 2.26-2.11 (m,
3H), 2.02-1.90 (m, 2H), 1.78-171 (m, 1H)
[M+H]* =523.1826
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'H NMR (400 MHz, DMSO-ci) & 9.60-9.48 (m,
1H), 8.38-8.28 (m, 1H), 8.12 (d, J/ = 8.1 H
2, M), 7.73 (d, J= 3.3 Hz, 1H), 7.68-7.6
2 (m TH), 7.30-7.24 (m, 2H), 7.24-7.18 (m
] 03\5 3H), 5.26-5.13 (m, 1H), 4.67-4.56 (m, 2H
398 FQO*”AHKO" (LY |), 4.55-4.45 (m, 1H), 3.48-3.37 (m, 2H), 3
© .22 (d, J = 3.1 Hz, 3H), 3.18-3.09 (m, 1H)
2.94-2.85 (m, 1H), 2.06-1.90 (m, 2H), 1.
87-1.63 (m, 4H), 1.47-1.35 (m, 1H), 1.33-1
21 (m 1H).
[M+H]* =537. 1969
oé\:
399 FOL”AHT% P [M+H]* =519.2
!
'H NMR (400 MHz, DMSO-d) & 9.55 (t, J = 6
4 Hz, TH), 8.38 (d, J=7.0 Hz, 1H), 8.07
d J=8.2Hz TH, 7.73 (d, J= 3.2 Hz,
H), 7.64 (d, J=3.2Hz, TH), 7.26 (d, J
¢ = 6.9 Hz, 2H), 7.21 (d, J= 7.5 Hz, 3H),
400 m%ﬁi“@ 5.20 (q, J=6.8 5.9 Hz, 1H), 461 (d J
= 6.2 Hz, 2H), 4.53 (q, J = 6.7 Hz, TH), 3
41 (d, J=6.7 Hz, 2H), 3.22 (s, 3H), 3.1
8-3.09 (m, T1H), 2.92-2.84 (m, 1H), 2.67-2.
55 (m, 2H), 2.41-2.20 (m, 5H).
[M+H]* =523. 1873
P [o}
s -
401 |* S [M+H]* =583.2
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402 ;j* MR [M+H]* =569.
Fr o H/\s(/\/)
FF
b\f 0
403 SNJ)LNH o [M+H]* =569.
S,
Fr o H/\h\l/\/)
i
F [o]
b\(o OO N/\WS
404 ;j)L Y [N+H]* =555,
H
FE
o)
F
405 T OO [M+H]* =541.
H
Fggb\(o 0
H
406 SJ)L R [M+H]* =567,
Fr 0 u/\s(/\/}
F
F Oo
407 [Nj*w 0 [M+H]* =549,
S,
SCRRY,
o]
F\F/D/\fjj\w o]
408 C [M+H]* =535.
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(o]
409 [NJ)LNH [M+H]* =535,
FF
00
410 [NJANH [M+H]* =549,
o 5T‘\N/\NWS/
FF N NH O
411 G, 5%«@ [M+H]* =563,
F H
F
H o,
412 [Nj)\NH 0 [M+H]* =547
F%/YOO
M3 [N]A P [N+H]* =521
o 5\{%/\,}(} )
)
N
o (o) NH
414 ) [M+H]* =508,
N H '1 0
F )
F
£ F
Qo
415 ”Nﬂw [M+H]* =493,
ra s
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R F
é\foo
416 HNfLNH 0 [M+H]* =507. 2
SV/YH\/
F I
OOZ\NH (o]
17 N [M+H]* =479.2
IS
N
418 N [M+H]* =493.2
o H/\E?
N
Fﬁ:)/j’(o;\NH o] N
419 o~ [M+H]* =521.2
VD
E H
F H
%W/N\‘-/
420 O o o [M+H]* =505. 2
N
rYR
I3
F
L,
421 M o [M+H]* =493.2
5* O
o]
422 | * P [M+H]* =507. 2
o] N=/
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423 N [M+H]* =479.
6 H \/
FE H
F 0o
j@YHJLNH .
424 I ~— [M+H]* =491
6 H S
F} A ,0
F HN\)OI\NH o
425 o~ [M+H]* =465.
6 A NS
(e,
426 Wi o [M+H]* =471,
LETe
(o] N=/
: I
HN
4217 H D [M+H]* =469,
N =
o H/\NC\/S
:F\OJ.J\
HN
428 NHoQ [M+H]* =475.
5%” - S
[o] N=/
e F
O,
429 L NNV [M+H]* =479,
N T s
o] N=/
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FF
i foo
430 L NGNS [M+H]* =493,
5% -~
-
F
0,
431 PN o [M+H]* =537.
[ o M N/
o]
432 o o~ [M+H]* =551.
I o6 H NS
F, [o]
F>©\(O 00 H/\Ni\/s
433 3)) [M+H]* =569.
FE
F F
(o]
b\(o 0 O s
434 XN/\’AN Ho N/ [M+H]* =569.
H
Fe
FS P ,O
F (o]
N])\NH (o]
435 G 5% . SR
o T N/
o]
(o]
ij)kNH [e]
436 [M+H]* =535.
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437

[M+H]* =535.2

438

[M+H]* =549.2

439

'H NMR (400 MHz, DMSO-a) & 9.25 (t, J =6
.2 Hz, 1H), 8.80 (t, /= 5.9 Hz, 1H), 8.54
-8.47 (m, 1H), 8.44 (d, J= 7.1 Hz, 1H), 7
.93-7.82 (m, 2H), 7.80-7.71 (m, 1H), 7.60-
7.51 (m, 2H), 7.34-7.16 (m, 7H), 5.32-5.22
(m, 1H), 4.45 (d, J = 6.2 Hz, 2H), 3.99-3
.81 (m, 2H), 3.20-3.09 (m, 1H), 2.92-2.81
(m, 1H).

[M+H] *=479.1480

440

'H NMR (400 MHz, DMSO-a) & 9.25 (t, J =6
.2 Hz, 1H), 8.93 (t, J= 5.9 Hz, 1H), 8.50
(d, J=4.8Hz, 1H), 8.47 (d, J=T7.1 Hz,
1H), 8.10 (d, J = 1.9 Hz, 1H), 7.87-7.82
(m, 1H), 7.81-7.72 (m, 2H), 7.31-7.18 (m,
TH), 5.32-5.22 (m, 1H), 4.45 (d, J=6.1H
z, 2H), 3.98-3.83 (m, 2H), 3.20-3.10 (m, 1
HY, 2.91-2.82 (m, 1H).

[M+H] *=513.1091
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441

'H NMR (400 MHz, DMSO-a) & 9.25 (t, J =6
.2 Hz, 1H), 8.90 (t, J = 6.0 Hz, 1H), 8.49
(dd, J=12.9, 6.0 Hz, 2H), 7.85 (d, J =
10.3 Hz, 1H), 7.80-7.71 (m, 3H), 7.32-7.17
(m, 7H), 5.31-5.23 (m, 1H), 4.49-4.39 (m,
2H), 3.99-3.85 (m, 2H), 3.19-3.11 (m, 1H)
, 2.91-2.82 (m, 1H).

[M+H] *=497.1385

442

'H NMR (400 MHz, DMSO-d) & 9.25 (t, J =6
.2 Hz, 1H), 9.03 (t, /= 5.9 Hz, 1H), 8.55
-8.47 (m, 2H), 8.15 (d, J = 1.5 Hz, 1H), 8
.11-8.06 (m, 1H), 8.03-7.97 (m, 1H), 7.79-
7.73 (m, 1H), 7.29-7.19 (m, 7H), 5.32-5.22
(m, 1H), 4.45 (d, J = 6.2 Hz, 2H), 4.00-3
.86 (m, 2H), 3.20-3.12 (m, 1H), 2.91-2.80
m 1H) .

[M+H] *=488.1734

443

'H NMR (400 MHz, DMSO-a) & 9.25 (t, J =6
.2 Hz, 1H), 9.11 (t, J= 6.0 Hz, 1H), 8.59
-8.46 (m, 2H), 8.08 (dd, J = 8.1, 6.6 Hz,
1H), 7.92 (dd, J = 10.3, 1.5 Hz, 1H), 7.86
(dd, J=8.1, 1.5 Hz, 1H), 7.76 (td, J =
1.7, 1.9 Hz, 1H), 7.30-7.19 (m, 7H), 5.31-
5.23 (m, 1H), 4.44 (d, J = 6.1 Hz, 2H), 4.
01-3.85 (m, 2H), 3.19-3.09 (m, 1H), 2.90-2
.80 (m, 1H).

[M+H] *=488.1725
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444

'H NMR (400 MHz, DMSO-d;) & 9.26 (t, J = 6
.2 Hz, 1H), 8.83 (t, J = 6.0 Hz, 1H), 8.54
-8.47 (m, 2H), 7.82-7.72 (m, 2H), 7.67 (d,
J =283 Hz, 1H), 7.57 (s, 1H), 7.52-7.44
m, 1H), 7.35 (t, J=17.5 Hz, 1H), 7.31-7.
18 {(m, 7H), 5.35-5.25 (m, 1H), 4.45 (d, J
= 6.2 Hz, 2H), 4.02-3.83 (m, 2H), 3.20-3.1
2 (m, 1H), 2.93-2.83 (m, 1H).

[M+H] *=485.1816

445

'H NMR (400 MHz, DMSO-a&) & 9.25 (t, J =6
.2 Hz, 1H), 8.54-8.46 (m, 1H), 8.21 (d, J/
= 7.1 Hz, 1H), 7.88 (t, J=5.8 Hz, 1H), 7
J81-7.71 (m, 1H), 7.31-7.17 (m, 7H), 5.29-
5.21 (m, 1H), 4.44 (d, J = 6.2 Hz, 2H), 3.
74-3.58 (m, 2H), 3.17-3.10 (m, 1H), 2.90-2
.80 (m, 1H), 2.19-2.09 (m, 1H), 1.72-1.64
(m, 4H), 1.62-1.57 (m, 1H), 1.34-1.11 (m,
6H) .

[M+H] *

451. 2341

446

'H NMR (400 MHz, DMSO-¢) & 9.31-9.21 (m,
8H), 8.50 (d, J=4.9 Hz, 1H), 8.28 d, J
= 7.1 Hz, 1H), 7.99 (t, J=5.9Hz, 1H), 7
.81-7.73 (m, 1H), 7.31-7.25 (m, 3H), 7.25-
7.18 (m, 4H), 5.30-5.21 (m, 1H), 4.44 (d,
J=26.2Hz, 2H), 3.83 (dt, J=11.6, 3.3 H
z, 2H), 3.77-3.60 (m, 2H), 3.31-3.24 (m, 2
H), 3.17-3.09 (m, 1H), 2.88-2.80 (m, 1H),
2.46-2.34 (m, 1H), 1.67-1.45 (m, 4H).

[M+H] *=453.2135
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447

Cl

'H NMR (400 MHz, DMSO-d¢t) & 9.25 (t, J = 6
.2 Hz, 1H), 8.50 (d, J = 5.0 Hz, 1H), 8.32
(d, J=17.2Hz, 1H), 8.04 (t, J=5.8 Hz
1H), 7.81-7.70 (m, 1H), 7.37-7.31 (m, 2H)
7.29-7.09 (m, 4H), 5.30-5.14 (m, 1H), 4
50-4.38 (m, 2H), 3.78-3.59 (m, 2H), 3.17-3
.07 (m, 1H), 2.87-2.78 (m, 1H), 2.35-2.26
(m, 1H), 2.06-1.95 (m, 2H), 1.86-1.70 (m,
4H), 1.62-1.53 (m, 2H).

[M+H] *=521.1776

448

'H NMR (400 MHz, DMSO-¢t) & 9.26 (t, J = 6
.1 Hz, 1H), 8.50 (d, J = 5.0 Hz, 1H), 8.36
(d, J=17.2Hz, 1H), 8.04 (t, J=5.8Hz
H), 7.81-7.72 (m, 1H), 7.34-7.18 (m, 6H)
5.26-5.18 (m, 1H), 4.44 (d, J/=6.1Hz
2H), 3.76-3.61 (m, 2H), 3.18-3.11 (m, 1H)
2.88-2.80 (m, 1H), 2.31 (t, J=12.0 Hz
TH), 2.09-1.95 (m, 2H), 1.87-1.67 (m, 4H)
1.64-1.49 (m, 2H)

[M+H] *=521.1775

449

Cl

'H NMR (400 MHz, DMSO-d¢) & 9.26-9.17 (m,
1H), 8.50 (t, J= 3.8 Hz, 1H), 8.43-8.35 (
m, 1H), 8.11-8.00 (m, 1H), 7.81-7.72 {(m, 1
H), 7.44-7.38 (m, 1H), 7.34-7.25 (m, 4H)
7.23-7.19 (m, 1H), 5.35-5.25 (m, 1H), 4.44
-4.33 (m, 2H), 3.74-3.61 (m, 2H), 3.31-3.2
3 (m, 1H), 3.05-2.91 (m, 1H), 2.36-2.24 (m
1H), 2.10-1.92 (m, 2H), 1.83-1.66 (m, 4H
), 1.65-1.45 (m, 2H)
[M+H] *=521.1767
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450

Cl Cl

'H NMR (400 MHz, DMSO-c) & 9.21 (t, J =6
.2 Hz, 1H), 8.49 (d, J= 4.2 Hz, 1H), 8.39
(d, J=17.3Hz, 1H), 8.03 (t, J=5.8 Hz
1H), 7.76 (td, J= 7.7, 1.8 Hz, 1H), 7.57
(d, J=1.5Hz, 1H), 7.34-7.21 (m, 4H), 5
.29-5.21 (m, 1H), 4.44-4.36 (m, 2H), 3.69-
3.63 (m, 2H), 3.30-3.24 (m, 1H), 3.00-2.92
(m, 1H), 2.38-2.23 (m, 1H), 2.07-1.98 (m,
2H), 1.78 (d, J = 29.5 Hz, 4H), 1.64-1.53

(m, 2H).
[M+H] *=555.1367

451

Cl Cl

'H NMR (400 MHz, DMSO-¢;) & 9.26 (t, J =6
.2 Hz, 1H), 8.50 (d, J = 5.0 Hz, 1H), 8.36
(d, J=17.2Hz, 1H), 8.04 (t, J=5.8 Hz
1H), 7.80-7.73 (m, 1H), 7.53 (d, J = 8.3
Hz, 1H), 7.49 (d, J= 2.0 Hz, 1H), 7.30-7.
26 (m, 1H), 7.25-7.19 (m, 2H), 5.26-5.14 (
m, 1H), 4.49-4.39 (m, 2H), 3.75-3.62 (m, 2

H), 3.18-3.10 (m, 1H), 2.90-2.79 (m, 1H)
2.35-2.27 (m, 1H), 2.07-1.97 (m, 2H), 1.82
-1.71 {(m, 4H), 1.62-1.55 (m, 2H)

[M+H] *=555.1371

452

'H NMR (400 MHz, DMSO-¢;) & 9.28 (t, J =6
.2 Hz, 1H), 8.51 (d, J = 5.1 Hz, 1H), 8.29
(d, J=7.6Hz, 1H), 7.92 (d, /= 8.0 Hz
H), 7.79-7.75 (m, 1H), 7.32-7.16 (m, 7H)

5.31-5.22 (m, 1H), 4.46-4.45 (m, 2H), 4.
32-4.27 (m, 1H), 3.19-3.14 (m, 1H), 2.89-2
.15 (m, 1H), 2.32-2.28 (m, 1H), 2.09-1.95
(m, 2H), 1.86-1.64 (m, 4H), 1.60-1.48(m, 2

10

20

30

40

50



(221) JP 2025-507472 A 2025.3.21

HY, 1.03 (d, J = 7.1 Hz, 3H).
[M+H] *=501. 2306

453

'H NMR (400 MHz,

DMS0-dk)

§ 9.37-9.15 (m,

1H), 8.75-8.40 (m,

2H),

8.08-7.68 (m,

2H),

7.40-7.15 (m, 6H), 5.37-5.11 (m, 1H), 4.8
0-4.52 (m, 1H), 4.50-4.38 (m, 2H), 4.19-3.
60 (m, 2H), 3.23-3.08 (m, 1H), 2.99-2.61 (
m, 3H), 2.35-1.77 (m, TH).

