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(m, 3H), 7.36 - 7.21 (m, 5H), 7.21 - 7.13 (m, 1H), 2.34 (s, 6H)OLC
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H, DMsSOOOOOOOOO), 2.09 (s, 6H)OLCMS-ESI* (m/z): [M+H]* calcd
411.100 found 411.170
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9.090 found 479.120
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d, J = 8.9 Hz, 1H), 7.37 - 7.20 (m, 5H), 3.83 (s, 3H), 2.37 (s, 6H)
OLCMS-ESI* (m/z): [M+H]* calcd 491.140 found 491.200
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), 9.56 (s, H), 7.92 (s, 4H), 7.81 (d, J = 8.2 Hz, 1H), 7.70 - 7.54

(m, 2H), 2.60 (s, 6H), 2.54 (s, 6H)OLCMS-ESI* (m/z): [M+H]* calcd 5
43.100 found 543.170
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9.49 (s, 1H), 8.18 (d, J = 8.5 Hz, 2H), 8.07 (d, J = 8.5 Hz, 2H), 7.
91 (d, J = 8.3 Hz, 1H), 7.65(s, 2H), 7.56 - 7.18 (m, 6H), 2.30 (s, 6

H)O LCMS-ESI* (m/z): [M+H]* calcd 601.090 found 601.180
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- 7.85 (m, 3H), 7.69 (s, 1H), 7.61 (s, 1H), 3.26 (s, 3H), 2.13 (s, 1H

), 1.76-1.57 (m, 8H), 1.41-1.29 (m, 2H)OLCMS-ESI* (m/z): [M+H]* calc
d 517.110 found 517.310

gooooao
goooao
Ny

5 N
00

Br
gooo000 OooOoOoooooooOooo0ooooooooDoooooooooooOooao
gooooooooocooooooooboooobooooooooooooooooooao
ooooooan
goooooooooooooooooboooobooooooooooooobooooooao
gooo0ooooooooooooooobooooooooooooooooboooooonoaon
goooo0o0oO0ooooooOoo0ooooooooooooooooooooooooobooo
oooo0oooooooo0oooooooooooooooooOooooooboooooonoao
gooo0o0O0oO0oooooooooooooooooooooooooooooobooooo
0000000000000 O000O000oo0o0o0oooooooooDooooooooao?ly



(110) JP 7158500 B2 2022.10.21

NMR (400 MHz, DMSO-dg) 6 11.52 (s, 1H), 9.50 (s, 1H), 8.24-7.84 (
m, 4H), 7.83-7.31 (m, 3H), 3.31 (s, 3H), 2.28 (s, 6H)OLCMS-ESI* (m/
z): [M+H]* calcd 566.990 found 566.990
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11.47 (s, 1H), 9.40 (s, 1H), 7.78 (d, J = 8.5 Hz, 1H), 7.67 (d, J =

2.0 Hz, 1H), 7.38 (dd, J = 8.5, 2.0 Hz, 1H), 3.20 (s, 3H), 2.49 (s,
1H), 2.10 (s, 6H)OLCMS-ESI* (m/z): [M+H]* calcd 359.010 found 359.010
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O00DD0DO0O0O0O01H NMR (400 MHz, DMSO-dg) & 11.23 (s, 1H), 9.61 (s,
1H), 7.77 (d, J = 8.6 Hz, 1H), 7.68 (d, J = 2.0 Hz, 1H), 7.41 (dd, J

= 8.5, 2.0 Hz, 1H), 3.21 (s, 3H), 2.35 (s, 6H)OLCMS-ESI* (m/z): [M+
H]* calcd 426.990found 426.970
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000000000000 00000000000000YH NMR (400 MHz, DMS
0-dg) & 11.49 (s, 1H), 9.51 (s, 1H), 7.83 (d, J = 8.6 Hz, 1H), 7.69
(d, J = 1.9 Hz, 1H), 7.40 (dd, J = 8.5, 2.0 Hz, 1H), 7.36 - 7.20 (m,
5H), 3.22 (s, 3H), 2.37 (s, 6H)OLCMS-ESI* (m/z): [M+H]* calcd 435.0
40 found 435.080
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(s, 1H), 7.92 (dd, J = 8.9, 6.3 Hz, 1H), 7.34 (dd, J = 11.1, 2.6 Hz,

1H), 7.05 (ddd, J = 8.9, 8.1, 2.6 Hz, 1H), 2.90-2.81 (m, 1H), 2.49 (
s, 1H), 2.11 (s, 6H), 1.04 - 0.96 (m, 4H)OLCMS-ESI* (m/z): [M+H]" ¢
alecd 325.100 found 325.030
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(d, J = 8.5 Hz, 2H), 7.90 (d, J = 8.3 Hz, 1H), 7.79 (d, J = 8.5 Hz,