[M+H] *=561.2113

454

'H NMR (400 MHz, DMSO-a) & 9.61 (t, J =6
.2 Hz, 1H), 8.93 (d, J=17.2 Hz, 1H), 7.80
(d, J=1.5Hz, 2H), 7.72 (t, J = 2.8 Hz,
1H), 7.61 (t, J= 2.7 Hz, 1H), 7.58-7.52
(m, 1H), 7.48 (d, J= 7.4 Hz, 2H), 7.38-7
27 (m, 4H), 7.22 (t, J = 1.8 Hz, 1H), 5.42
-5.31 (m, TH), 4.69-4.60 (m, 2H), 3.29-3.2
1 (m, 1H), 3.08-2.95 (m, 1H).

[M+H] *=394.1212

455

'H NMR (400 MHz, DMSO-a) & 9.38 (t, J =6
.4 Hz, 1H), 8.90 (d, J= 7.3 Hz, 1H), 7.78
(d, J=17.6Hz, 2H), 7.54 (t, J=T7.4 Hz,
1H), 7.46 (t, J = 7.6 Hz, 2H), 7.38-7.26
(m, 5H), 7.20 (t, J = 7.3 Hz, 1H), 6.99-6
96 (m, 1H), 6.93 (d, J = 4.4 Hz, 1H), 5. 41
-5.31 (m, 1H), 4.55-4.47 (m, 2H), 3.27-3.1
9 (m, 1H), 3.02-2.93 (m, 1H).

[M+H] *=393.1262
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456

'H NMR (400 MHz, DMSO-a) S 9.21 (t, J =6
.1 Hz, 1H), 8.89 (d, J=17.2 Hz, 1H), 7.78
(d, =176 Hz, 2H), 7.57-7.51 (m, 2H), 7
.46 (t, J=T7.7 Hz, 2H), 7.36-7.27 (m, 4H)
7.23-7.18 (m, 1H), 6.39-6.35 (m, 1H), 6.
23 (d, J=3.1 Hz, 1H), 5.38-5.30 (m, 1H)
4.38-4.29 (m, 2H), 3.22 (dd, J = 14.3, 3
6 Hz, 1H), 3.01-2.92 (m, 1H).
[M+H] *=377.1494

457

'H NMR (400 MHz, DMSO-a) & 9.39 (t, J =6
.2 Hz, 1H), 8.89 (d, J= 7.4 Hz, 1H), 8.02
-7.97 (m, 1H), 7.78 (d, J=17.7 Hz, 2H), 7
.58-7.50 (m, 1H), 7.46 (t, J = 7.5 Hz, 2H)
7.37-7.25 (m, 4H), 7.20 (t, J = 7.1 Hz,

1H), 7.17-7.10 (m, 1H), 5.34 (d, J= 9.5 H
z, 1H), 4.52-4.42 (m, 2H), 3.28-3.19 (m, 1
H), 3.03-2.90 (m, 1H).

[M+H] *=378. 1445

458

'H NMR (400 MHz, DMSO-g) & 9.15 (t, J=6
.0 Hz, 1H), 8.89 (d, J=17.2 Hz, 1H), 8.30
(s, 1H), 7.87 (s, 1H), 7.78 (dt, J = 7.1,
1.4 Hz, 2H), 7.57-7.50 (m, 1H), 7.46 (dd
J=28.4 7.0 Hz, 2H), 7.36-7.24 (m, 4H),
7.24-7.17 (m, 1H), 5.41-5.30 (m, 1H), 4.31
-4.22 (m, 2H), 3.26-3.20 (m, 1H), 3.01-2.9

1 (m, 1H).
[M+H] *=378. 1444
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459

'H NMR (400 MHz,
.2 Hz,

(d,

.58-7.49 (m,
7.24 (m, 4H),

J =
.37

{m,

1H)
J = 1.8 Hz,
1H),

1.9 Hz,
(m, 2H),
1H).

H),

[M+H] *=378. 1447

8.92 (d, J= 1.1 Hz,
H),
7.50-7.39 (m,
7.25-7.16 (m,
5.38-5.26 (m,
3.27-3.17 (m,

DMSO-a) & 9.34 (t,

1H),
7.81-7.74 (m,

2H),
H),
1H),
1H),

2H), 7

6.42 (t,
4.45-4
3.03-2. 91

J=6
8. 81

7.37-

460

'H NMR (400 MHz,
9.43 (t,

Hz,

t, /=13 Hz,

H),

1H),

1H), 7.79 (,

1H),

[M+H] *=379.1399

DMSO-a%)
J = 5.9 Hz,
J =106 Hz,
7.46 (t,
1.37-7.27 (m, 4H),
5.42-5.34 (m,

), 3.28-3.20 (m, 1H),

d 9.56 (s,
8.88 (d, J
2H),
J=1.5
7.21 (t,
TH),
3.01-2.92 (m,

H),

7.54 (

J=1.1Hz
4.56-4.52 (m, 5H
1H) .

H),
=13

Hz, 2

461

'H NMR (400 MHz,
.0 Hz,

Hz,

1.2,
-7.26 (m,
9 (m,

1H),

1H)
1H),
1.5 Hz,
4H)

H),

1H),

[M+H] *=379.1396

8.94 (s,
7.81-7.76 (m,
1.49-7.44 (m,
7.23-7.18 (m,
4.72-4.65 (m,
3.02-2.94 {(m,

DMSO-a) & 9.55 (t,

1H), 8.92 (d, J
2H),
2H),
1H),
2H), 3.27-3.

1H).

7.54 (td, J =

5.37-5.2

J=6
=711

1. 36

20 (m

462

'H NMR (400 MHz,
.2 Hz,
-7.76 (m, 2H),

H),

1H),

1.46 (t,
14.8, 7.4 Hz,

8.93 (d, J= 7.1 Hz,
7.54 (dd,
J =15 Hz,
4Hy,

DMSO-ct) & 9.22 (t, J =6

),

2H)
7.20 (t,

1.31
J=1T

J=18.3, 6.4 Hz,

7.85

(dt, J
0 Hz,
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1H), 7.10 (s, 1H), 5.38-5.28 (m, 1H), 4.4
8-4.31 (m, 2H), 3.29-3.21 (m, 1H), 3.04-2.
93 (m, 1H), 2.60 (s, 3H).

[M+H] *=408.1371

463

'H NMR (400 MHz, DMSO-c;) & 9.42 (t, J=6
.1 Hz, 1H), 8.97 (d, J = 6.9 Hz, 1H), 7.76
(d, J=17.6Hz, 2H), 7.53 (d, J=17.3 Hz
2H), 7.45 (t, J=17.5 Hz, 2H), 7.36-7.25
(m, 4H), 7.24-7.15 (m, 3H), 5.28-5.20 (m,
1H), 4.51-4.38 (m, 2H), 3.22 (dd, J = 13.8
, 4.4 Hz, 1H), 3.07-2.95 (m, 1H).

[M+H] *=428.0826

464

'H NMR (400 MHz, DMSO-¢;) & 9.53 (t, J = 6
.3 Hz, 1H), 8.98 (d, J= 7.0 Hz, 1H), 7.76
(d, J=17.6Hz, 2H), 7.69 (d, J=3.3 Hz
1H), 7.58 (d, J = 3.3 Hz, 1H), 7.54 (t, J
= 7.5 Hz, H), 7.45 (t, J=T7.6 Hz, 2H)
7.37 (t, J=17.7THz, 1H), 7.26 (t, J=16.9
Hz, 1H), 7.17-7.08 (m, 2H), 5.34-5.24 (m,
1H), 4.64-4.53 (m, 2H), 3.30-3.26 (m, 1H)

, 3.11-3.03 (m, 1H).
[M+H] *=412.1132

465

'H NMR (400 MHz, DMSO-¢) & 9.59 (t, J=6
.2 Hz, 1H), 8.97 (d, J=T7.1 Hz, 1H), 7.82
-1.75 (m, 2H), 7.711 (d, J= 3.2 Hz, 1H), 7
.60 (d, J=3.1Hz, 1H), 7.57-7.52 (m, 1H)

7.50-7.44 (m, 2H), 7.37-7.30 (m, 1H), 7.
19-7.12 (m, 2H), 7.08-7.01 (m, 1H), 5.37-5
.26 (m, 1H), 4.68-4.59 (m, 2H), 3.31-3.23
(m, 1H), 3.09-2.98 (m, 1H).
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[(M+H] *=412.1123

466

'H NMR (400 MHz, DMSO-a) S 9.58 (t, J =6

.2 Hz, 1H), 8.93 (d, J= 7.1 Hz, 1H), 7.80

-7.76 (m, 2H), 7.71 (d, J = 3.3 Hz, 1H), 7

.60 (d, J=3.2 Hz, 1H), 7.56-7.52 (m, 1H)
7.46 (dd, J = 8.1, 6.6 Hz, 2H), 7.37-7.3

2 (m, 2H), 7.15-7.09 (m, 2H), 5.34-5.25 (m
1H), 4.63 (d, /= 6.3 Hz, 2H), 3.26-3.18
(m, 1H), 3.02-2.93 (m, 1H).

[M+H] *=412.1131

4617

'H NMR (400 MHz, DMSO-a) & 9.56 (t, J =6

.2 Hz, 1H), 9.08 (d, J = 6.8 Hz, 1H), 7.83

=1.77 (m, 2H), 7.74-7.72 (m, 1H), 7.63-7.5

7 (m, 2H), 7.54-7.48 (m, 4H), 5.29-5.21 (m
1H), 4.67-4.58 (m, 2H), 3.33-3.21 (m, 1H

), 3.17-3.07 (m, 1H).

[M+H] *=448.0934

468

'H NMR (400 MHz, DMSO-a) & 9.55 (t, J =6
.1 Hz, 1H), 8.76 (d, J = 6.8 Hz, 1H), 7.88
(d, J=1.6Hz, 2H), 7.72 (d, J = 3.2 Hz,
1H), 7.63 (d, J = 3.2 Hz, 1H), 7.56 (t, J
= 7.5 Hz, 1H), 7.48 (t, J = 7.5 Hz, 2H),
5.31-5.23 (m, 1H), 4.63 (d, J = 6.2 Hz, 2H
), 1.85-1.77 (m, 1H), 1.72-1.59 (m, 6H), 1
.50-1.44 (m, 1H), 1.18-1.08 (m, 2H), 1.01-

0.84 (m, 3H).
[M+H] *=400.1691
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469

'H NMR (400 MHz, DMSO-ct) & 9.59 (t, J = 6
.2 Hz, 1H), 8.97 (d, J = 7.1 Hz, 1H), 7.81
-7.75 (m, 2H), 7.711 (d, J = 3.3 Hz, 1H), 7
.60 (d, J=3.3 Hz, 1H), 7.57-7.52 (m, 1H)
7.47 (dd, J=8.2, 6.7 Hz, 2H), 7.39 (t,
J=1.8Hz, 1H), 7.35-7.30 (m, 1H), 7.29-
7.24 (m, 2H), 5.32-5.26 (m, 1H), 4.62 (d,
J=6.3 Hz, 2H), 3.27-3.21 (m, 1H), 3.05-2
.97 (m, 1H).
[M+H] *=428.0833

470

'H NMR (400 MHz, DMSO-d;) & 9.57 (t, J =6
.3 Hz, 1H), 8.99 (d, J = 7.1 Hz, 1H), 7.81
=71.75 (m, 2H), 7.72-7.69 (m, 1H), 7.61-7.5
2 (m, 4H), 7.47 (t, J=8.0 Hz, 2H), 7.29

(dd, 4 =28.3, 2.0 Hz, 1H), 5.30-5.22 (m, 1
H), 4.61 (d, J=6.2 Hz, 2H), 3.26-3.19 (m

1H), 3.05-2.97 (m, 1H).
[M+H] *=462. 0449

47

'H NMR (400 MHz, DMSO-c;) & 9.64 (t, J=6

.3 Hz, 1H), 8.75 (dd, J = 7.3, 2.4 Hz, 1H)
7.74 (d, J=3.3Hz, 1H), 7.64 (d, J=3

.0 Hz, 1H), 7.58-7.47 (m, 2H), 7.34-7.20 (

m, 7H), 5.44-5.34 (m, 1H), 4.66 (d, J = 6.

3 Hz, 2H), 3.29-3.18 (m, 1H), 3.01-2.89 (m
1H).

[M+H] "=412.1119

472

'H NMR (400 MHz, DMSO-¢;) & 9.61 (t, J = 6
.4 Hz, 1H), 9.03 (d, J= 7.2 Hz, 1H), 7.72

(d, J=23.3Hz, 1H), 7.67-7.51 (m, 4H), 7
.44-7.37 (m, 1H), 7.34-7.26 (m, 4H), 7.23-
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7.17 (m, 1H), 5.40-5.29 (m, 1H), 4.64 (d,

J = 6.3 Hz, 2H),
.92 (m, 1H).
[M+H] "=412. 1121

3.27-3.19 (m, 1H), 3.05-2

473

'H NMR (400 MHz,
.2 Hz, 1H), 8.97
-7.83 (m, 2H), T.

DMSO-at) & 9.60 (t, J=6
(d, J=17.1Hz, 1H), 7.90
1, J=3.3 Hz, tH), 7

.61 (d, J=3.3 Hz, TH), 7.36-7.26 (m, 6H)
7.24-7.18 (m, 1H), 5.37-5.29 (m, 1H), 4.

70-4.60 (m, 2H),
.92 (m, 1H).
[M+H] *=412.1122

3.27-3.20 (m, 1H), 3.04-2

474

'H NMR (400 MHz,
.2 Hz, 1H), 8.60
(d, J= 3.3 Hz,

DMSO-a5) & 9.55 (t, J =6
(d, J=17.1Hz, tH), 7.73
1H), 7.64 (d, J = 3.3 Hz,

1H), 7.36-7.11 (m, 10H), 5.22-5.11 (m, 1H

), 4.64-4.52 (m,

2H), 3.43 (s, 2H), 3.20-3

10 (m, 1H), 2.92-2.74 (m, 1H).

[M+H] *=408.1372

475

'H NMR (400 MHz,
.3 Hz, 1H), 8.40
(d, J= 3.2 Hg,
1H), 7.32-7.08

DMSO-dt) & 9.54 (t, J=6
(d, J=17.1Hz, tH), 7.73
1H), 7.64 (d, J = 3.4 Hz,
(m, 10H), 5.24-5.11 (m, 1H

), 4.62 (d, J=6.2 Hz, 2H), 3.11 (dd, J =
14.0, 4.3 Hz, 1H), 2.83-2.76 (m, 1H), 2.7

2 (t, J=8.1Hg,
, 2H).
[M+H] "=422.1528

2H), 2.38 (t, J=17.9 Hz
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'H NMR (400 MHz, DMSO-a&) & 9.62 (t, J =6
.3 Hz, 1H), 8.49 (d, J= 7.5 Hz, 1H), 7.72
(d, J=3.3Hz, 1H), 7.61 (d, J = 3.3 Hz,
1H), 7.39-7.09 (m, 7H), 6.96 (t, J= 7.3

476 @OWNO " Hz, 1H), 6.88 (d, J = 8.1 Hz, 2H), 5.35-5.
° 20 (m, 1H), 4.64 (d, J = 6.3 Hz, 2H), 4.48
(s, 2H), 3.23-3.13 (m, 1H), 3.02-2.87 (m,
1H).
[N+H] *=424. 1321
'H NWR (400 WHz, DMSO-ci) & 9.57 (t, J = 6
0 Hz, 1H), 8.68 (t, J =58 Hz, 1H), 840
(d, J=71Hz, 1H), 7.89-7.82 (m 2H), 7
L |73 d J=3.2H, 1H), 7.63 d J=3.2
477 2w Y |Hz 1H), 7.58-7.50 (m, 1H), 7.49-7.44 (m,
A
o oH), 7.29-7.16 (m, 8H), 5.30-5.21 (m 1H),
4.66-4.60 (m 2H), 4.00-3.81 (m 2H), 3.1
0-3.10 (m, 1H), 2.92-2.82 (m, TH).
[N+H] *=451. 1432
H NWR (400 WHz, DMSO-di) & 9.58 (t, J =5
9 Hz, 1H), 9.19 (s, 1H), 9.00-8.87 (m, 2H
), 8.75 (s, 1H), 8.51 (d J=7.1Hz 1H),
KO | 772 (6, J= 2.3 Hz 1H), 7.62 (dd, J= 3
478 X |2 1.6 Hz, 1H), 7.32-7.16 (m 5H), 5.30-5

.20 (m, 1H), 4.62 (d, J = 6.2 Hz, 2H), 4.0
6-3.90 (m, 2H), 3.17-3.08 (m, 1H), 2.93-2.
79 (m, 1H).

[M+H] *=453.1338
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479

'H NMR (400 MHz, DMSO-&) 6 9.58 (t, J=5
.9 Hz, 1H), 8.81 (d, J = 5.4 Hz, 1H), 8.65
(d, J=4.3Hz, 1H), 8.51 (d, J=6.8 Hz
1H), 8.09-7.95 (m, 2H), 7.72 (d, J = 3.0
Hz, 1H), 7.64-7.60 (m, 2H), 7.22 (a, J =17
.6, 5.7 Hz, 5H), 5.24 (d, J= 4.0 Hz, 1H)
4.62 (d, J= 6.1 Hz, 2H), 4.08-3.87 (m, 2
H), 3.18-3.10 (m, 1H), 2.92-2.82 (m, 1H).

[M+H] *=452.1384

480

'H NMR (400 MHz, DMSO-¢) & 9.58 (t, J =5
.6 Hz, 1H), 9.04-8.98 (m, 1H), 8.96-8.89 (
m, 1H), 8.74-8.69 (m, 2H), 8.46 (d, J = 6.
5 Hz, 1H), 8.19 (dd, J = 5.2, 2.7 Hz, 1H)
7.73 (¢, J=2.9 Hz, 1H), 7.63 (t, J=2
9 Hz, 1H), 7.52 (dd, J = 7.8, 4.9 Hz, 2H)
7.30-7.14 (m, 5H), 5.31-5.21 (m, 1H), 4.6
8-4.61 (m, 2H), 3.96-3.89 (m, 2H), 3.18-3.
09 (m, 1H), 2.92-2.79 (m, 1H).
[M+H] *=452.1387

481

'H NMR (400 MHz, DMSO-&) & 9.59 (t, J =5
.5 Hz, 1H), 8.43 (d, J = 7.1 Hz, 1H), 8.41
-8.32 (m, 1H), 7.73 (d, J= 2.8 Hz, 1H), 7
.69 (t, J=17.5Hz, 1H), 7.63 d, J=2.8
Hz, 1H), 7.59-7.52 (m, 1H), 7.33-7.19 (m,
TH), 5.31-5.22 (m, 1H), 4.66-4.60 (m, 2H),
4.00-3.82 (m, 2H), 3.20-3.10 (m, 1H), 2.9
2-2.81 (m, 1H).
[M+H] *=469. 1341
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'H NMR (400 MHz, DMSO-ct) & 9.57 (t, J = 6
.0 Hz, 1H), 8.72 (t, J = 5.7 Hz, 1H), 8.41
(d, J=7.0 Hz, 1H), 8.00-7.89 (m, 2H), 7

(‘E\N\ 73 (d, J=3.2 Hz, 1H), 7.63 (d, J= 3.2
482 @*ﬁr% Hz, TH), 7.31 (t, J= 8.7 Hz, 2H), 7.27-T.
° 11 (m, 5H), 5.30-5.16 (m, 1H), 4.62 (d, J
= 6.3 Hz, 2H), 3.97-3.81 (m, 2H), 3.18-3.0
7 (m, 1H), 2.91-2.80 (m, 1H).
[M+H] “=469. 1342
'H NMR (400 MHz, DMSO-c5) & 9.58 (t, J =5
.7 Hz, 1H), 8.81 (t, J=5.3 Hz, 1H), 8.43
d, J=6.9Hz, 1H), 7.75-7.68 (m, 2H), 7
(SQ .65 (t, 2H), 7.54 (q. J= 7.1 Hz, 1H), 7.4
483 szﬁrf :H 0 (t, J=80 Hz, 1H), 7.29-7.18 (m, 5H),
r ° 5.31-5.21 (m, 1H), 4.63 (d, J= 5.5 Hz, 2H
), 4.00-3.83 (m, 2H), 3.18-3.11 (m, 1H), 2
.93-2.79 (m, 1H).
[M+H] *=469. 1339
'H NMR (400 MHz, DMSO-ci) & 9.61 (t, J = 6
2 Hz, ), 7.92 d, J= 7.7 Hz, 1H), 7.72
o | @ J=1.9Hz, 1H), 7.65-7.64 (m, TH), 7
0 (k .33-7.27 (m, 3H), 7.22-7.15 (m, 6H), 5.34-
484 Q“Xg% 5.24 (m, 1H), 4.66-4.62 (m, 2H), 4.31-4.23
(m, 2H), 3.22-3.16 (m, 1H), 3.05-2.97 (m,
1H), 1.30 (s, 3H), 1.24 (s, 3H).
[M+H] *=484. 2
« |'H NMR (400 MHz, DMSO-ci) & 9.61 (t, J =6
ot | 2Hz W), 7.93 (4, J= 1.7 Hz, 1H), 7.73
485

(d, J=23.3Hz, 1H), 7.65 (d, J = 3.3 Hz,
H), 7.41-7.35 (m, 2H), 7.32-7.27 (m, 2H)
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7.25-7.16 (m, 5H), 5.32-5.23 (m, 1H), 4.
66-4.61 (m, 2H), 4.31-4.22 (m, 2H), 3.23-3
17 (m, 1H), 3.05-2.97 (m, 1H), 1.27 (d,
= 24.3 Hz, 6H).

[M+H] *=501.0

'H NMR (400 MHz, DMSO-c%) & 9.61 (t, J =6
.2 Hz, 1H), 8.23 (d, J= 7.6 Hz, 1H), 7.75
-7.70 (m, 1H), 7.66-7.60 (m, 1H), 7.44-7.3
oo™ |8 @ 3. 753719 @, 6H), 6.015.65 (n
490 @”ZW“E% . TH), 4.71-4.60 (m, 2H), 4.57-4.45 (m, 2H
o ]

), 3.26-3.14 (m 1H), 3.03-2.89 (m, 1H), 1
(58-1.43 (m, 4H).
[M+H] *=514. 1

'H NMR (400 MHz, DMSO-ci) & 9.60 (t, J= 6
2 Hz, 1H), 8.01 (d, J= 7.3 Hz, 2H), 7.72
d, J=2.7Hz 1H, 7.67-7.64 (m, 2H), 7
}\ 58 (d, J=3.2Hz, 1H), 7.40-7.33 (m 2H)
487 | . X . 7.24-7.15 (m, 5H), 5.31-5.20 (m. 1H). 4.

j@/\o I o)

F 64-4.58 (m, 2H), 4.32-4.19 (m, 2H), 3.25-3
16 (m, 1H), 3.06-2.98 (m. 1H), 1.23 (s, 3

H, 1.23 (s, 3H).
[M+H] *=518.6

'H NMR (400 MHz, DMSO-c) & 9.61 (t, J= 6

3 Hz, 1H), 7.95 (d, J=7.7 Hz, 1H), 7.73

(t, J=3.4Hz, 1H), 7.65 (d, /= 3.3 Hz,

138 g I 1H), 7.22-7.16 (m, 8H), 5.36-5.23 (m, 1H)

\DAX“% L 4.64 (d, J= 6.3 Hz, 2H), 4.28-4.19 (m,

2H), 3.82 (s, 3H), 3.20-3.13 (m, 1H), 3.02

(dd, J=13.9, 8.8 Hz, 1H), 1.31 (s, 3H),
1.25 (s, 3H).
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[M+H] *=530. 6

489

'H NMR (400 MHz, DMSO-a&) S 9.60 (t, J =6
.2 Hz, 1H), 8.10-7.99 (m, 1H), 7.78-7.71 (
m, 1H), 7.67-7.63 (m, 1H), 7.36-7.28 (m, 2
H), 7.25-7.16 (m, 5H), 5.28-5.16 (m, 1H),
4.66-4.54 (m, 2H), 4.22-4.05 (m, 1H), 3.23
-3.10 (m, OH), 2.86-2.73 (m, OH), 1.23 (d,
J=2.4 Hz, 4H).

[M+H] *=551.1

490

'H NMR (400 MHz, DMSO-a) & 9.56 (t, J =6
.2 Hz, 1H), 8.56 (d, J=17.2 Hz, 1H), 8.25
(s, TH), 7.88 (s, 1H), 7.711 (d, J=3.3H
z, 1H), 7.65-7.60 (m, 1H), 7.58 (d, J = 3.
2 Hz, 1H), 7.52-7.45 (m, 1H), 7.31-7.14 (m
5H), 5.38 (s, 2H), 5.32-5.25 (m, 1H), 4.
62 (d, J = 6.2 Hz, 2H), 3.23-3.15 (m, 1H),
2.94-2.85 (m, 1H).
[M+H] *=528.1

491

'H NMR (400 MHz, DMSO-a) & 9.61 (t, J =6
.2 Hz, 1H), 8.69 (d, J= 7.1 Hz, 1H), 8.05
(s, 1H), 7.88 (s, 1H), 7.73 (d, J=3.2H
z, MH), 7.63 (d, J= 3.3 Hz, 1H), 7.56-7.5
4 (m, 2H), 7.39-7.33 (m, 3H), 7.31-7.27 (m
2H), 7.25-7.21 (m, 3H), 5.33-5.24 (m, 1H
), 4.86 (s, 2H), 4.65-4.59 (m, 2H), 3.19-3
.15 (m, 1H), 2.91-2.84 (m, 1H).
[M+H] *=474.5
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492

'H NMR (400 MHz, DMSO-d¢;) & 9.59 (t,

J=6

.2 Hz, 1H), 8.67 (d, J=T7.1 Hz, 1H), 8.12
(d, J=0.8Hz, 1H), 7.95 (d, J = 0.8 Hz,
H), 7.72 d, J=3.2 Hz, 1H), 7.63 (d, J
= 3.3 Hz, 1H), 7.46-7.36 (m, 3H), 7.33-7.

26 (m, 2H), 7.25-7.18 (m, 3H), 7.04-6.97 (

m, 1H), 5.34-5.25 (m, 1H), 4.85 (d,

J =1

8 Hz, 2H), 4.71-4.54 (m, 2H), 3.22-3.12 (m

TH), 2.94-2.81 (m, 1H).
[M+H] *=492.1

493

'H NMR (400 MHz, DMSO-¢:) & 9.60 (t,

J=6

.3 Hz, 1H), 8.72 (d, J = 1.1 Hz, 1H), 8.47

(d, J=2.4Hz, 1H), 8.19-8.12 (m,

2H), 7

.98 (s, 1H), 7.73 (d, J= 3.3 Hz, T1H), 7.6
3 (d J=3.3Hz 1H), 7.34-7.26 (m, 2H),
7.25-7.13 (m, 4H), 5.32-5.25 (m, 1H), 4.88
(s, 1H), 4.67-4.58 (m, 2H), 3.21-3.14 (m,

1H), 2.93-2.81 (m, 1H).
[M+H] *=493.1

494

'H NMR (400 MHz, DMSO-¢:) & 9.61 (t,

J=6

.3 Hz, 1H), 8.71 (d, J=T7.1Hz, 1H), 8.19
(s, 1H), 7.99 (s, 1H), 7.73 (d, J/= 3.3 H

z, 1H), 7.63 (d, J= 3.2 Hz, 1H), 7
4 (m, 2H), 7.48 (t, J = 8.0 Hz, 1H)
7.26 (m, 2H), 7.25-7.21 (m, 3H), 7.

.62-7.5
. 1.32-
20-7.16

(m, 2H), 5.32-5.22 (m, 1H), 4.86 (d, J =

1.7 Hz, 2H), 4.62 (dd, J=6.3, 2.3
), 3.20-3.12 (m, 1H), 2.92-2.83 (m,
[M+H] *=b58.1

Hz, 2H
1H) .
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'H NMR (400 MHz,
.2 Hz, 1H),
(s, 1H),

DMSO-a5) & 9. 61
8.70 (d, J= 1.1 Hz,
7.92 (s, 1H),

7.73 d, J=3.3H

(t, J=6
1H), 8.10

z, 1H), 7.70-7.65 (m, 2H),
3 Hz, 1H), 7.38-7.33 (m,
2H), 7.26-7.19 (m, 3H),
), 4.86 (d, J = 1.8 Hz,
2H), 3.21-3.14 (m, 1H),

[M+H] *=558.1

2H),
5.33-5.25 (m, 1H
2H)
2.91-2.85 (m, 1H)

7.63 (d, J= 3.
7.31-7.26 (m

4.67-4.57 (m,

'H NMR (400 MHz,
.2 Hz, 1H),
(s, 1H), 8.10-8.07 (m,
7.93-7.89 (m, 1H),
H), 7.65-7.60 (m, 2H),
1H), 7.32-7.27 (m, 2H),
), 5.33-5.25 (m, 1H),
dd, J=6.2, 2.2 Hz,
), 2.92-2.84 (m, 1H).
[M+H] *=499.1

2H),

DMSO-d) & 9.61 (t,
8.75 (d, J= 1.1 Hz,
1H),
7.73 d, J=3.2 Hz, 1
7.56 (t,
7.26-7.19 (m, 3H
4.87 (s,
3.22-3.13 (m, 1H

J=6
1H)y, 8.21
8.03 (s, 1H),

J=1728 Hz

2H), 4.63 (

'H NMR (400 MHz,
.3 Hz, 1H), 8. 71
(s, 1H), 7.99-7.94 (m,
7.1, 2.2 Hz, 1H),
), 7.64 (d, J = 3.3 Hz,
1H), 7.40 (t,
(m, 2H), 7.25-7.19 (m,
1H), 4.85 (d, J= 1.9 Hz,
m, 2H), 3.22-3.13 (m, 1H),
H) .

DMSO-c;) & 9. 61
(d, J=17.1 Hz,
1H),
7.713 (d, J=13.2 Hz, HH
1H),
J=9.0 Hg,
3H),
2H),

(t, J=6
), 8.13
7.81 (dd, J =
7.59-7.55 (m,
1H), 7.32-7.26

5.32-5.24 (m,

4.66-4.58 (
2.91-2.82 (m, 1
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[M+H] *=526.1

'H NMR (400 MHz, DMSO-c;) & 9.61 (t, J = 6
3 Hz, TH), 8.71 (d, J = 7.1 Hz, 1H), 8.22
(s, 1H), 8.02 (s, 1H), 7.96-7.90 (m, 2H),
7.73 (d, J=3.2 Hz, H), 7.63 (d, J= 3.
ool |3 Hz, TH), 7.54-7.47 (m, 1H), 7.33-7.26 (m

498 @{W% ., 2H), 7.24-7.19 (m, 3H), 5.33-5.24 (m, 1H
), 4.86 (d, J= 2.0 Hz, 2H), 4.66-4.59 (m,

2H), 3.21-3.12 (m, 1H), 2.92-2.82 (m, 1H)

[M+H] *=560. 1

'H NMR (400 MHz, DMSO-d) & 9.61 (t, J = 6
2 Hz, TH), 8.62 (d J= 7.2 Hz, 1H), 7.75
~7.72 (m, 1H), 7.64 (d, J=3.3 Hz, 1H), 7
45 (t, J= 4.5 Hz, 1H), 7.40 (dd, J= 7.2
P o OVl ot Mo W, 7.32-7.27 2, 7.26-7.2
@{?ﬂr%@ 0 (m 3H), 7.17-7.13 (m, 1H), 5.31-5.23 (m
. 1H), 4.74 (s, 2H), 4.65-4.59 (m, 2H), 3.
22-3.14 (m, 1H), 2.91-2.81 (m 1H), 2.11 (
s, 3H), 2.05 (s, 3H).
[M+H] *=554. 1

'H NMR (400 MHz, DMSO-di) & 9.66-9.59 (m,
1H), 8.91-8.83 (m, 1H), 8.14 (d, J/ = 5.8 H
z, 1), 7.73 (d, J= 3.2 Hz, 1H), 7.63 (t,
L | v=2.5Hz 1H), 7.59-7.54 (m, 1H), 7.54-
500 @{W% 7.48 (m, 1H), 7.42-7.35 (m, 1H), 7.33-7.27

e (m, 2H), 7.26-7.18 (m, 3H), 5.35-5.24 (m,
1H), 5.02-4.91 (m, 2H), 4.68-4.56 (m, 2H)

. 3.20-3.13 (m, 1H), 2.91-2.81 (m, 1H).
[M+H] *=594.1
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501

'H NMR (400 MHz, DMSO-&) 6 9.60 (t, J=6
.2 Hz, 1H), 8.74-8.69 (m, 1H), 8.11 (s, 1H
), 7.93 (s, 1H), 7.90-7.85 (m, 2H), 7.73 (
d J=23.3Hz, 1H), 7.63 (d, J= 3.2 Hz, 1
H), 7.45-7.41 (m, 1H), 7.31-7.26 (m, 2H)
7.25-7.21 (m, 3H), 5.31-5.25 (m, 1H), 4.85
(d, J=1.9 Hz, 2H), 4.64-4.60 (m, 2H), 3
.19-3.13 (m, TH), 2.91-2.80 (m, 1H).
[M+H] *=510.1

502

'H NMR (400 MHz, DMSO-&k) & 9.61 (t, J = 6
.2 Hz, 1H), 8.73 (d, J = T7.1 Hz, 1H), 8.21
(s, 1H), 8.02 (s, 1H), 7.73 d, J=3.3 H
z, 1H), 7.63 (d, J= 3.2 Hz, 1H), 7.37-7.2
7 (m, 4H), 7.25-7.20 (m, 3H), 7.05-6.99 (m
1H), 5.33-5.25 (m, 1H), 4.87-4.83 (m, 2H
), 4.68-4.58 (m, 2H), 3.21-3.15 (m, 1H), 2
.91-2.83 (m, TH).
[M+H] *=510.1

503

'H NMR (400 MHz, DMSO-) 6 9.59 (t, J=6
.2 Hz, 1H), 8.67 (d, J = 7.1 Hz, 1H), 8.12
(d, J=10.8Hz, 1H), 7.95 (d, J=10.8 Hz
H), 7.72 d, J=3.2 Hz, 1H), 7.63 (d, J/
= 3.3 Hz, 1H), 7.46-7.36 (m, 3H), 7.33-7.
26 (m, 2H), 7.25-7.18 (m, 3H), 7.04-6.97 (
m, 1H), 5.34-5.25 (m, 1H), 4.85 (d, J = 1.
8 Hz, 2H), 4.71-4.54 (m, 2H), 3.22-3.12 (m

1H), 2.94-2.81 (m, 1H).
[M+H] *=492.1
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504

'H NMR (400 MHz, DMSO-c;) & 9.60 (t, J = 6

.2 Hz, 1H), 8.73 (d, J= 7.1 Hz, 1H), 8.18
(s, 1H), 7.99 (s, 1H), 7.73 (d, J=3.3 H

z, 1H), 7.63 (d, J= 3.3 Hz, 1H), 7.61-7.5

4 (m, 2H), 7.33-7.26 (m, 2H), 7.26-7.16 (m
3H), 5.34-5.24 (m, 1H), 4.85 (d, J=2.3
Hz, 2H), 4.68-4.58 (m, 2H), 3.22-3.15 (m,
1H), 2.91-2.83 (m, 1H).