2H), 7.73 (s, 1H), 7.68 - 7.54 (m, 2H), 7.39 - 7.19 (m, 5H), 2.34 (s
, 6H)OLCMS-ESI* (m/z): [M+H]* calcd 530.140 found 529.950
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11.53 (s, 1H), 9.41 (s, 1H), 8.14 (s, 1H), 7.99 (d, J = 8
.5 Hz, 2H), 7.86 (d, J = 8.3 Hz, 1H), 7.77 (d, J = 8.5 Hz, 2H), 7.71
(d, J = 1.7 Hz, 1H), 7.66 - 7.51 (m, 2H), 2.49 (s, 1H, DMsSOO O OO

00O00O00O0O00), 2.07 (s, 6H)OLCMS-ESI* (m/z): [M+H]* calcd 454.10

O found 454.040
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z): [M+H]* calcd 453.150 found 453.000
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dd, J = 8.0, 1.7 Hz, 1H), 3.48-3.36 (m, 1H), 2.12 (s, 6H), 2.50 (s,
1H, DMSOO OO ODODOOODODOOOO) 1.24 (d, J = 6.8 Hz, 6H)OLCMS-ESI*
(m/z): [M+H]* calecd 377.110 found 376.940
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1H), 7.86 (d, J = 8.7 Hz, 1H), 7.71 (d, J = 8.7 Hz, 1H), 3.35 - 3.2
1 (m, 2H), 2.01 (s, 12H), 1.65 (h, J = 7.4 Hz, 2H), 0.93 (t, J = 7.4
Hz, 3H)OLCMS-ESI- (m/z): [M-H]  calcd 442.140 found 442.270
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8.170 found 458.000

gooooad
gooooad
/O\/\a //N
//‘NHO /@/
N
H
FTF
E
00000000 OoobO0o0ooo0ooo0oobo0oooob0oo0oob0ooooboDooOoooan
oo oobo b ooob0b b oo b oo LoD ooood
agooo
oo oobooob0b b oo b oo LoD oooo
dodooooboooooooooooobobbtooooooo oo boDbOboooooobooan
gboooooobooooooooobooooob oo b ooobDoooooboDUooOoood
oot oDoboObbooooo oo LoDbODbObUooUooooboOoo
000000000000 NMR (400 MHz, DMSO-dg) & 11.09 (s, 1H),
8.41 (s, 1H), 8.07 (s, 1H), 7.85 (d, J = 8.7 Hz, 1H), 7.72 (d, J = 8

10

20

30

40

50



(155) JP 7158500 B2 2022.10.21

.7 Hz, 1H), 3.64 (t, J = 5.1 Hz, 2H), 3.60 - 3.56 (m, 2H), 3.10 (s,
3H), 2.01 (s, 12H)O LCMS-ESI* (m/z): [M+H]* calcd 460.150 found 460.000
oooooo

DOO0O0O00
T //N
SONH Q /@/
N
H
Il
N

00000000 0000000000000 O00O0000000000000000

0000000000000 0O00000O000000000

000000000000 00O00O000O00O00D00N0O00OoONoo0ooooooon
0000000000000 0O00O000O00O000O00O0O00O00O0O0OoONooooan
000000000000 0000000000000000YH NMR (400 MHz, D
MSO-dg) & 11.14 (s, 1H), 8.34 (s, 1H), 8.27 (d, J = 1.9 Hz, 1H), 7.
95 (dd, J = 8.7, 1.9 Hz, 1H), 7.66 (d, J = 8.7 Hz, 1H), 3.39 - 3.29
(m, 2H), 2.00 (s, 12H), 1.60 (p, J = 7.5 Hz, 2H), 1.33 (h, J = 7.4
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2.6 Hz, 1H), 7.01 (ddd, J = 8.9, 8.1, 2.6 Hz, 1H), 3.22 (s, 3H), 2.49
(s, 1H), 2.10 (s, 6H)OLCMS-ESI* (m/z): [M+H]* calcd 299.10 found 299.00
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3.15 (s, 3H), 2.35 (s, 6H)JLCMS-ESI* (m/z): [M+H]* calcd 349.080 fou
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Hz, 1H), 4.20 (m, 3H), 3.94 (m, 4H), 3.22 (s, 3H)OLCMS-ESI* (m/z):
[M+H]* calcd 335.10 found: 335.00
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MS-ESI* (m/z): [M+H]* calcd 367.10 found 367.00
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13 (td, J = 7.5, 1.5 Hz, 1H), 2.36 (s, 6H)OLCMS-ESI* (m/z): [M+H]?
calcd 479.00 found 478.90
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9.03 (d, J = 4.9 Hz, 2H), 8.71 (d, J = 4.8 Hz, 2H), 7.99 (dd, J = 8
9, 6.5 Hz, 1H), 7.81 (t, J = 4.9 Hz, 1H), 7.47 - 7.31 (m, 2H), 7.08
td, J 8.5, 2.5 Hz, 1H), 3.85 (s, 3H)O
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MHz, DMSO-dg) 6 12.01 (bs, 1H), 9.88 (s, 1H), 8.27 (d, J 2.1 Hz,
1H), 8.16 (m, 2H), 8.09 (m, 2H), 8.00 (m, 1H), 7.65 (d, J 8.7 Hz,
1H), 3.19 (s, 3H), 2.34 (s, 6H)OLCMS-ESI*T (m/z): [M+H]* calcd 615.0
0 found 614.90
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Hz, 1H), 7.25 (dd, J = 10.5, 2.6 Hz, 1H), 7.12 (m, 1H), 2.29 (s, 6H)