[M+H] *=528.1

505

'H NMR (400 MHz, DMSO-¢;) & 9.60 (t, J = 6
.3 Hz, 1H), 8.72 (dd, J = 15.4, 7.1 Hz, 1H
), 8.20 (d, J= 2.4 Hz, 1H), 7.83 (s, 1H),
7.75-7.71 (m, 1H), 7.65-7.61 (m, 1H), 7.5
3 (s, 1H), 7.39-7.16 (m, 6H), 5.32-5.22 (m
1H), 4.87-4.81 (m, 2H), 4.66-4.58 (m, 2H
), 3.23-3.12 (m, 1H), 2.90-2.82 (m, 1H).
[M+H] *=528. 1

506

'H NMR (400 MHz, DMSO-¢;) & 9.60 (t, J = 6
.2 Hz, 1H), 8.71 (d, J = 7.1 Hz, 1H), 8.11
(d, J=2.6Hz, 1H), 7.97 (s, 1H), 7.93-7
.84 (m, 1H), 7.73 (d, J= 3.3 Hz, 1H), 7.6
5-7.56 (m, 2H), 7.32-7.27 (m, 2H), 7.25-7.
18 (m, 3H), 5.34-5.20 (m, 1H), 4.93-4.87 (
m, 2H), 4.68-4.57 (m, 2H), 3.20-3.13 (m, 1
H), 2.90-2.84 (m, 1H).
[M+H] *=528.1

507

'H NMR (400 MHz, DMSO-¢;) & 9.61 (t, J = 6
.2 Hz, 1H), 8.71 (d, J=17.2 Hz, 1H), 7.78
(d, J=2.3Hz, 1H), 7.73 (d, J/=3.3 Hz
1H), 7.65-7.54 (m, 2H), 7.41-7.31 (m, 1H)
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7.30-7.25 (m, 2H), 7.25-7.10 (m, 4H), 6.
70-6.62 (m, 1H), 5.33-5.26 (m, 1H), 4.93 (
s, 2H), 4.69-4.58 (m, 2H), 3.23-3.13 (m, 1
H), 2.97-2.84 (m, 1H).

[M+H] *=510. 1

'H NMR (400 MHz, DMSO-&) & 9.67-9.56 (m,
1H), 8.68 (t, J=5.9 Hz, 1H), 7.82-7.69 (
m, 3H), 7.66-7.59 (m, 2H), 7.53-7.42 (m, 1
H), 7.34-7.25 (m, 2H), 7.25-7.18 (m, 3H),

508 i 0
@Cﬂf% 6.81-6.75 (m, 1H), 5.34-5.25 (m, 1H), 4.93
-4.83 (m, 2H), 4.70-4.57 (m, 2H), 3.21-3.1
4 (m 1H), 2.92-2.81 (m TH).
[M+H] *=510. 1
'H NMR (400 MHz, DMSO-y) & 9.68-9.54 (m,
1H), 8.43 (d, J= 7.2 Hz, 1H), 7.80-7.59 (
gs m, 2H), 7.35-7.26 (m, 2H), 7.25-7.15 (m, 3
509 | . - G |H), 5.31-5.18 (m, 1H), 4.70-4.53 (m, 4H),
@ﬁ/éﬁg% 3.21-3.11 (m, 1H), 2.91-2.80 (m, 1H), 2.61
-2.54 (m, 1H), 2.07 (s, 3H), 2.00 (s, 3H),
1.90-1.56 (m, 8H).
[M+H] *=544. 2
'H NMR (400 MHz, DMSO-c%) & 9.61 (t, J = 6
2 Hz, ), 8.79 d, J= 7.1 Hz, 1H), 7.77
(s, ), 7.73 (d, /= 3.3 Hz, TH), 7.63 (
%3 d, J=3.3 Hz, 1H), 7.32-7.26 (m, 2H), 7.2
ot
510 6-7.18 (m, 3H), 5.32-5.24 (m, 1H), 4.87 (s

2H), 4.66-4.58 (m, 2H), 3.21-3.12 (m, 1H
), 2.90-2.81 (m, 1H), 2.77-2.67 (m, 1H), 2
.10-1.84 (m, 6H), 1.58-1.49 (m, 2H).
[M+H] *=584.2
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'H NMR (400 MHz, DMSO-d) & 9.55 (t, J = 6

2 Hz, ), 851 (d, J= 7.1 Hz, H), 7.73

(d, J=3.3Hz, 1H), 7.64 (d, J= 3.3 Hz,

1H), 7.30-7.16 (m, 5H), 7.13 (s, 1H), 5.3

ote  [0-5.20 (m 1H), 4.62 (dd, J= 6.2, 2.8 Hz,

o 5@%&/\((“{% 2H), 3.58 (s, 2H), 3.21-3.09 (m 2H), 2.8

4 (dd, J=14.0, 9.0 Hz, 1H), 2.14-2.03 (m

AH), 2.04-1.88 (m 2H), 1.79-1.62 (m 2H

).

[M+H] *=533. 1

'H NMR (400 MHz, DMSO-¢) & 9.58 (t, J =6
.2 Hz, 1H), 7.74 d, J= 3.3 Hz, TH), 7.71

d, J=2.4Hz 1H), 7.66 (d, J = 3.2 Hz,
sy | W, 7.26-7.20 (m, 3H), 6.99-6.91 (m, 2H)
e 6.55 (d, J= 7.6 Hz, TH), 6.20 (d, J= 2
M ,Zf% .4 Hz, M), 5.36-5.25 (m 1H), 4.70-4.56 (
m, 2H), 3.13-3.05 (m, 1H), 3.00-2.93 (m, I
Hy, 2.77-2.67 (m, 1H), 2.10-1.81 (m, 8H),

1.63-1.51 (m, 4H).

[M+H] *=542.2

'H NMR (400 MHz, DMSO-cf) & 9.60 (t, J = 6
3 Hz, 1H), 8.53 (d, J= 7.2 Hz, 1H), 7.73
d, J=3.3Hz 1H), 7.64 (d, J= 3.3 Hz,
}N\ 1H), 7.44 (s, 1H), 7.35-7.33 (m, 1H), 7.3
513 EMETH% 0-7.18 (m, 5H), 5.33-5.24 (m, 1H), 4.75 (s
2H), 4.67-4.62 (m, 2H), 3.19-3.12 (m, 1H

), 2.92-2.81 (m,
.07-1.87 (m, 6H),
[M+H] *=516.2

1H), 2.69-2.56 (m, 1H), 2
1.56-1.45 (m, 2H).
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'H NMR (400 MHz, DMSO-d) & 9.57 (t, J = 6
.2 Hz, TH), 8.65 (t, J= 7.2 Hz, 1H), 8.29
d, J=1.6 Hz, 1H), 8.02-7.95 (m, 1H), 7
(ﬂ 84-7.77 (m, 1H), 7.72 (d, J = 3.3 Hz, 1H)
514 J N L 7.63 (d, J= 3.3 Hz, 1H), 7.47 (s, 1H),
Q*H% 7.29-7.14 (m, 5H), 5.29-5.20 (m, 1H), 4.69
~4.55 (m, 2H), 3.71 (d, J= 3.9 Hz, 2H), 3
.23-3.14 (m, 1H), 2.92-2.81 (m, 1H).
[M+H] *=534. 1

'H NMR (400 MHz, DMSO-c) & 9.61 (t, J =6
2 Hz, 1H), 8.73 (d, J= 7.4 Hz, 1H), 8.27
(t, /= 1.7 Hz, 1H), 8.14-8.07 (m, 1H), 7
}} .84-7.78 (m, 1H), 7.75-7.69 (m, 1H), 7.66-
515 | ° f“wﬁr“{% 7.55 (m, 1H), 7.32-7.12 (m, 5H), 6.70 (s,
N 1H), 5.32-5.23 (m, 1H), 4.84 (s, 2H), 4.66
-4.59 (m, 2H), 3.22-3.15 (m, 1H), 2.90-2.8
2 (m 1H), 2.15 (s, 3H).
[M+H] *=547. 1

'H NMR (400 MHz, DMSO-c;) & 9.60 (t, J =6
.3 Hz, 1H), 8.85 (d, J = 7.1 Hz, 1H), 8.21
-8.10 (m, 1H), 8.00-7.92 (m, 1H), 7.78-7.6
. O NH 7 (m, 2H), 7.65-7.62 (m, 1H), 7.33-7.18 (m
°10 anﬁ\% , BH), 5.32-5.22 (m, 1H), 4.68-4.55 (m, 2H
), 3.79 (s, 2H), 3.21-3.12 (m, 1H), 2.91-2
.80 (m, 1H).
[M+H] *=512.1

'H NMR (400 MHz, DMSO-¢;) & 9.58 (t, J = 6
O NH .2 Hz, 1H), 8.30 (d, J = 2.1 Hz, 1H), 8.15

517 | © ;
Zr(o -8.05 (m, 1H), 7.79 (d, J= 8.6 Hz, 1H), 7

" 74 (d, J=233Hz 1H), 7.65 d J=3.3
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Hz, 1H), 7.33-7.15 (m, 3H), 7.05 (d, J =6
.8 Hz, 2H), 6.85 (d, J=7.3 Hz, 1H), 6.73
(s, 1H), 5.24-5.15 (m, 1H), 4.66-4.56 (m,
2H), 3.16-3.07 (m, 1H), 2.98-2.85 (m, 1H)
, 2.09 (s, 3H), 1.64-1.48 (m, 4H).

[M+H] *=573.1

'H NMR (400 MHz, DMSO-¢;) & 9.60 (t, J = 6
.3 Hz, 1H), 8.78 (d, /= T7.1 Hz, 1H), 8. 21
(d, J=1.9Hz, 1H), 7.73 d, J= 3.2 Hz,

LD | . 7.63 (4 v = 3.3 Hz, 1H), 7.50-7.44
518 bn‘imr”o "l W, 734715 (o 6H), 5.295.21 (n,
W N 1H), 4.65-4.60 (m, 2H), 4.12 (s, 2H), 3.89
(s, 2H), 3.21-3.11 (m, 1H), 2.92-2.83 (m,
1H).
[M+H] *=549. 1
'H NMR (400 MHz, DMSO-df) & 9.59 (t, J = 6
3 Hz, TH), 8.76 (d, J= 7.1 Hz, 1H), 7.87
(dd, J= 6.6, 2.9 Hz, TH), 7.73 (d, J = 3
A |3 Hz W), 7.66-7.59 (m, 2H), 7.49 (t, o
519 Q&Oor ) = 9.1 Hz, 1H), 7.33-7.26 (m, 2H), 7.23 (q,
c. o J=3.7, 3.2 Hz 3H), 529-5.17 (m, 1H),
4.70-4.47 (m, 4H), 4.11 (s, 2H), 3.18-3.10
(m, 1H), 2.92-2.83 (m, 1H).
[M+H] *=558. 1
'H NMR (400 MHz, DMSO-d;) & 9.59 (t, J = 6
KSQ 2 Hz, TH), 8.84 (d, J= 7.1 Hz, 1H), 7.92
N
o0 | f oM -7.85 (m, 1H), 7.72 (d, J=3.2 Hz, 1H), 7

.69-7.58 (m, 3H), 7.31-7.16 (m, 5H), 5.30-
5.21 (m, 1H), 4.67-4.59 (m, 2H), 3.81 (s,
2H), 3.20-3.12 (m, 1H), 2.92-2.83 (m, 1H).
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[M+H] *=b12.1

'H NMR (400 MHz, DMSO-d) & 9.59 (t, J = 6
.2 Hz, 1H), 8.85 (d, J = 7.1 Hz, TH), 8.11
(t, J=82Hz, 1H), 7.82 (dd, /= 10.7,
LY 2.0 Hz, 1H), 7.73 (d, J = 3.3 Hz, TH), 7.6
521 CO%WN% 3(d, J=3.3Hz 1H), 7.58 (dd, J = 8.5
ot ° 2.0 Hz, 1H), 7.31-7.16 (m, 5H), 5.30-5.21
(m, TH), 4.68-4.56 (m, 2H), 3.81 (s, 2H),
3.21-3.14 (m, 1H), 2.93-2.83 (m, TH).
[M+H] *=528. 1

'H NMR (400 MHz, DMSO-¢) & 9.59 (t, J =6
.2 Hz, 1H), 8.77 (d, J=17.1Hz, 1H), 7.73
(d, J=3.3Hz, 1H), 7.62 (dd, J= 14.0,
oo O NH 4.6 Hz, 3H), 7.35-7.16 (m, 5H), 5.30-5.19

522 . )LN,\“,H o . 1H ~
N T m, 1H), 4.62 (dd, J = 6.2, 3.2 Hz, 2H), 4

F o
.57 (s, 2H), 4.10 (s, 2H), 3.20-3.10 (m, 1
H), 2.91-2.81 (m, 1H).
[M+H] *=560. 1
'H NMR (400 MHz, DMSO-¢;) & 9.59 (t, J=6
.2 Hz, 1H), 8.76 (d, J=T7.1 Hz, 1H), 7.73
s | (d J=3.3Hz, 1H), 7.63 (d, /= 3.3 Hz,
r O NH " 1H), 7.47-7.36 (m, 2H), 7.35-7.15 (m, 5H)
523 c))\\ N
NN ° , 1.07-6.98 (m, 1H), 5.29-5.19 (m, 1H), 4.
; \/goo

68-4.61 (m, 2H), 4.58 (s, 2H), 4.11 (s, 2H
), 3.19-3.12 (m, 1H), 2.90-2.83 (m, 1H).
[M+H] *=b42.1

'H NMR (400 MHz, DMSO-¢;) & 9.59 (t, J = 6
FG o ﬁ .3 Hz, 1H), 8.86 (d, J = 7.1 Hz, 1H), 8.50

524 g
F@%ﬂ"f ° -8.43 (m, 1H), 8.41-8.32 (m 1H), 7.88-7.7

9 (m, 1H), 7.72 (d, J = 3.2 Hz, 1H), 7.63
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(d, J=3.2Hz, 1H), 7.31-7.15 (m, 6H), 5
32-5.22 (m, 1H), 4.67-4.59 (m, 2H), 3.80 (
s, 2H), 3.20-3.14 (m, 1H), 2.90-2.83 (m, 1
H).

[M+H] *=562.1

'H NMR (400 MHz, DMSO-a&) & 9.59 (t, J =6
.3 Hz, 1H), 8.76 (d, J=17.0 Hz, 1H), 7.73

LD | @ =33 Hz W), 7.68-7.62 (m, 3H), T
ot
525 F<C)F$§w/7;“ ) 31-7.21 (m, 7H), 5.28-5.20 (m. 1H), 4. 65-
o 4.60 (m, 2H), 4.57 (s, 2H), 4.10 (s, 2H),
3.18-3.12 (m, 1H), 2.90-2.83 (m, 1H).
[M+H] *=524. 1
'H NMR (400 MHz, DMSO-d) & 9.60 (t, J = 6
2 Hz, 1H), 8.83 (d, J=7.1 Hz, 1H), 8.26
(dd, J= 7.0, 2.2 Hz, TH), 8.14-8.08 (m,
. o gf:> 1H), 7.79-7.67 (m, 3H), 7.64 (d, J= 3.3 H
°20 F‘<i>~gj(“§“73%ﬁ z, 1H), 7.32-7.19 (m, 5H), 5.30-5.23 (m, 1
H), 4.69-4.58 (m 2H), 3.78 (s, 2H), 3.21-
3.12 (m 1H), 2.91-2.82 (m, 1H)
[M+H] *=528. 1
'H NMR (400 MHz, DMSO-df) & 9.59 (t, J = 6
3 Hz, TH), 8.75 (d, J=7.0 Hz, 1H), 7.73
> | @ J=33Hz, 1H), 7.64-7.58 (m, 2H), 7
527 | ° C" | 46-7.41 (m 1H), 7.30-7.20 (m, TH), 5.30-

5.20 (m, 1H), 4.65-4.55 (m, 4H), 4.11 (s,
2H), 3.18-3.11 (m, 1H), 2.91-2.83 (m, 1H).
[M+H] *=540.1
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528

'H NMR (400 MHz, DMSO-¢;) & 9.56 (t, J = 6
.2 Hz, 1H), 8.36 (s, 1H), 8.03 (s, 1H), 7.
13 (d, J= 3.3 Hz, 1H), 7.66-7.60 (m, 2H),
7.53-7.47 (m, 2H), 7.42-7.36 (m, 1H), 7.2
1-7.14 (m, 3H), 7.10-7.07 (m, 2H), 7.03-6.
98 (m, 1H), 5.16-5.09 (m, 1H), 4.66-4.58 (
m, 2H), 3.15-3.06 (m, 1H), 2.95-2.85 (m, 1
H, 1.74 (s, 2H), 1.69 (s, 3H).
[M+H] *=520. 2

529

F3CO Oxy-NH
N
/N o
=N ©

'H NMR (400 MHz, DMSO-a;) & 9.20 (t, J =6
.3 Hz, 1H), 8.44 (d, J = 18.2 Hz, 1H), 8.3
5-8.25 (m, 2H), 8.14-7.99 (m, 3H), 7.54-7
43 (m, 2H), 7.19-7.10 (m, 3H), 7.11-7.04 (
m, 2H)., 6.88-6.80 (m, 1H), 5.20-5.08 (m, 1
H), 4.62-4.49 (m, 2H), 3.15-3.06 (m, 1H)
2.96-2.84 (m, 1H), 1.72 (d, J= 16.0 Hz, 6
H) .

[M+H] *=586. 2

530

Oy NH

H
F AN Ny So
= o
CFs

'H NMR (400 MHz, DMSO-¢;) & 9.62 (t, J = 6
.2 Hz, 1H), 8.81 (d, J= 7.2 Hz, 1H), 7.95
-7.83 (m, 2H), 7.73 (d, J= 3.3 Hz, 1H), 7
.63 (d, J=3.3Hz, 1H), 7.44 (s, 1H), 7.3
5-7.18 (m, 7H), 5.35-5.23 (m, 1H), 5.07-4.
94 (m, 2H), 4.68-4.54 (m, 2H), 3.23-3.13 (
m, 1H), 2.93-2.81 (m, 1H).

[M+H] *=560.5
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531

U
N S

'H NMR (400 MHz,
.2 Hz, 1H), 8.86
(d, J=3.2 Hz,
1H), 7.56-7.47
7.20-7.14 (m,
23 (m, 1H), 4.85
), 3.19-3.11 (m,
[M+H] *=546.1

2H),

DMSO-d;) & 9.63 (t, J =6
d, J=17.2Hz, H), 7.72
1H), 7.62 (d, J = 3.2 Hz,
(m, 2H), 7.34-7.21 (m, 5H)
6.90 (s, 1H), 5.31-5.
(s, 2H), 4.67-4.60 (m, 2H
1H), 2.88-2.78 (m, 1H).

532

'H NMR (400 MHz,
.2 Hz, 1H), 8.97
(d, J= 3.8 Hz,
.1 Hz, 1H), 7.73
(d, J=3.3 Hz,
. 38-7.27 (m, 4H),

(da, J=11.7, 4

.1 Hz, 2H), 4.62
, 3.25-3.13 (m, 1
[M+H] *=493.1

DMSO-dk) & 9.63 (t, J =6
(d, J=171Hz, 1H), 8.31
H), 8.13 (td, J=17.6, 1
(d, J=3.3 Hz, 1H), 7.62
1H), 7.44-7.39 (m, 1H), 7
7.27-71.19 (m, 3H), 5.30
0 Hz, 1H), 5.24 (d, J=3
(dd, J=6.2, 2.1 Hz, 2H)
H), 2.96-2.82 (m, 1H).

533

'H NMR (400 MHz,
.2 Hz, 1H), 8.75
(d, /= 3.3 Hz,
1H), 7.28 d, J
= 7.3 Hz, 3H),
56 (m, 2H), 3.67
), 2.91-2.82 (m,
.00-1.86 (m, 1H),

[M+H] *=518.2

DMSO-a6) & 9.59 (t, J =6
(d, J=17.1Hz, 1H), 7.73
H), 7.64 (d, J= 3.3 Hz,
= 6.9 Hz, 2H), 7.23 d, J
5.31-5.18 (m, 1H), 4.69-4.
(s, 2H), 3.19-3.11 (m, 1H
1H), 2.17-2.01 (m, 5H), 2
1.83-1.70 (m, 2H).
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534

'H NMR (400 MHz, DMSO-¢;) & 9.60 (t, J = 6
.2 Hz, 1H), 8.28 (d, J = 7.6 Hz, 1H), 7.86
(t, J=7.4Hz, 1H), 7.73 (d, J=33 Hz
1H), 7.64 (d, J= 3.2 Hz, 1H), 7.30-7.23
(m, 2H), 7.24-7.18 (m, 3H), 5.28-5.18 (m,
H), 4.67-4.62 (m, 2H), 3.16-3.13 (m, 1H)
2.83-2.75 (m, 1H), 2.33-2.27 (m, 1H), 2.0
7-1.99 (m, 6H), 1.82-1.71 (m, 4H), 1.58-1.
53 (m, 2H), 1.03 (d, J = 7.1 Hz, 3H)

[M+H] *=507.2

535

'H NMR (400 MHz, DMSO-¢;) & 9.55 (t, J = 6
.2 Hz, 1H), 8.32 (d, J= 6.9 Hz, 1H), 7.85
(d, J=28.2Hz 1H), 7.73 (d, J/=3.3 Hz
1H), 7.64 (d, J=3.2 Hz, 1H), 7.32-7.16
(m, 5H), 5.28-5.15 (m, 1H), 4.68-4.53 (m,
2H), 4.25-4.18 (m, 1H), 3.16-3.06 (m, 1H)
2.90-2.79 (m, 1H), 2.37-2.27 (m, 1H), 2.0
7-2.00 (m, 2H), 1.87-1.67 (m, 4H), 1.65-1.
42 (m, 4H), 0.80 (t, J= 7.4 Hz, 3H)

[M+H] *=521.2

536

'H NMR (400 MHz, DMSO-c¢;) & 9.55 (t, J = 6
.2 Hz, 1H), 8.41 (d, J= 6.8 Hz, 1H), 7.79
-1.711 (m, 2H), 7.64 (d, J= 3.3 Hz, 1H), 7
.28-7.16 (m, 5H), 5.30-5.21 (m, 1H), 4.65-
4.58 (m, 2H), 4.25-4.17 (m, 1H), 3.14-3.09
(m, 1H), 2.89-2.78 (m, 1H), 2.37 (d, J =
11.7 Hz, 2H), 2.06-1.99 (m, 2H), 1.83-1.68
(m, 4H), 1.62-1.50 (m, 3H), 0.80 (dd, J =
12.5, 6.7 Hz, 6H)
[M+H] *=535.2
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537

'H NMR (400 MHz, DMSO-&) 6 9.52 (t, J=6
.3 Hz, 1H), 7.80 (s, 1H), 7.78-7.71 (m, 2H
), 1.66 (d, J = 3.3 Hz, 1H), 7.42-7.07 (m,
6H), 5.21-5.00 (m, 1H), 4.72-4.52 (m, 2H)
3.17-3.03 (m, 1H), 2.95-2.81 (m, 1H), 2.
34-2.19 (m, 1H), 2.14-1.95 (m, 2H), 1.88-1
.67 (m, 4H), 1.62-1.45 (m, 2H), 1.27 (d, J
= 8.0 Hz, 6H).
[M+H] *=521.2

538

'H NMR (400 MHz, DMSO-¢k) & 9.54 (t, J = 6
2 Hz 1H), 839 (s, 1H), 7.74 d, J= 3.3
Hz, 1H), 7.66 (d, J = 3.2 Hz, 1H), 7.59 (
d J=172Hz, 1H), 7.28-7.18 (m, 3H), 7.1
7-7.11 (m, 2H), 5.21-5.14 (m, 1H), 4.69-4.
54 (m, 2H), 3.15-3.08 (m, 1H), 3.02-2.94 (
m, 1H), 2.28-2.18 (m, 1H), 2.09-1.96 (m, 2
H), 1.84-1.68 (m, 4H), 1.60-1.45 (m, 2H),
1.26-1.10 (m, 2H), 0.90-0.78 (m, 2H)
[M+H] *=519.2

539

'H NMR (400 MHz, DMSO-&) 6 9.56 (t, J =6
2 Hz, 1H), 832 (s, 1H), 7.73 d, J= 3.3
Hz, 1H), 7.67-7.62 (m, 2H), 7.24-7.19 (m,
3H), 7.17-7.13 (m, 2H), 5.20-5.08 (m, 1H)
4.70-4.53 (m, 2H), 3.18-3.10 (m, 1H), 2.

94-2.87 (m, 1H), 2.41-2.35 (m, 1H), 2.29-2
.18 (m, 2H), 2.07-1.97 (m, 4H), 1.86-1.70
(m, 6H), 1.61-1.51 (m, 2H).

[M+H] *=533.6
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540

'H NMR (400 MHz, DMSO-a) & 9.58 (t, J =6
2 Hz 1H), 8.64 (s, 1H), 7.93 (d, /= 7.3
Hz, 1H), 7.73 (d, J= 3.3 Hz, 1H), 7.65 (
d J=33Hz 1H), 7.28-7.18 (m, 3H), 7.1
7-7.11 (m, 2H), 5.20-5.07 (m, 1H), 4.71-4.
54 (m, 2H), 3.18-3.12 (m, 1H), 3.10-2.95 (
m, 2H), 2.93-2.84 (m, 1H), 2.77-2.58 (m, 2
H), 2.36-2.21 (m, 1H), 2.10-1.97 (m, 2H)
1.89-1.70 (m, 4H), 1.63-1.43 (m, 2H).
[M+H] =569. 2

541

'H NMR (400 MHz, DMSO-a&) & 9.52 (t, J =6
2 Hz 1H), 7.91 (s, 1H), 7.73 (d, J = 3.2
Hz, 1H), 7.71-7.67 (m, 1H), 7.65 (d, J =
3.3 Hz, 1H), 7.27-7.20 (m, 3H), 7.19-7.14
(m, 2H), 5.15-5.08 (m, 1H), 4.64-4.58 (m,
2H), 3.16-3.07 (m, 1H), 2.93-2.84 (m, 1H),
2.33-2.24 (m, 1H), 2.11-1.92 (m, 4H), 1.8
5-1.71 (m, 6H), 1.62-1.46 (m, 6H).

[M+H] *=547.2

542

'H NMR (400 MHz, DMSO-a) & 9.52 (t, J =6
.2 Hz, 1H), 7.73 (d, J= 3.3 Hz, 1H), 7.70
-7.62 (m, 2H), 7.56 (s, 1H), 7.28-7.08 (m,
oH), 5.18-5.06 (m, 1H), 4.69-4.52 (m, 2H)
3.17-3.07 (m, 1H), 2.95-2.85 (m, 1H), 2.
45-2.33 (m, 1H), 2.11-1.92 (m, 4H), 1.86-1
.66 (m, 4H), 1.61-1.34 (m, 10H).
[M+H] *=561.2
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543

e

H( (o]
F o

'H NMR (400 MHz, DMSO-¢) & 9.58 (dt, J =
25.4, 6.2 Hz, 1H), 8.34 (dd, J = 31.5, 7.2
Hz, 1H), 7.97 (dd, J = 8.3, 4.2 Hz, 1H)
7.73 (¢, J=23.1Hz, 1H), 7.64 (£, J=3.3
Hz, 1H), 7.31-7.14 (m, 5H), 5.29-5.18 (m,
1H), 4.68-4.54 (m, 2H), 3.19-3.09 (m, 1H)

2.93-2.75 (m, 1H), 2.41-2.27 (m, 1H), 2.
12-1.91 (m, 2H), 1.87-1.67 (m, 4H), 1.55 (
m, 2H), 1.03-0.93 {(m, 1H), 0.91-0.75 {(m, 1
H), 0.27-0.12 (m, 2H).

[M+H] *=533.2

544

'H NMR (400 MHz, DMSO-&) & 9.35-9.17 (m,
TH), 9.05 (s, 1H), 8.45-8.28 (m, 1H), 8.16
-8.06 (m, 1H), 7.38 (d, J = 16.5 Hz, 1H)
7.30-7.10 (m, 5H), 5.28-5.14 (m, 1H), 4.56
-4.40 (m, 3H), 3.48-3.36 (m, 2H), 3.23-3.0
7 (m, 4H), 2.91-2.78 (m, 1H), 2.63-2.53 (m
1H), 2.08-1.93 (m, 2H), 1.87-1.57 (m, 4H
), 1.49-1.32 (m, 2H)
[M+H] *=537.2

545

'H NMR (400 MHz, DMSO-d¢:) & 9.66-9.47 (m,
M), 871 (d, J=2.1Hz, 1H), 8.04 (dd, J
=10.7, 7.4 Hz, 1H), 7.73 (d, J=3.3 Hz
1H), 7.65 (dd, J = 3.3, 0.9 Hz, 1H), 7.30
=7.19 (m, 3H), 7.19-7.11 (m, 2H), 5.19-5.0
3 (m, 1H), 4.71-4.53 (m, 2H), 3.21-3.02 (m
2H), 2.88 (td, J = 13.8, 8.9 Hz, 2H), 2.
72-2.54 (m, 3H), 2.18-2.07 (m, 1H), 2.03-1
.94 (m, 1H), 1.86-1.63 (m, 4H), 1.49-1.34

(m, 1H), 1.33-1.17 (m, 1H).
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[M+H] *=569. 2

546

'H NMR (400 MHz, DMSO-c¢;) & 9.58 (t, J = 6
.2 Hz, 1H), 8.82 (s, 1H), 8.05 (t, J=17.7
Hz, 1H), 7.73 (d, J = 3.3 Hz, 1H), 7.65 (
d J=3.3Hz 1H), 7.30-7.20 (m, 3H), 7.1
9-7.14 (m, 2H), 5.17-5.09 (m, 1H), 4.67-4.
59 (m, 2H), 3.18-3.11 (m, 1H), 2.94-2.88 (
m, 2H), 2.81-2.56 (m, 4H), 2.26-2.17 (m, 2
H), 2.07-1.93 (m, 3H), 1.82-1.69 (m, 1H)
[M+H] *=555.2