, 1.21 (s, 9H)OLCMS-ESI* (m/z): [M+H]* calcd 549.110 found 548.950
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MHz, DMSO-dg) & 11.22 (bs, 1H), 9.62 (bs, 1H), 8.13 (m, 2H), 7.95
(m, 2H), 7.83 (m, 2H), 7.76 (m, 1H), 3.28 (s, 3H), 2.30 (s, 6H)OLCM
S-ESI* (m/z): [M+H]* calcd 615.030 found 614.920
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-H]" calcd 414.120 found 414.210

oooooo

oooooo

OO0Oo0ooooao
O O0Oo0oo0ooogoao
OO0Ooo0oo0oo0ooao
O0Ooo0oooao

O
g
O
goooooooboobooobobooboobobooboobooboobooboo
u
O
a

“ P OO0O0o0o0ooogoaog

o
Wi N

n

00000 0O0O0O00O0O00oO0O0U0oooooo0ooDoooo0Oo0O0oOoOoOooooao
JdoddooooooooDoOoOoO0U0UUOUOooUoUUOoOooDoODOoODODOoOO
0o0o0o0oooooooDoDooooOo0O0ooooooDoDoDoDooDoooooooao
JdddooooooooooOoOoOoU0U0UoUoUoUoOoDoDoDoDooODUoDUooOoOoOoooao
Ooo0ooooooooDoDooooO0oO0OooooooDoDoDoDooDooOoOoOoooao
O0lH NMR (400 MHz, DMSO-dg) & 11.46 (s, 1H), 9.79 (s, 1H),
.18 (m, 1H), 7.91 (dd, J = 8.8, 2.1 Hz, 1H), 7.73 (d, J = 8.7 Hz,
1H), 3.26 (s, 3H), 2.62 (s, 6H)OLCMS-ESI- (m/z): [M-H]  calcd 372.07
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(m/z): [M-H]  calcd 419.130 found 419.220
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H), 9.32 (s, 1H), 8.16 (d, J = 2.0 Hz, 1H), 7.92 (d, J = 8.8 Hz, 1
(dd, J = 8.9, 2.0 Hz, 1H), 2.20 (s, 2H), 2.06 (m, 2H), 1.94
(m, 6H), 1.29 (s, 9H)O LCMS-ESI- (m/z): [M-H] calcd 442.150 found 442.270
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1H NMR (400 MHz, DMSO-dg) & 11.30 (s, 1H), 9.21 (s, 1H)
J = 2.0 Hz, 1H), 7.89 (dd, J = 8.7, 2.1 Hz, 1H), 7.71 (d,

8.7 Hz, 1H), 3.25 (s, 3H), 2.21 (s, 2H), 2.11 - 1.84 (m, 8H)OLCM

S-ESI- (m/z): [M-H]" calcd 400.100 found 400.170
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Hz, 1H, 00O00OO0OO0ODOO2), 8.22 (m, 1H, 0O00OOOOCOO1), 7.98
0O0O0O0O0O0O002), 7.89 (m, 2H, 0O0O00O00O0O010002), 7.70 (
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2.3 Hz, 1H, DOOOQODOO2), 2,96 (s, 3H, OO OOOOOOD1L),
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6H, 00DOODO0OO2), 2.18 - 2.08 (m, 2H), 2.08 - 1.96 (m, 8H), 1.93

(dd, J =

z, 1H, 00O00OO00OO2), 1.85 - 1.68 (m, 4H)OLCMS-ESI* (m/z): [M+H]*

59, 3.0 Hz, 1H, O0OOODOOODO1), 1.90 (dd, J = 6.1, 2.8 H

calcd 499.120 found 498.910
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(400 MHz, DMSO-dg) & 10.90 (s, 1H), 8.46 (s, 1H), 8.10 (d, J = 2.1
Hz, 1H), 7.87 (dd, J = 8.8, 2.1 Hz, 1H), 7.69 (d, J 8.6 Hz, 1H),
3.23 (s, 3H), 2.40 (s, 2H), 2.20 - 2.07 (m, 4H), 2.02 (m, 2H), 1.96
(m, 4H), 1.64 (m, 2H)OLCMS-ESI* (m/z): [M+H]* calcd 442.130 found
442.020
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U000 NMR (400 MHz, DMSO-dg) & 10.78 (s, 1H), 8.59 (s, 1
H), 8.06 (m, 1H), 7.90 (d, J = 8.8 Hz, 1H), 7.84 (dd, J = 8.9, 2.0