541

'H NMR (400 MHz, DMSO-¢;) & 9.56 (t, J =6
2 Hz, 1H), 8.70 (s, 1H), 8.02 (d, J= 7.4
Hz, 1H), 7.73 (d, J = 3.2 Hz, 1H), 7.65 (
d, J=3.3 Hz, 1H), 7.29-7.20 (m, 3H), 7.1
7-7.13 (m, 2H), 5.20-5.07 (m, 1H), 4.71-4.
54 (m, 2H), 3.20-3.11 (m, 1H), 3.07-2.95 (
m, 2H), 2.93-2.84 (m, 1H), 2.77-2.54 (m, 5
H), 2.37-2.22 (m, 4H).
[M+H] *=555.2

548

H NMR (400 MHz, DMSO-g) & 9.69-9.50 (m, 1
H), 8.38-8.25 (m, 1H), 7.77-7.67 (m, 1H)
7.67-7.56 (m, 1H), 7.32-7.23 (m, 2H), 7.25
-7.08 (m, 3H), 6.70-6.54 (m, 1H), 5.28-5.1
4 (m, 1H), 4.69-4.55 (m, 2H), 4.47-4.35 (m
1H), 3.64 (t, J=12.1 Hz, 2H), 3.51-3.4
3 (m, 1H), 3.42-3.37 (m, 1H), 3.32-3.24 (m
1H), 3.18 (d, J = 26.5 Hz, 3H), 3.15-3.0
5 (m, 1H), 2.95-2.86 (m, 1H), 2.87-2.77 (m
1H), 2.06-1.92 (m, 2H), 1.67-1.56 (m, 2H
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[M+H] *=538.2

549

'H NMR (400 MHz, DMSO-d¢;) & 9.65-9.50 (m,
TH), 8.40 (dd, J = 26.9, 7.2 Hz, 1H), 7.73
(t, J=23.2Hz, 1H), 7.64 (dd, /=53, 3
.2 Hz, 1H), 7.32-7.23 (m, 2H), 7.21 (dd, J
= 7.4, 4.8 Hz, 3H), 6.70 (d, /= 6.9 Hz,
1H), 6.07 (dd, J = 8.3, 5.0 Hz, 1H), 5.29-
5.14 (m, 1H), 4.67-4.58 (m, 2H), 4.43-4.29
(m, 1H), 3.97-3.85 (m, 1H), 3.47-3.37 (m,
1H), 38.31-3.22 (m, 1H), 3.18-3.09 (m, 1H)
3.08 (s, 3H), 2.93-2.79 (m, 3H), 2.46-2.
31 (m, 2H).
[M+H] *=524.2

550

'H NMR (400 MHz, DMSO-dc;) & 9.54 (t, J=6
.2 Hz, 1H), 8.28 (d, J= 7.0 Hz, 1H), 7.73
(dd, J=3.3, 1.1 Hz, 1H), 7.64 (dd, J =
3.2, 1.2 Hz, 2H), 7.29-7.24 (m, 2H), 7.23-
7.14 (m, 3H), 6.69 (d, J=17.9 Hz, 1H), 5.
23-5.11 (m, 1H), 4.66-4.56 (m, 2H), 4.46-4
.34 (m, 1H), 3.50-3.46 (m, 2H), 3.45-3.38
(m, BH), 3.22 (s, 3H), 3.14-3.08 (m, 1H),
2.94-2.85 (m, 1H), 1.93-1.81 (m, 4H).

[M+H] *=538.2

551

'H NMR (400 MHz, DMSO-d;) & 9.56 (t, J =6
.2 Hz, 1H), 8.33 (d, J= 7.1 Hz, 1H), 7.73
(d, J=23.3Hz, 1H), 7.63 (d, J = 3.3 Hz,
1H), 7.30-7.25 (m, 2H), 7.23-7.18 (m, 3H)

6.32 (d, J=17.6 Hz, 1H), 594 (d, J=8
.3 Hz, 1H), 5.25-5.16 (m, 1H), 4.62 (d, J
= 6.3 Hz, 2H), 4.38-4.30 (m, 1H), 3.63-3.5
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6 (m, 1H), 3.48-3.42 (m, 1H), 3.40-3.36 (m

1H), 3.17-3.11 (m, 1H), 2.93-2.84 (m, 1H
), 2.00-1.85 (m, 4H), 1.80-1.74 (m, 2H),6 1
.44-1.33 (m, 2H), 1.25 (d, J = 6.4 Hz, 3H)

[M+H] *=552.6

552

'H NMR (400 MHz, DMSO-d¢t) & 9.54 (t, J = 6
.2 Hz, 1H), 8.43 (d, J=17.0 Hz, 1H), 7.73
(d, J=23.3Hz, 1H), 7.64 (d, J= 3.3 Hz,
H), 7.29-7.25 (m, 2H), 7.24-7.16 (m, 3H)
6.71 (d, J =8.2 Hz, 1H), 5.21-5.12 (m,
TH), 4.67-4.56 (m, 2H), 4.48-4.37 (m, 1H),
4.08-3.89 (m, 4H), 3.52-3.40 (m, 2H), 3.2
2 (s, 3H), 3.18-3.08 (m, 1H), 2.94-2.83 (m
TH).
[M+H] *=560.2

553

'H NMR (400 MHz, DMSO-a) & 9.66-9.51 (m,
1H), 8.53-8.37 (m, 1H), 7.79-7.71 (m, 1H),
7.68-7.60 (m, 1H), 7.50-7.37 (m, 1H), 7.3
1-7.25 (m, 2H), 7.25-7.14 (m, 3H), 5.33-5.
14 (m, 1H), 4.87-4.73 (m, 1H), 4.67-4.57 (
m, 2H), 4.30-4.18 (m, 1H), 3.48-3.37 (m, 1
H, 3.28 (d, J= 6.1 Hz, 1H), 3.21 (s, 3H)
3.13-3.10 (m, 1H), 3.07-2.95 (m, 2H), 2.
90-2.79 (m, 1H), 2.69-2.53 (m, 2H).
[M+H] *=525.2

554

'H NMR (400 MHz, DMSO-d¢;) & 9.73-9.61 (m,
TH), 9.27-9.17 (m, 1H), 7.79-7.72 (m, 1H),
7.68-7.64 (m, 1H), 7.35-7.17 (m, 5H), 5.4

3-5.30 (m, 1H), 4.70-4.60 (m, 2H), 3.89-3.
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75 (m, 1H), 3.28-3.17 (m, 1H), 2.84-2.72 (
m, 1H), 2.65-2.54 (m, 1H), 2.31-2.19 (m, 1

H), 2.08-1.90 (m,
1.39 (d, J=6.9,
[M+H] *=493.2

3H), 1.85-1.61
2.4 Hz, 3H).

{m,

1H),

555

'H NMR (400 MHz, DMSO-a) & 9.53-9.44 (m,

1H),

8.54-8.45 (m,

H),

8.35-8.22 (m,

1.76-7. 71

(m,

1H)

7.66-7.63 (m,

1-7.25 (m, 2H), 7.23-7.19 (m,

3H),

H),

H, 7.3

5.

19-5.

10 (m, 1H), 4.63-4.56 (m, 2H), 3.99-3.89 (
m, 2H), 3.12-3.04 (m, 1H), 2.87-2.73 (m, 4

H), 2.63-2.53 (m,
1.35-1.27 (m, 1H)
[M+H] *=491.1

1H), 1.96-1.79
, 1.10-1.03 (m,

{m,

TH) .

2H),

556

'H NMR (400 MHz, DMSO-c) & 9.56-9.48 (m,
1H), 8.78-8.72 (m, 1H), 7.73 (dd

0.8 Hz, 1H), 7.64 (dd

H, 7.28-7.19 (m,

5H), 7.17-7.13

5.25-5.16 (m, 1H), 4.66-4.58 (m,

-3.96 (m, 1H), 3.
8 (m, 4H), 2.80-2.73 (m, 1H)

1H), 1.68-1.64
[M+H] *=519.2

18-3.10 (m, 1H)

(m, 1H), 1.18 (s

J = 3.3,

{m,

2H)

J=23.3 2.0 Hz, 1

1H),
4.01

, 2.96-2.17

1.75-1.70 (m

, 6H).

557

'H NMR (400 MHz,

DMSO-a;) & 9.21

(t

J=6

.1 Hz, 1H), 8.55-8.47 (m, 2H), 8.33 (dd, /
(m, 1H), 7

= 14.6, 7.0 Hz,
.81-7.73 (m, 1H),

1H), 8.17-8.06
7.32-7.25 (m,

7.17 (m, 4H), 5.29-5.16 (m, 1H),
40 (m, 2H), 3.47-3.38 (m,

(m, 1H), 4.46-4
1H), 3.31-3.28 (m, 1H), 3.21 (s

3H),

1.23-

4.58-4.49

3H), 3.1
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3-3.09 (m, TH),

2.92-2.83 (m, 1H), 2.59-2.

52 (m, 1H), 2.03-1.94 (m, 1H), 1.84-1.66 (
m, 4H), 1.47-1.27 (m, 2H).

[M+H] *=531.2

'H NMR (400 MHz,

DMSO-¢) & 9.18-9.03 (m,

1H), 8.37 (s, 1H), 8.33-8.17 (m, 1H), 8.15

“f‘“; -8.02 (m, 1H), 7.32-7.11 (m, 5H), 5.34-5.2
Lok V[0 1), 4.58-4.46 (m 1H), 4.41-4.29 (m
298 Fioiuﬁor“ o 2H), 3.81 (s, 3H), 3.51-3.37 (m, 1H), 3.
27-3.10 (m, 5H), 2.90-2.73 (m, 1H), 2.60-2

52 (m, 1H).

[M+H] *=535. 6
'H NMR (400 MHz, DMSO-dy) & 9.42 (d, J = 2
7.0 Hz, 3H), 8.33 (dd, J = 33.5, 7.2 Hz, 1
H), 8.16-7.98 (m, 1H), 7.30-7.10 (m, 5H),
5.34-5.10 (m, 1H), 4.58-4.41 (m, 3H), 3.42
| (‘(f« (. J=6.5 5.4Hz 1H), 3.22 (d, J= 3.
550 | . 9%y W[ 3 Hz, 1H), 3.23-3.15 (m, 1H), 3.13 d, J =
FAO)L”A'J 2 6.4 Hz, 3H), 2.92-2.74 (m 1H), 2.59-2.50
m, 1H), 2.45 (d, J = 17.8 Hz, 3H), 2.06-
1,92 (m, 2H), 1.89-1.63 (m, 4H), 1.48-1.34

m, 1H), 1.35-1.25 (m, 1H).

[M+H] *=536. 2
'H NMR (400 MHz, DMSO-c5) & 9.20-9.08 (m,
1H), 8.32 (s, TH), 8.30-8.26 (m, 1H), 8.14
| K[No> -8.08 (m, 1H), 7.91 (s, 1H), 7.29-7.24 (m,

Lo oLl

560 FSQAN“IJN% 2H), 7.23-7.15 (m, 3H), 5.29-5.15 (m, 1H)
4.54-4.43 (m, 2H), 4.21-4.14 (m, 1H), 3.

45-3.40 (m, 1H),

3.30-3.27 (m 1H), 3.21 ¢

s, 3H), 3.16-3.09 (m, 2H), 2.84-2.74 (m, 1
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H), 2.03-1.93 (m, 2H), 1.83-1.66 (m, 4H),
1.48-1.35 (m, 2H).
[M+H] *=521.2

561

'H NMR (400 MHz, DMSO-&) & 9.35-9.17 (m,
), 9.05 (s, 1H), 8.45-8.28 (m, 1H), 8.16
-8.06 (m, 1H), 7.38 (d, J = 16.5 Hz, 1H),
7.30-7.10 (m, 5H), 5.28-5.14 (m, 1H), 4.56
-4.40 (m, 3H), 3.48-3.36 (m, 2H), 3.23-3.0
7 (m, 4H), 2.91-2.78 (m, 1H), 2.63-2.53 (m
1H), 2.08-1.93 (m, 2H), 1.87-1.57 (m, 4H
), 1.49-1.32 (m, 2H).
[M+H] *=537.2

562

'H NMR (400 MHz, DMSO-d) & 9.60-9.54 (m,
TH), 9.47-9.34 (m, 1H), 8.39-8.25 (m, 1H),
8.15-8.06 (m, 1H), 7.30-7.25 (m, 2H), 7.2
4-7.18 (m, 3H), 5.29-5.16 (m, 1H), 4.55-4.
43 (m, 3H), 3.48-3.38 (m, 1H), 3.31-3.27 (
m, 1H), 3.22 (s, 3H), 3.16-3.10 (m, 2H), 2
.90-2.76 (m, 1H), 2.60-2.51 (m, 1H), 2.04-
1.92 (m, 2H), 1.86-1.63 (m, 4H), 1.46-1.34
(m, 1H), 1.32-1.25 (m, 1H).

[M+H] *=522.2

563

'H NMR (400 MHz, DMSO-c¢;) & 9.59-9.47 (m,
TH), 8.98-8.93 (m, 1H), 8.43-8.27 (m, 1H),
8.16-8.07 (m, 1H), 7.30-7.25 (m, 2H), 7.2
4-7.18 (m, 4H), 5.25-5.14 (m, 1H), 4.74-4.
61 (m, 2H), 4.57-4.45 (m, 1H), 3.46-3.41 (
m, 1H), 3.32-3.29 (m, 1H), 3.23 (d, J = 3.
3 Hz, 3H), 3.14-3.09 (m, 1H), 2.91-2.79 (m
1H), 2.59-2.52 (m, 1H), 2.05-1.94 (m, 2H
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), 1.87-1.65 (m, 4H), 1.47-1.34 (m, 1H), 1
.30-1.22 (m, 1H).
[M+H] *=522. 2

564

'H NMR (400 MHz, DMSO-&) & 10.25 (d, J =
1.6 Hz, 1H), 9.46-9.32 (m, 1H), 8.38-8.22
(m, 1H), 8.156-8.06 (m, 1H), 7.30-7.24 (m,
2H), 7.24-7.19 {(m, 3H), 5.31-5.21 (m, 1H)
4.69-4.62 (m, 2H), 4.56-4.47 (m, 1H), 3.4
8-3.40 (m, 1H), 3.31-3.27 (m, 1H), 3.23 (
J =34 Hz, 3H), 3.18-3.15 (m, 1H), 2.90
-2.77 (m, 1H), 2.60-2.52 (m, 1H), 2.03-1.9
4 (m, 2H), 1.83-1.66 (m, 4H), 1.48-1.34 (m
TH), 1.33-1.25 (m, 1H).
[M+H] *=538.2

565

'H NMR (400 MHz, DMSO-c;) & 8.72-8.67 (m,
1H), 8.25-8.21 (m, 1H), 8.12 (d, /= 8.1 H
z, MH), 7.38 (s, 2H), 7.27-7.24 (m, 2H), 7
.20 (d, 3H), 5.26-5.19 (m, 1H), 4.55-4.45
(m, 2H), 4.38-4.29 (m, 1H), 3.23 (d, J =3
.4 Hz, 3H), 3.14-3.13 (m, 2H), 3.06-3.04 (
m, 1H), 2.84-2.79 (m, 1H), 2.59-2.53 (m, 1
H), 1.99-1.94 (m, 2H), 1.79-1.72 (m, 4H)
1.33-1.23 (m, 2H).

[M+H] *=497.2

566

'H NMR (400 MHz, DMSO-¢:) & 9.66-9.52 (m,
1H), 8.54-8.38 (m, 1H), 8.14-8.05 (m, 1H)
7.73 (¢, J= 3.1 Hz, 1H), 7.66-7.60 (m, 1
H), 7.34-7.25 (m, 3H), 7.20-7.15 (m, 1H)
5.27-5.10 (m, 1H), 4.68-4.59 (m, 2H), 4.56
-4.46 (m, 1H), 3.44-3.38 (m, 1H), 3.31-3.2
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6 (m, 1H), 3.22 (d, J = 3.0 Hz, 3H), 3.19-
3.16 (m, 1H), 3.14-3.11 (m, 1H), 2.92-2.78
(m, 1H), 2.09-1.92 (m, 2H), 1.87-1.61 (m,
4H), 1.48-1.34 (m, 1H), 1.32-1.25 (m, 1H)

[M+H] *=571.2

567

'H NMR (400 MHz, DMSO-a) & 9.61-9.45 (m,
1H), 8.53-8.38 (m, 1H), 8.15-8.03 (m, 1H),
7.77-7.68 (m, 1H), 7.65-7.58 (m, 1H), 7.5
1-7.42 (m, 1H), 7.40-7.31 (m, 1H), 5.31-5.
11 (m, 1H), 4.64-4.55 (m, 2H), 4.51-4.42 (
m, 1H), 3.41-3.36 (m, 1H), 3.31-3.26 (m, 1
H, 3.20 (d, J=3.0 Hz, 2H), 3.17 (s, 3H)
2.96-2.80 (m, 1H), 1.98 (s, 2H), 1.86-1.
61 (m, 4H), 1.49-1.30 (m, 2H).
[M+H] *=523.2

568

'H NMR (400 MHz, DMSO-c) & 9.67-9.57 (m,
1H), 8.48-8.39 (m, 1H), 8.20-8.08 (m, 1H),
7.73 (d, 1H), 7.64 (d, J= 3.2 Hz, TH), 7
.32-7.23 (m, 2H), 7.26-7.17 (m, 3H), 5.28-
5.19 (m, 1H), 4.70-4.56 (m, 2H), 4.47-4.35
(m, 1H), 3.15-3.12 (m, 1H), 3.09-3.03 (m,
1H), 2.97-2.92 (m, 3H), 2.89-2.78 (m, 2H)
2.11-1.88 (m, 4H), 1.85-1.70 (m, 4H), 1.
68-1.62 (m, 1H), 1.46-1.37 (m, 1H), 1.34-1
.26 (m, 1H).
[M+H] *=599.2
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569

'H NMR (400 MHz, DMSO-¢:;) & 9.65-9.56 (m,
1H), 8.49 (t, J = 6.6 Hz, 1H), 8.17-8.06 (
mo 1H), 7.73 (d, J= 3.3 Hz, 1H), 7.64 (d,
J=3.3Hz, 1H), 7.30-7.25 (m, 2H), 7.24-
7.19 (m, 3H), 5.27-5.21 (m, 1H), 4.68-4.57
(m, 2H), 4.47-4.38 (m, 1H), 3.19-3.12 (m,
1H), 3.08-3.00 (m, 1H), 2.94 (s, 3H), 2.8
9-2.77 (m, 1H), 2.69-2.57 (m, 3H), 2.33-2.
17 (m, 4H), 2.08-1.98 (m, 1H), 1.96-1.86 (
m, 1H)
[M+H] *=585.7

570

'H NMR (400 MHz, DMSO-&) & 9.64-9.51 (m,
TH), 8.29-8.14 (m, 1H), 8.01-7.91 (m, 1H)
7.76-7.70 (m, 1H), 7.67-7.57 (m, 1H), 7.2
9-7.23 (m, 2H), 7.23-7.17 (m, 3H), 5.29-5.
15 (m, 1H), 4.88-4.77 (m, 1H), 4.69-4.55 (
m, 2H), 4.39-4.25 {(m, 1H), 3.60-3.51 (m, 1
H), 3.52-3.39 (m, 2H), 3.18-3.07 (m, 1H)
2.92-2.83 (m, 1H), 2.10-1.95 (m, 2H), 1.87
-1.62 (m, 4H), 1.47-1.36 (m, 1H), 1.32-1.2
6 (m, T1H)
[M+H] *=523.2

5N

'H NMR (400 MHz, DMSO-c) & 9.62-9.49 (m,
1H), 8.30-8.21 (m, 1H), 7.95-7.89 (m, 1H)
7.75-7.72 (m, 1H), 7.66-7.62 (m, 1H), 7.2
9-7.24 (m, 2H), 7.23-7.17 (m, 3H), 5.28-5.
20 (m, 1H), 4.85-4.78 (m, 1H), 4.65-4.59 (
m, 2H), 4.39-4.28 {(m, 1H), 3.58-3.51 (m, 1
H), 3.49-3.40 (m, 2H), 3.16-3.08 (m, 1H)
2.93-2.84 (m, 1H), 2.70-2.54 (m, 3H), 2.33
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-2.20 (m, 3H).
[M+H] *=508.2

572

Hjt KSL:\>
F Q % P 0oUNH

'H NMR (400 MHz, DMSO-a) & 12.29 (s, 1H),
9.68-9.48 (m, 1H), 8.21 (t, J= 7.7 Hz, 1
H), 8.15 (dd, /= 8.1, 2.8 Hz, 1H), 7.73 (
d J=232Hz 1H), 7.64 (d J=3.2Hz 1
H), 7.34-7.24 (m, 2H), 7.24-7.16 (m, 3H),
5.25-5.15 (m, 1H), 4.69-4.52 (m, 3H), 3.16
-3.06 (m, 1H), 2.94-2.82 (m, 1H), 2.71-2.5
4 (m, 3H), 2.45-2.37 (m, 1H), 2.35-2.18 (m
, oH).

[M+H] *=537.5

513

H NMR (400 MHz, DMSO-g) & 9.69-9.57 (m, 1
H), 8.61-8.42 (m, 2H), 8.22-8.11 (m, 3H),
7.75 (d, J=3.3Hz, 1H), 7.67 (d, /=33
Hz, 1H), 7.30-7.25 (m, 2H), 7.24-7.18 (m,
3H), 5.28-5.18 (m, 1H), 4.67-4.61 (m, 2H)
4.59-4.51 (m, 1H), 3.19-3.11 (m, 1H), 3.
09-3.00 (m, 1H), 2.96-2.82 (m, 2H), 2.71-2
.58 (m, 2H), 2.46-2.38 (m, 1H), 2.37-2.24
(m, 1H), 2.04-1.93 (m, 1H), 1.89-1.71 (m,
2H) .
[M+H] *=508. 2

574

WH/\KNO oé iNH

'H NMR (400 MHz, DMSO-a) & 9.67-9.51 (m,
1H), 8.38-8.25 (m, 1H), 8.22-8.08 (m, 1H),
7.74 (d, 1H), 7.65 (d, J = 3.3 Hz, 1H), 7
.32-7.25 (m, 2H), 7.24-7.13 (m, 3H), b.26-
5.16 (m, 2H), 4.69-4.59 (m, 3H), 3.58 (s,
3H), 3.18-3.08 (m, 1H), 2.94-2.79 (m, 1H),
2.68-2.55 (m, 3H), 2.38-2.20 (m, 5H).
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[M+H] *=551.2

'H NMR (400 MHz, DMSO-g;) & 9.70-9.36 (m,
1H), 8.08-7.88 (m, 1H), 7.80-7.54 (m, 3H),

" (SQ 7.34-7.05 (m, 6H), 5.34-5.09 (n, TH), 4.6
575 o :” 0-4.42 (m, 3H), 3.20-3.06 (m, 1H), 2.95-2.
K8 76 (m, TH), 2.66-2.52 (m, 6H), 2.37-2.21 (
| m, 6H).

[M+H] *=550. 2
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gooad

(261)

L&Y | BREEEE | tE8Y | BREETEE
1 14.6+=1.3 nM 294 14.5+0.2 nM
2 17.6x0.4 nM 295 12.2+0.0 nM
3 410.6%28.2 nM 296 14.8+0.1 nM
4 20.4+=1.8 nM 297 18.1%0.3 nM
5 15.4%0.7 nM 298 14.9+0.1 nM
6 48.3+=1.2 nM 299 15.7%0.1 nM
1 28.5+0.9 nM 300 2.43+0.04 uM
9 12.1x2.5 nM 301 9.2+0.4 nM
10 113.5+£32.1 nM 302 41.5x0.9 nM
12 12.3+0.8 nM 303 10. 7=1.0 nM
13 14.3+=0.4 nM 304 53.8%+5.8 niM
14 19.3+2.8 nM 305 24.3x0.4 nM
15 9.8+0.1 nM 306 19.3+1.0 nM
16 18.9%1.7 nM 307 26.0+=2.1 nM
17 19.8%0.2 nM 308 13.9%1.2 nM
18 13.7%x2.0 nM 309 19.4+0.0 nM
19 45.2+1.2 nMM 310 12.4+0.0 nM
20 15.2+0.2 nM 311 16. 7+0.6 nM
21 26.9+3.9 nM 312 14.5+0.1 nM
22 18.6x1.7 nM 313 16.0%=2.0 nM
25 24.9+0.3 nM 314 12.4+0.3 nM
26 13.9%0.2 nM 315 20.2+3.3 nM
27 885.8+0.2 nM 316 15.9+0.4 nM
28 >5 uM 317 16.0%=0.3 nM
29 >5 uM 318 10. 7+=0. 3 nM
30 >5 uM 319 37.1x2.9 nM
31 >5 uM 320 16.7%0.3 nM
32 >5 uM 321 165.8%+2.6 nM
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(262)

34 25 uM 322 125.2+6.0 nM
36 30.9+0.2 nM 323 30.7x=1.9 nM
38 796.3+£1.1 nM 324 9.6+0.1 nM
39 >5 uM 325 177.4x2.5 nM
41 >2.5 uM 326 20.7+£0.5 nM
42 17.6x0.4 nM 327 245.4x2.7 nM
43 20.2+2.5 nM 328 31.7+0.1 nM
44 21.7+2.1 nM 329 19.4+1.8 nM
45 14.7%£1.0 nM 330 194.8+=14.5 nM
46 13.3%£0.1 nM 331 100.8%+2.8 nM
47 14.1%£0.1 nM 332 888.3x1.2 nM
48 30.9+0.3 nM 333 13.4+0.2 nM
49 14.7+0.4 nM 334 >5 uM

52 44.2+3.4 nM 336 15.0%+0.8 nM
53 187.8+0.7 nM 337 87.9+£14.6 nM
54 298.4+2.9 nM 338 20.0+0.8 nM
57 351.5+6.8 nM 339 6.13+£0.22 uM
58 100.9+0.1 nM 340 76.2+£1.7 nM
59 26.6+1.8 nM 341 11.53+3.79 uM
60 24.9+0.1 nM 342 22.2+0.2 nM
61 11.8+0.1 nM 343 18.3%+0.7 nM
62 27.8+0.9 nM 344 857.2+3.1 nM
63 19.6+0.3 nM 345 60.9+4.7 nM
64 16.1£0.2 nM 346 >2.5 uM
65 21.2+0.8 nM 347 >2.5 uM
66 11.7£0.1 nM 350 42.0+3.7 nM
67 17.3+£1.6 nM 351 1.16£0.32 uM
68 12.4%1.1 nM 352 2.50+=0.29 uM
69 17.7%£1.5 nM 353 845.8+x2.1 nM
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70 22.9+0.3 nM 354 27.5+0.7 nM
Al 10.9+0.5 nM 355 2.5 uM

12 27.7x4.1 nM 356 43.1+0.1 nM
13 25.8+0.5 nM 357 22.3+0.9 nM
14 23.3+0.4 nM 358 93.2+1.1 nM
75 19.3%0.7 nM 359 36.4x=1.9 nM
76 23.0x=1.1 nM 360 31.0x3.9 nM
11 24.1+0.0 nM 361 27.2+2.8 nM
78 53.2%0.5 ni 362 34.0+0.6 nM
79 10.9+0.1 nM 363 133.2%10.0 nM
80 58.6=%3.2 nil 364 75.1=0.1 nM
81 27.9%5.5 nil 365 23.1x=1.0 nM
82 5.8x0.1 nM 366 64.6x0.7 nM
83 6.7+0.1 nM 367 105.4%+10.5 nM
84 40.0%2.4 nM 368 196.8+14.0 nM
85 56.7x2.7 nM 369 2.5 uM

86 70.5+2.5 nM 370 14.8+0.7 nM
87 42.1+=1.0 nM 3n 31.7x2.6 nM
88 24.4+0.0 nM 372 10.6+=0.4 nM
89 40.9+1.2 nM 373 16.0+0.8 nM
90 44.2+0.7 nM 374 20.8+1.6 nM
91 48.4+2.0 nM 375 13.8+1.2 nM
92 26.6+0.4 nM 376 35.2+3.6 nM
93 28.8+=1.0 nM 3711 80.0x3.6 nM
94 13.5%£1.3 nM 378 21.2+0.3 nM
95 8.2x1.1 nM 379 22.5x0.7 nM
96 20.2%0.7 nM 380 55.8x7.2 nMM
97 37.2%+4.8 nl 381 416.8+4.0 nM
98 40.7%£1.9 nM 382 15.0%=1.3 nM
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99 27.8+=1.1 nM 383 21.5+0.8 nM
100 13.0+=1.4 nM 384 15.5+0.3 nM
101 21.6+0.8 nM 385 55.8+7.2 nMM
102 26.6+0.4 nM 386 166.5%x2.1 nM
103 28.8+=1.0 nM 387 12.5%=1.2 nM
104 16.8x1.1 nM 388 62.9x8.1 nM
105 25.3x=1.7 nM 389 109.9%1.6 nM
106 160.8+4.1 nM 390 21.8x=1.1 nM
107 52.0%0.2 nM 391 108.8+8.6 nM
108 66.4+1.2 ni 392 62.8%x3.4 nM
109 168.9=0.1 nM 393 88.2+5.6 nMM
110 31.3%0.1 nM 394 12.4=1.4 nM
111 25.3%0.2 nM 395 18.4+=1.3 nMM
112 112.6=+0.5 nM 396 48.8+0.4 nM
113 69.1x8.1 nM 397 54.9+1.8 nMM
114 34.9+1.0 nM 398 19.3%£2.9 nM
115 37.8+3.0 nM 399 32.8+=1.5 nMM
116 130.1+0.4 nM 400 10.2+0.1 nM
117 46.1+0.3 nM 401 19.0+0.1 nM
118 40.2+3.4 nM 402 19.9+0.3 nM
119 16.5+1.5 nM 403 20.4x2.4 nM
120 113.3%=1.0 nM 404 47.7+=1.0 nM
121 50.7+0.4 nM 405 104.2+1.7 nM
122 280.9+2.3 nM 406 52.7x=1.1 nM
123 162.9+2.0 nM 407 21.4+0.3 nM
124 45.1%0.6 nM 408 14.9+0.5 nM
125 19.7%1.2 nM 409 36.6+0.4 nM
126 11.1+0.6 nM 410 25.3x=1.7 nM
127 40.8=%0.6 nM 411 15.5+0.1 nM
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128 9.4+1.3 nM 412 24.8+0.8 nM
129 36.8%+1.9 nM 413 29.1x=2.5 nM
130 98.6+6.8 nM 414 95.9+9.7 nM
131 36.8+0.1 nM 415 19.4x2.2 nMM
132 157.6%+26.2 nM 416 19.0+0.4 nM
133 197.9%9.6 nM 417 22.1x3.0 nM
134 24.5+0.0 nM 418 10.6=+=0.3 nM
135 57.3%5.3 nM 419 9.8+0.1 nM

136 96.5%2.2 nl 420 10.8+0.7 nM
137 22.1x=7.7 ni 421 20.7x0.5 nM
138 48.6+0.4 nM 422 17.1=0.1 nM
139 24.3x2.3 nlM 423 13.2+0.2 nM
140 15.5%£1.0 nM 424 20.7x0.2 nM
141 1.16%+0.24 uM 425 36.5+0.3 nM
142 1.21+0.89 uM 426 9.4+0.1 nM