Hz, 1H), 2.39 (s, 2H), 2.21 - 2.08 (m, 4H), 2.06 - 1.99 (m, 2H), 1.9
6 (m, 4H), 1.64 (m, 2H), 1.30 (s, 9H)OLCMS-ESI* (m/z): [M+H]* calcd
484.180 found 483.790
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O0O01H NMR (400 MHz, DMSO-dg) & 10.98 (s, 1H), 8.52 (s, 1H),
0 (d, J = 2.1 Hz, 1H), 7.87 (dd, J = 8.8, 2.1 Hz, 1H), 7.68 (d, J
8.7 Hz, 1H), 2.75 (s, 6H), 2.40 (s, 2H), 2.22 - 2.08 (m, 4H), 2.08
- 1.98 (m, 2H), 1.98 - 1.91 (m, 4H), 1.65 (m, 2H)OLCMS-ESI* (m/z):
[M+H]* calcd 471.160 found 470.910
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8.51 (s, 1H), 8.07 (d, J = 2.1 Hz, 1H), 7.87 (dd, J = 8.8, 2.2 Hz, 1

H), 7.71 (d, J = 8.7 Hz, 1H), 3.55 (m, 4H), 3.08 (m, 4H), 2.01 (s,
12H)O LCMS-ESI- (m/z): [M-H]- calcd 485.150 found 485.300
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H), 7.71 (d, J = 8.7 Hz, 1H), 3.80 (t, J = 7.7 Hz, 4H), 2.13 (p, J =
7.7 Hz, 2H), 2.01 (s, 12H)OLCMS-ESI- (m/z): [M-H]" calcd 455.140 fou
nd 455.290
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(400 MHz, DMSO-dg) & 10.87 (s, 1H), 8.26 (s, 1H), 7.96 (m, 2H), 7
83 (m, 3H), 7.60 (s, 1H), 7.57 (s, 1H), 2.30 (s, 2H), 2.127 (m, 2H),
2.03 (d, J = 12.1 Hz, 2H), 1.95 (m, 4H), 1.91 - 1.81 (m, 2H), 1.69
(s, 3H), 1.65 (s, 3H), 1.66 - 1.60 (m, 2H)OLCMS-ESI- (m/z): [M-H] ¢
alcd 578.160 found 578.360
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d, J = 8.4, 2.0 Hz, 1H), 3.15 (s, 3H), 1.99 (s, 12H)OLCMS-ESI* (m/z
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H), 3.19 (ddd, J = 16.7, 12.4, 5.8 Hz, 4H), 2.39 (m, 2H), 2.07 (m,
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(m/z): [M-H]  calcd 423.080 found 423.220
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H), 1.74 (m, 6H), 1.64 (gq, J = 5.4 Hz, 2H)OLCMS-ESI- (m/z). [M-H]"
calcd 474.090 found 474.310
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(400 MHz, DMSO-dg) & 11.76 (s, 1H), 9.62 (s, 1H), 8.23 (m, 1H), 7.
89 (dd, J = 8.8, 2.0 Hz, 1H), 7.72 (d, J = 8.7 Hz, 1H), 3.26 (s, 3H
), 2.49 (s, 1H, DMsSoOODGOoGoGooooooO), 2.13 (s, 6H)O0LCMS-ESI- (m/
z): [M-H] " calcd 347.080 found 347.060
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(400 MHz, DMSO-dg) & 10.36 (s, 1H), 8.23 (s, 1H), 7.78 (d, J = 2.5
Hz, 1H), 7.57 (dd, J = 8.8, 2.5 Hz, 1H), 7.47 (d, J = 8.8 Hz, 1H),

3.09 (s, 3H), 1.99 (s, 12H)OLCMS-ESI- (m/z): [M-H]" calcd 380.090 fou
nd 380.200

goooogao
goooogad
NS
=N
N
H
Cl

00000000 0000000000000 0D0DO0DD0D0D0OD0DO0O0DOoODDODODOD
OOooooOoO0o0ooO0ooooUoOoUoOoooDooUOoOoo
goooooOoo0oooooOoo0ooooooooooooooUoooooooOooOoo
0ooo00ooU0o0ooO0ooOoU0oO0DOoOO0O0OoDU0UOoU0O0O0DO0D0DUODUODODODDODODUODOO
0000000000000 000000000000000000000001H NMR
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Hz, 1H), 7.48 (d, J = 2.1 Hz, 1H), 7.26 (dd, J = 8.5, 2.1 Hz, 1H),
3.16 (s, 3H), 1.98 (s, 12H)OLCMS-ESI- (m/z): [M-H]  calcd 380.090 fou
nd 380.220
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O0lH NMR (400 MHz, DMSO-dg) & 10.60 (s, 1H), 8.12 (s, 1H), 7.90
(dd, J = 11.5, 8.8 Hz, 1H), 7.46 (dd, J = 12.3, 7.3 Hz, 1H), 3.14 (s,
3H), 1.98 (s, 12H)0JLCMS-ESI® (m/z): [M-H] calcd 382.110 found 382.180
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dd, J = 11.5, 8.7 Hz, 1H), 7.48 (dd, J = 12.4, 7.3 Hz, 1H), 3.25 (q
, J = 7.3 Hz, 2H), 1.98 (s, 12H), 1.15 (t, J = 7.3 Hz, 3H)OLCMS-ESI
(m/z): [M-H]- calcd 396.130 found 396.220
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DMSO-dg) o 1.67 (s, 1H, OOOOOODOO11), 11.11 (s, 1H, ODOOOOO
ooz2) 8.72 (d J = 7.9 Hz, 1H, O00O0ODOOOOO1), 854 - 844 (m, 1