143 16.4%1.5 nM 427 20.9+0.4 nM
144 19.0%0.3 nM 428 17.1x0.1 nM
145 17.1%£2.5 nMM 429 33.8+=1.0 nM
146 12.3%0.2 nM 430 20.0+0.5 nM
147 13.0%0.7 nM 431 233.7x=1.8 nM
148 11.7x2.4 nlM 432 11.5%0.1 nM
149 36.4+7.4 nM 433 749.6x1.1 nM
150 12.2+0.1 nM 434 2.05+0.02 uM
151 25.7x0.6 nM 435 58.2+1.3 nM
152 18.7x0.6 nM 436 171.0£2.4 nM
163 12.0%0.6 nM 437 61.1x=1.2 nM
154 193.5+2.0 nM 438 23.4+=1.8 nMM
155 14.1+=0.1 nM 439 46.2+0.3 nM
156 33.4%0.9 nM 440 20.4%0.4 nM
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157 12.5%0.5 nM 441 18.5+0.3 nM
158 252.3+9.0 nM 442 20.6x=1.0 nM
159 21.5%5.7 nM 443 167.9+1.9 nM
160 13.5+3.5 nM 444 214.3x=1.2 nM
161 15.3%1.6 nM 445 21.8%+0.3 nM
162 17.5+0.8 nM 446 414.1%=1.8 nM
163 20.8%0.7 nM 447 187.3x1.1 nM
164 13.2%0.5 nM 448 59.9+0.5 nM
165 20.3%0.2 nM 449 45.3+=1.2 nM
166 23.3%0.8 nM 450 45.4+0.2 nM
167 |[3.81=x0.17 uM 451 34.4+1.8 nM
168 10.7+0.4 nM 452 66.2+0.9 nM
169 22.6=x3.7 ni 453 37.2+0.2 nM
170 19.4%0.7 nM 454 1.30+=0.07 uM
17 8.9+0.4 nM 455 17.28+2.31 uM
172 14.9%0.7 nM 456 37.24+0.51 uM
173 10.3%0.1 nM 457 51.51+0.94 uM
174 13.2+1.0 nM 458 11.40=0.08 uM
175 47.3+2.8 nM 459 54.74+0.35 uM
176 15.9+0.0 nM 460 53.05+3.34 uM
1717 10.5%0.2 nM 461 62.28+2.07 uM
178 17.5%0.5 nM 462 40.68+1.50 uM
179 14.5%£1.9 nM 463 95.17x5.99 uM
180 31.8%+0.9 nM 464 3.50+0.23 uM
181 16.6=%0.3 nM 465 2.55+0.02 uM
182 22.4+0.5 nM 466 1.95%£0.29 uM
183 21.9%0.3 nM 467 3.37x0.18 uM
184 13.3+0.2 nM 468 10.48=0.63 uM
185 9.7+0.7 nM 469 1.43%£0.15 uM
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186 18.6%x1.1 nM 470 2.03+0.07 uM
187 10.7+0.5 nM 471 263.5x4.0 nM
188 79.0%+8.8 nM 472 478.3+4.8 nl
189 2.5 uM 473 1.31£0.1 uM
190 29.6+0.0 nM 474 948.8+39.9 nM
191 73.0x4.5 nN 475 1.22£0.10 uM
192 25.4+0.9 nM 476 880.8+1.2 nM
193 16.7x0.4 nM 477 1.86+0.04 uM
194 | 386.8=%30.0 nM 478 3.62+0.27 uM
195 30.8=%0.1 nM 479 2.24+0.10 uM
196 14.5%0.1 nM 480 2.23+0.37 uM
197 13.8%0.8 nM 481 998.3%0.20 nM
198 18.1x£2.7 nM 482 538.2+4.3 ni
199 52.7+1.0 nM 483 338.4+3.0 nM
200 219.3+0.6 nM 484 95.7+1.5 nMM
201 653.4+=4.1 nM 485 33.3x1.7 nM
202 17.4%1.2 nMM 486 45.2+5.2 nM
203 19.6%0.6 nM 487 29.3+=1.1 nM
204 36.7+0.9 nM 488 118.3%+1.6 nM
205 23.9+0.9 nM 489 10.2+=1.7 nM
206 18.0%0.5 nM 490 5.21+0.72 uM
207 46.1+0.9 nM 491 215.8+7.3 nM
208 37.1%=1.7 nM 492 66.3+6.1 nM
209 12.2+0.2 nM 493 451.5+2.3 nM
210 20.7x=1.1 nM 494 82.5x3.7 nM
211 57.7%3.0 nM 495 2.27+=0.09 uM
212 346.2+9.9 nM 496 77.0x4.1 nM
213 41.4%0.8 nM 497 36.0x2.4 nM
214 17.4+0.5 nM 498 102.7%£5.3 nM
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215 13.7%0.9 nM 499 32.9+1.5 nMM
216 16.3+0.4 nM 500 38.9+0.5 nM
217 27.3+x1.2 nM 501 63.8+6.0 nM
218 23.4%x0.8 nM 502 47.0x0.5 nM
219 13.4x1.7 nM 503 66.3x6.1 nM
220 13.9%0.1 nM 504 47.7x0.9 nM
221 15.6%1.2 nM 505 239.5+4.0 nM
222 16.5%+1.5 nMM 506 105.0%+2.9 nM
223 11.1+0.3 nM 507 12.6x0.4 nM
224 25.8+=1.3 nM 508 10.6=0.8 nM
225 38.2+3.0 nM 509 150.5%6.6 nM
226 16.0%0.8 nM 510 136.7%£1.6 nM
221 19.0%0.3 nM 511 30.4x2.1 nM
228 18.1%x1.1 nM 512 22.1+0.5 nM
229 33.8+1.0 nM 513 30.4+0.8 nM
230 64.5+0.7 nM 514 56.8+0.4 nM
231 35.4+0.2 nM 515 26.2+0.3 nM
232 60.7+0.1 nM 516 33.0+=1.9 nM
233 10.3%0.3 nM 517 56.2+3.2 nMM
234 18.8%x2.7 nM 518 248.5+1.4 nM
235 28.6*x2.1 nM 519 32.7x3.1 nM
236 41.4+0.1 nM 520 161.3+1.2 nM
237 131.7x4. 4 nM 521 440.7x4.5 nM
239 32.2+1.0 nM 522 14.7x4.2 nN
241 42.1%=1.6 nM 523 122.7+£5.1 nM
242 26.8+1.8 nM 524 32.8+3.2 nMM
243 18.4%0.1 nM 525 84.5+1.8 nMM
244 15.1+=0.1 nM 526 28.4x1.5 nMM
245 >5 uM 527 44.3+=1.1 nM
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246 23.6+0.3 nM 528 50.8+1.0 nM
247 38.2+2.8 nl 529 224.5+1.3 nM
248 24.6+0.6 nM 530 32.5+1.1 nM
249 255.6+6.4 nM 531 598.0+2.8 nM
250 42.4x2.4 nlM 532 624.5+2.6 nl
251 34.2+0.5 niM 533 69.0x6.9 nM
252 94.9+2.7 nM 534 1.14%£0.15 uM
253 22.4+1.4 nM 535 35.7+0.17 nM
254 45.5%3.1 nl 536 24.8+0.3 nM
255 110.7x4.1 nM 537 89.5+1.5 nMM
256 20.5+=1.7 nM 538 33.5x1.5 nMM
251 71.8x0.1 nM 539 21.8x0.5 nM
258 93.2+0.6 nM 540 26.9+0.1 nM
259 21.4%3.5 nM 541 51.8+1.4 nMM
260 742.0+6.3 nM 542 52.4+7.0 nM
261 863.6+0.1 nM 543 106.8%+1.3 nM
262 933.7x5.0 nM 544 22.5+0.9 nM
263 1.56+0.05 uM 545 26.9+0.2 nM
264 22.5 uM 546 7.7x7.1 nN
265 15.6%0.1 nM 547 25.1+=1.0 nM
266 34.4+2.3 nlM 548 410.4+=1.0 nM
267 11.2+0.3 nM 549 21.2+0.6 nM
268 295.8+3.8 nM 550 66.1x2.9 nM
269 19.6%0.4 nM 551 23.3x3.1 nM
270 2.5 uM 552 200.9%+1.6 nM
2n 11.5%0.1 nM 5563 18.8+x4.6 nM
272 2.5 uM 554 890.1x1.3 nM
273 17.0+=0.1 nM 5565 477.3x4.1 nM
274 910.8+6.5 nM 556 203.5+0.6 nM
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275 10.9+0.4 nM 557 26.1%+0.4 nM
276 13.0+0.8 nM 558 1.18+0.01 uM
271 30.7+0.6 nM 559 > 2.5 uM
278 33.7x0.5 nM 560 22.1%x0.7 nM
279 272.1%6.2 nM 561 22.5%x0.9 nM
280 13.2+1.2 nM 562 > 2.5 uM
281 14.8+0.1 nM 563 > 2.5 uM
282 13.4+0.4 nM 564 174.4+8.8 nM
283 14.6+=0.0 nM 565 2.07+0.05 uM
284 14.4+0.2 nM 966 33.2%+2.3 nM
285 17.1%+0.2 nM 567 63.6+2.9 nM
286 16.3+=1.5 nM 568 70.7%x1.8 nM
287 24.1+0.0 nM 569 18.8+0.9 nM
288 14.6+=0.4 nM 570 40.6+2.0 nM
289 10.6x=0.1 nM 571 19.8+0.2 nM
290 11.3%x0.2 nM 972 33.8%+2.5 nM
291 13.1%£2.8 nM 573 68.3%x2.7 nM
292 11.4%0.2 nM 574 14.4+0.8 nM
293 16.4+=1.1 nM 575 23.5%x0.9 nM
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ité&w CCso (12 M)

275 362.97
172 340.73
177 156.57
126 >500
174 >500
289 >500
317 >500
150 >500
324 >500
155 280. 87
354 >500
378 >500
417 >500
418 >500
387 >500
379 >500
375 >500
415 >500
423 >500
395 131.5
398 >500
400 >500
402 409. 73
362 >500
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. BE5& (mg/k | $7°999°
HERiLeénw | 8 (55K
g) B (h)
i.v. 1
275 SD
p.o 10
i.v. 1
150 SD
p.o 10
i.v. 1 10
126 Sh
p.o 10
289 SD p.o 10
i.v. 1
145 SD
p.o 10
153 SD p.o 10
333 SD p.o 10
i.V. 1
296 S 0. 0833, 20
p.o 10
0.25,0.5,
290 SD p.o 10
1,2, 4
i.v. 1
155 SD 6,8,24 h
p.o 10
288 SD p.o 10
417 SD p.o 10
398 sD S !
p.o 10 30
i.v. 1
395 SD
p.o 10
i.V. 1
400 SD
p.o 10
i.V. 1
379 SD
p.o 10
378 SD i.v. 1 40
p.o 10
i.v. 1
354 SD
p.o 10
oo
oooooooooooDbo0Oooao 50



(274) JP 2025-507472 A 2025.3.21

gooad

TIIIEX
(h)
0.19

cmax
(ng/mL)
1719.76+2

Auclmﬂ:
(h*ng/mL)
2613. 19+

AucIHF_uhs
(h*ng/mL)

27970327
+£0.10| 35.66 | 562.73 | 45.94 | +0.53 |"%6F028 1y 5| -
5305 0-50 12620467032, 62 [8525. 923 4.22 - -
T +0.00 19. 82 3923.78 689. 41 +1.00
0.08 [2005. 79+3]6420 93+ (6633 76+2| 3.94 2,91
+0.00| 21.68 | 2817.27 | 645.21 | +1.26 +1.48
260, 63 0.42 |[1301.30+3| 12635.32 [12913.36+]| 5.95 _ B
TehTm T +0.14 06. 83 +3080.59 | 3231.97 +0.09
0.08 |1855. 36211054 47+ [1070. 92£2] 1.06
+£0.00| 38.30 | 285.08 | 95.21 | +0.56
t6m0 1o 0-50 [1558. 5621[5065. 82 [5270. 7723 4.02 i i
620150 000 | 156 | 324.91 | 26.97 | +0.17
0.50 [1039. 0723]3242, 97 % [3251 20%4] 2.98
+0.00| 49.02 | 460.03 | 62.49 | +0.33
9720 05| 008 [1636. 4981161841177 52] 1.09 |
+0.00| 6.57 | 205.24 | 07.81 | +0.13
- 1920 0o 039 [1165.922/3826. 70 [3645. 5858] 3.75 B "
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0.92 1586, 56+5| 18733. 19 |22358.97=| 7.47
+£0.95 | 73.41 |+9062.50| 10828.66 | +0.38
0.08 [1401.02+2]1022. 92+ [1039 0T =1] 1.17
0-55+3.39 500 | 2,87 | 155.71 | 62.00 | +0.44 |*
0.25 [1043.31+2]5177.04= [5187. 95+1] 4.43
+0.00| 09.46 | 1006.75 | 010.79 | +0.87
) oo, 11| 050 [122.02:23/3111. 10 [3715. 58] 4. 16 B} B -
62011\ 000 | 504 | s94.24 | 9444 | +0.30
0.08 1569, 98+7]5097. 98= (5120 506| 3.99 3.29
+0.00| .88 | 615.08 | 27.56 | +0.42 +0. 42
s 7620.0p] 093 [1147.38%2 12276.77 [12440. 00%| 5.98 B} - B}
T +0.14 89. 40 +2268.09| 2226.87 +0. 36
0.75 [1137,43+2]3494, 02+ |3502. 38£1] 3.59
+0.43| 06.67 | 1247.65 | 250.32 | 0.11
s 0721 78 533 [t41.26:72]4888. 00 [5065. 36 £2| 6.55 - - -
07178 5| 485 | 2319.99 | 285.60 | +0.39
0.08 [1741.92+2]2298. 27+ (2320, 995 2.34
+0.00| 8519 | 587.40 | 91.73 | +0.22
5 1662 04 4.00 [1430.18+9| 19018.08 [20197.31+| 6.60 _ B
+£2.00| 8.51 |+2192.99| 2602.34 | +0.89
0.08 [1697. 7122|2574 49+ [2829. 72£9] 3.55 525
+0.00| 37.45 | 819.96 | 58.55 | +0.52 +£2.13
4.00 [1006.49+1| 12675.30 [13950.66+| 7.63
+0.00| 1461 |+1265.92| 782.95 | +0.57
0.08 [1352. 62512357 97+ [2394. 1246 3.18
5-09%0.57 500 | 16.10 | 638.69 | 44.94 | +0.52 |
2.00 |805.87=75] 10791.37 [11166.54=| 6.47
+000| 43 | +123.59 | 36400 | +0.50
0.08 [1317.50=11292, 28+ [1329. 00£5| 1.26 |14.52%7.2

+0.00 68. 03 530. 92 55. 62 +0.42 5

MRTINF_nhs
(h)
1.49

GL
(mL/min/kg
)

VS8obs F
(mL/ke)| %
6.22

Tis2

(h)

NO. Admin

i.v.

(1 mg/ke)
poo. |,

(10 mg/kg)
i.v.

(1 mg/ke)
p.o. 1

(10 mg/kg)
i.v.

(1 mg/ke)
p.o. )

(10 mg/kg)
p.o. 3

(10 mg/kg)
1. V.

(1 _mg/ke)
p. 0.
(10 mg/kg)

p. 0. 7
(10 mg/kg)
p. 0. 9
(10 mg/ke)
1. V.

(1 mg/ke)
p. 0.
(10 mg/kg)
p. O0.
(10 mg/kg)
1. V.

(1 mg/ke)
p. O0.
(10 mg/kg)
p. 0.
(10 mg/kg)
p. 0.
(10 mg/kg)
1. V.

(1 mg/kg)
p.o.
(10 mg/kg)
1. V.

(1 mg/ke)

p. 0. 6
(10 mg/kg)
1. V.

(1 mg/kg)
p. 0. 4

(10 mg/kg)
1. V.

(1 mg/kg)

p.o.
(10 mg/kg) u
i.v.

(1 mg/ke)

p.o.
(10 mg/kg)

N

55+0.22
275

4.22
+1.00

3.59+0.
150

19. 68
+4.80

.63%+3. 62 16.56 -

3.65+3. 45 41

10

126 49.94

+3.08

289 .28+0.

14.46

145 +2. 62

32.94
+7.51

153

333 740,

16.32

296 +2.68

50. 61

2. 8020. +9.84

20

290

.88+0.10
155

288

417

3.03
L4Tx1.67 +0. 71 -

398 82.75

+9.54
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395

49,23

641, +4.92

3.28
90 1y 7]

400 45.77

671, 40 59

2.49
+1.61

379 52.01

+19.0

5
7.95+2. 80 f66§4 .

1. 67
+0.58

634.54+16
1.39
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6903. 48+2
619. 87
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151 +0.79
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+0.00
1.33
+0.58
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01.27
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2196. 61 %
634. 20
8180. 11+
795. 05

2254.80%6
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8696. 48 =1
124.53

3.19
+0.31

6.57
+0.38

378

7.95

5.84+1. +2.80

40

354

i.v.
(1 mg/kg)

2.42+2. 24
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+0.00

1105.29+6
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101117+
258.49

1020. 762
61.50
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+0.18
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1. 31
+0.54
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BEAS-2B#fi ia HUVEC# fa
L&Y
CCso (12 M)
354 >500 >500
378 >500 >500
417 >500 >500
418 >500 >500
387 >500 >500
379 >500 >500
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RERILEY | BEARK
(mg/kg) i (h)
i.Vv. 1
ICRv%A
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E -5 i.V. 1 0.25,0.5,
398
X p.o. 10 1,2, 4,
i.V. 1 6,8,24 h
#
p.o. 10
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Ooooaoao
Animal Adml n T1/2 Tmax cmax Aucl ast AuclNF_obs MRTINF_obs cl— vssnhs F
(h) (h) (ng/mL) | (h*ng/mL) | (h*ng/mL) (h) (mL/min/kg) | (mL/kg) | %
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ICR¥%A o 67.42
?156 3.25 | 0.33 | 4078.10 | 15134.02 | 15692.57 | 3.62 B _ 499 §
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mg/kg) 8
I'(\{' 0. 61 0.083 | 1270.63 623. 96 627.67 0.47 1625. 21 1419. 64 _
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