H, Oooooooo2), 7.97 - 7.85 (m, 1H, DOoOOoDoooo1l1), 7.81 - 7.7
0O (m, 1H, DOOOOOOO2), 7.40 - 7.27 (m, 2H, DOOOOOOO1I000O
2), 7.21 - 7.01 (m, 2H, 000O0DOOOO010002), 4.38 - 4.23 (m, 1H,
oooooooo1l1), 4.18 (s, 2H, UOODOOOOO1), 4.13 (s, 2H, OOOO
ooooz2), 406 - 3.98 (m, 1H, O0ODODODOOODOZ2), 3.67 - 3.55 (m, 4H,
00000000100 02), 2.96 (s, 3H, 00OO0ODOODO1), 2.95 (s, 3H, O
oooooooz2), 2.82 - 2.64 (m, 4H, O0DODODOOODODO1000O02), 2.15 - 1
.94 (m, 10H, ODDOOODOOOD1IO0O002), 1.94 - 1.83 (m, 2H, O0ODOOOO
oo0i10002), 1.82 - 1.68 (m, 4H, JO0O0OO0OOOODO10002)0LCMS-ESI™ (
m/z); [M-H] calcd 500.090 found 500.220
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877 (d, J = 7.8 Hz, 1H, 0O0OOOOODO1), 852 (d, J = 3.3 Hz, 1H,

Dooooooo?2), 7.86 - 7.78 (m, 1H, 0O0O0O0O00O00O1), 7.66 (d, J =
8.5 Hz, 1H, 0O00OOODOO0O2), 7.56 (d, J = 2.1 Hz, 1H, 0000000
01), 7.55 (d, J = 2.1 Hz, 1H, 00O0O0DO0O00O02), 7.36 (dd, J = 8.4, 2
.0 Hz, 1H, 00O00OOCO0O1), 7.32 (dd, J = 8.5, 2.0 Hz, 1H, 00000
0002), 4.36 - 4.22 (m, 1H, 00O00O0O0OO01), 4.18 (s, 2H, 00000
0DO001), 4.13 (s, 2H, 0O0O0O0O00O00O2), 4.01 (d, J = 4.5 Hz, 1H, OO
DOooooo2), 3.62 - 3.54 (m, 4H, 000O0O0O0O0010002), 2.96 (s, 3
H, 0O0OO0OOO0ODOO0O01), 2.95 (s, 3H, 0O0O0OOOO02), 2.84 - 2.65 (m, 4
H, 0O0OOO0ODO0O010002), 2.17 - 1.94 (m, 10H, 000000001000
2), 1.92 - 1.84 (m, 2H, 000O0O00O0O0010002), 1.82 - 1.67 (m, 4H,
000000001000 2)0LCMS-ESI- (m/z): [M-H]- calcd 516.060 found 5

10

20

30

40



(207) JP 7158500 B2 2022.10.21

16.250
goooon
goooon

&)

AN

“7°NH O =N
N@/
H

goooooO0o0o Oooooooocoooo0ooooooooooooooooooOon0ooano 10
Oo0ooo0oooooooO0ooooboooooboooooonoao
goooo0o0oO0ooooooOoo0ooooooooooooooooooooooooobooo
gooooooooooooooouooooobo oo ooooooboobooooooo
gooo0o0O0oO0oooooooooooooooooooooooooooooobooooo
gooooooooocooooooooboooobooooooooooooooooooao
Ogooo0ooooooo0ooooooooooo0oooooo0ooOoooooobooooooOonoao
goooooooooooooooooboooobooooooooooooobooooooao
00000000 O0O0YH NMR (400 MHz, DMSO-dg) & 9.47 (s, 1H), 8.32
(d, J = 8.0 Hz, 1H), 8.04 - 7.89 (m, 3H), 7.68 - 7.52 (m, 3H), 3.01
(s, 3H), 2.01 (s, 12H)O LCMS-ESI- (m/z): [M-H] calcd 396.140 found 396.230 20
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12H)O0 LCMS-ESI- (m/z): [M-H]  calcd 446.120 found 446.180
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(400 MHz, DMSO-dg) & 10.55 (s, 1H), 8.25 (s, 1H), 7.75 (d, J = 2.4
Hz, 1H), 7.57 (dd, J = 8.8, 2.4 Hz, 1H), 7.50 (d, J = 8.8 Hz, 1H),

3.53 - 3.43 (m, 2H), 2.78 - 2.64 (m, 2H), 1.99 (s, 12H)OLCMS-ESI™ (
m/z): [M-H] calcd 462.090 found 462.230
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7.64 (dd, J = 9.5, 3.1 Hz, 1H), 7.53 (dd, J = 9.1, 4.9 Hz, 1H), 7.41

(td, J = 8.4, 2.8 Hz, 1H), 3.50 - 3.40 (m, 2H), 2.80 - 2.62 (m, 2H),
2.17 (s, 2H), 2.12 - 1.78 (m, 8H)OLCMS-ESI- (m/z): [M-H]  calcd 432.
100 found 432.200
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11.43 (s, 1H), 8.96 (s, 1H), 7.93 (dd, J = 8.9, 6.4 Hz, 1H), 7.39 -
7.27 (m, 1H), 7.09 (td, J = 8.5, 2.5 Hz, 1H), 3.66 - 3.51 (m, 2H),
2.81 - 2.64 (m, 2H), 2.18 (s, 2H), 2.11 - 1.78 (m, 8H)OLCMS-ESI- (
m/z): [M-H] calcd 432.100 found 432.190
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0000000000 NMR (400 MHz, DMSO-dg) & 11.26 (s, 1H), 8.45
(s, 1H), 8.09 (s, 1H), 7.88 (d, J = 8.6 Hz, 1H), 7.70 (d, J = 8.6 Hz,

1H), 6.70 (t, J = 74.3 Hz, 1H), 4.99 - 4.85 (m, 1H), 4.15 - 4.11 (m
, 2H), 3.83 - 3.80 (m, 2H), 2.01 (s, 12H)OLCMS-ESI- (m/z): [M-H] ca
lcd 521.130 found 521.240
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H)O LCMS-ESI- (m/z): [M-H]- calcd 521.130 found 521.240

oooooo

v OO0 oOooOoooood

O
O
O
O
O
O
O
O
O
H),

=
=
N

e [ e e e e A [ s Y i [ |
e Y s e e e e e e e e e Y e e o e e e e e e e s e e s Y e e Y o o A

50



(212) JP 7158500 B2 2022.10.21

oooooan

N a O\\ f/O

Gy S.
NH O =N
iy
H

m M
>L—.-.

S
ooooooob ooooooooooooobOoOooOOoOooooooooooDbooao
gobooobooboooboooboooboobooboooboooboooboobooobao
ugbooobobooobodgoad
goooo0 ooboboobooooobobooboboobobooboboobooboobooobo
ugbbooobooboooboooooobod
oooooooooobooooooooooooooobooboooobooooooooao
uboboooboooboooboooobooobooobooobooooboooboooboooboooonoaa
ooooooooooboooooooooooooooobooOoooobooooooooaon
OooDooof 0o0oDOoOoO0O0 ODoooolY DO0OODO0O0 0OO0ODO0OO0O0D0OOO0OO0OO0O0O0 O
oooooo
goooaoan
goooo0 ooboobobobooobooobobooboboboobbooobooboobooobo
ubobooobooboooboooboooboobooboooboooboooboobOooonoan
oooooooooooao
obobooobooboooboooobooobooboobooooboooboooboooboooboaa
oooooooooobooooooooooooooooobooboooobooooooooan
gobooobooboooboooboooboobooboooboooboooboobooobao
0000000000000 1YH NMR (400 MHz, DMSO-dg) & 11.22 (s, 1H),

8.37 (s, 1H), 7.87 - 7.77 (m, 2H), 7.62 (s, 1H), 1.99 (s, 12H), 1.80
(s, 2H), 1.59 (m, 2H)O LCMS-ESI- (m/z): [M-H]  calcd 497.090 found 497.240
oooooo

000000
\g.f //N
LN"NHO /@/
o N
,|\ H
FTF
F
Sl 5
F
00000000 0000000000000 000000000000000000
0000000000000 000000000000000000000000000
0000000000000 00000
00000 0000000000000 000000000000000000000
00000000000
0000000000000 000000000000000000000000000
0000000000000 000D000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000

10

20

30

40

50



e e s [ e [ s s sy Iy
e e e e e s s ey [ I
e ) e e s e [ s ) e e e e s s s e [ Y I
e e [ ) [ ) s ey Iy

Ooo0oooooooo0oooooooo0D o0 oo oo oDooooD o000 onDoDoDoDoDooooooooao

a
O
g
u
g

O

(213) JP 7158500 B2 2022.10.21

gobooooooboobooobobooobooobobobobooboooobooobooooboao
goooooooooOoobooooooooooboobooboooboboooooooao
gooooooboobooobobooboobbooboobooboobooboo
ugboooooobobooobooboooboobooboobooobooooboao
gooooofY oooooo ooooof 0OO0OO0OO0OO0 0OODOOOO0O0O

goooooboad

O

OoOooooooooood
UOpopooooooooogoU
Opopoooooooogo U
Opopoooooooood
Uopooooooooood
UOpopooooooooogoU
Opopoooooooogo U
O opoooooooood

oo ooooooood
oooooooogood
oo ooooooood
oo oooDoooood
oo ooooooood
oooooooogood
oo ooooooood
oo oooDoooood
oo ooooooood
oooooooogood
oo ooooooood
oo oooDoooood
oo ooooooood
oooooooogood
oDoooooooooogi

Doooooooooob

Do oooooooood

ooooooooooogb

oDoooooooooogi
OoooooDoooood

Do oooooooood

ODpoooooooooogt

Opopooooooooogd

Opopoooooooood

Do oooooooood

ODpoooooooooogt

oooo0oo0OO0 ooooob

Oooooooogogogooao

goboobooboobooobooobooboooobooao
oooooooooOooocoooooooooboobooobooooooooao
gbooooobooboobooobooboobobooboobooboobooboo
ogogad
u

goboobooboobooboobooboobooboobognb
gbooooboooboooobooobooobobooobooboooboooboooobaoao
gooooooooboooboocooooooooobobobooobooooooooao
gbooooooobooboooboboooobooobobooboobooooboooobooooboao
goooooooooOooocooooooooobobobooobooOoo

O
gooboobooboobooboobooboobooobooobooDo

ugboooooobobooobooboooboobooboobooobooooboao
gboooboogoboo
gbooooboooboooobooobooobobooobooboooboooboooobaoao
goooooooooooboooooooooooboobooobooooooooao
gbooooooobooboooboboooobooobobooboobooooboooobooooboao
ooooooooooooboooooooooooboboooboboooooooao
gbooooobooboobooobooboobobooboobooboobooboo
uybooooobobooouobooboobooboobooboobooboado
goooooooboobooobobooboobobooboobooboobooboo
gbooooobobooboboooboooboboobooboobooobooooboadao
gooooooooboooboocooooooooobobobooobooooooooao
gboooooooboobooobooooboooboboooboobooooboooobooooboaoao
oooooooooOooocoooooooooboobooobooooooooao
goooooooboobooobooobooobobooboboobooboobooboo
goooooooooOoobooooooooooboobooboooboboooooooao
goooooooboooooboboobobbooboobooboobooboo
ugboooooobobooobooboooboobooboobooobooooboao

O

10

20

30

40

50



(214) JP 7158500 B2 2022.10.21

0000000000000 0000000001H NMR (400 MHz, DMSO-dg) &
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d 539.120 found 539.260
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1.36 (s, 1H), 8.29 (s, 1H), 7.88 (dd, J = 8.9, 6.3 Hz, 1H), 7.22 (dd,
J = 10.8, 2.6 Hz, 1H), 7.08 (td, J = 8.5, 2.6 Hz, 1H), 3.62 (m, 4H),
3.19 (m, 4H), 2.01 (m, 6H), 1.75 (m, 6H)OLCMS-ESI- (m/z): [M-H] ca
lcd 526.120 found 526.300
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Oddm, 4H), 2.37 (s, 6H)OLCMS-ESI- (m/z): [M-H]  calcd 489.110 foun
d 489.260
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61 (d, J = 8.7 Hz, 1H), 3.22 (s, 3H), 2.00 (s, 12H)JLCMS-ESI- (m/z):
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.3 Hz, 1H), 2.70 (s, 6H), 1.99 (s, 12H)OLCMS-ESI- (m/z): [M-H]  calcd
411.140 found 411.250
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m/z); [M-H]  calcd 608.080 found 608.230
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2.16 - 1.95 (m, 8H), 1.76 (m, 6H)OLCMS-ESI- (m/z): [M-H]  calcd 575
.120 found 575.320
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MR (400 MHz, DMSO-dg) & 11.10 (s, 1H), 8.32 (s, 1H), 7.89 (d, J =
8.8 Hz, 1H), 7.46 (d, J = 2.3 Hz, 1H), 7.29 - 7.14 (m, 1H), 3.70 (m
, 1H), 3.21 (m, J = 12.4, 5.9 Hz, 4H), 2.41 (d, J = 13.7 Hz, 2H), 2
.12 - 1.94 (m, 8H), 1.75 (m, 6H)O0LCMS-ESI- (m/z): [M-H] calcd 591.
110 found 591.320
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Hz, 1H), 3.83 (t, J = 7.7 Hz, 4H), 2.37 (s, 6H), 2.15 (p, J = 7.7 Hz
, 2H)OLCMS-ESIt (m/z): [M+H]* calcd 415.110found 415.070
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NMR (400 MHz, DMSO-dg) & 10.93 (s, 1H), 8.27 (s, 1H), 7.84 (d,
= 8.7 Hz, 1H), 7.42 (d, J = 2.3 Hz, 1H), 7.24 (d, J = 8.8 Hz, 1H
3.72-3.61 (m, 2H), 3.57-3.49 (m, 2H), 3.08 (s, 3H), 2.07-1.94 (m,
H), 1.82 - 1.65 (m, 6H)OLCMS-ESI* (m/z): [M+H]* calcd 567.110 foun
567.150
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oooooo
=1
EC50-PC3-OCR-FBS-3 %9
ERfES ( B = nM)
1 130538
2 3646.27
3 784552
4 618.973
5 5801.08
6 267.133
7 812,953
8 409827
9 5562.77
10 12174
11 192041
12 6877.06
13 5718.13
14 >20000
15 10918
16 554827
17 583137
18 113624
19 6412.18
20 143153
21 389472
22 9974.49
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gooooo
EC50-PC3-OCR-FBS-3 7
EhpIES (Efz=nM)
23 12019.5
24 3320.49
25 >50000
26 6939.13
27 4501.9
28 2760.15
29 8797.05
30 1110.58
31 594.988
32 152147
33 1926.32
34 271422
35 1213.91
36 20000
37 2096 85
38 478.401
39 7336.2
40 6580.36
41 2163.55
42 275144
43 299225
44 1158.27
45 5453.84
46 3483.61
47 17329.6
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EC50-PC3-OCR-FBS-3 4

EEHIHES ( B =nM)
48 5807.16
49 499191
30 >100000
51 28813.6
52 200000
53 461412
54 122402
55 6321.08
36 824.53
57 8086.05
38 63358.5
59 184099
60 622254
61 >100000
62 1525.01
63 936.711
64 52176
65 217916
66 8346 4
67 5915.57
68 5127.24
69 518.498
70 590,595
71 6669.86
72 4009.96
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EC50-PC3-OCR-FBS-3 7

EEHES ( Bf1 =nM)
73 262394
74 617235
75 259343
76 919432
77 8645.11
78 30844
79 211928
30 2536.98
81 2391.89
82 6324.04
83 5427.08
84 1038.36
85 12506.8
36 827434
87 3230.77
88 26269.6
89 26673.1
90 2668.43
91 2969.36
92 8093.9
93 2635.16
94 6160.83
95 112348
96 1282.17
97 1431.89
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EC50-PC3-OCR-FBS-3 &
ERAES ( I =nM)
98 1982.69
9% 1184.65
100 14205.9
101 1182.98
102 2417.98
103 1883 .46
104 3749535
105 22857.1
106 18750.1
107 30643.1
108 8441.19
109 379.68
110 445.483
111 311.278
112 1291.93
113 696.528
114 3479.61
115 12596.7
116 1576.96
117 402381
118 49238.8
119 1257.64
120 8014.7
121 2262.67
122 15235
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EC50-PC3-OCR-FBS-3 7

EheflES (EfZ =nM)
123 4836.49
124 793874
125 12352.9
126 511746
127 2408.15
128 153527
129 242889
130 4681.79
131 19520.6
132 50866.4
133 147213
134 2673.21
135 1618.45
136 =100000
137 >100000
138 =100000
139 23735
140 36109
141 1180.15
142 >100000
143 10208.8
144 18551.7
145 >100000
146 676.861
147 1575.52
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gooooo
EC50-PC3-OCR-FBS-3%

EEAES ( Eff =nM)
148 17695.6
149 >20000
150 220000
151 9393.93
152 1126.07
153 10699 6
154 8016.66
155 5867.13
156 2200000
157 352217
158 1425.45
159 2200000
160 631.681
161 1089.45
162 34086.2
163 37749
164 1737.99
165 207843
166 1068.12
167 5879.72
168 15021.2
169 11419.7
170 44769.8
171 112301
172 1664.47
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EC50-PC3-OCR-FBS-3 4

EhiehES ( B =nM)
173 26391.60
174 107530
175 598363
176 1699.79
177 1860.59
1738 5928.69
179 883625
180 >200000
181 113903
182 13016.9
183 823.864
184 48125
185 31961.2
186 125533
187 114384.7
188 329198
189 511.355
190 4146.34
191 176495
192 14662.7
193 995273
194 >50000
195 67517.2
196 1376.36
197 892,588
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EC50-PC3-OCR-FBS-3 7

=HEHES ( B =nM)
198 200000
199 >100000
200 5092.99
201 1289.76
202 9318.56
203 22989
204 156772
205 121233
206 270642
207 8124 .56
208 10603.3
209 647.862
210 4354.14
211 15421.1
212 862497
213 818973
214 263283
215 213726
216 16926.3
217 111857.0
218 533504
219 =200000
220 5091
221 108541
222 5697.24
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EC50-PC3-OCR-FBS-34

EEHIHES ( B =nM)
223 442625
224 242322
225 6737.18
226 7097 46
227 144739
228 3371.84
229 4417.17
230 3587.82
231 4689.50
232 3383.69
233 4792 42
234 3861.76
235 4523.11
236 2519820
237 7729.28
238 29682.10
239 772928
240 3013.63
241 638330
242 4344.62
243 6143.15
244 7646.28
245 3838.62
246 14474 4
247 4793 .87

ooooooao

Eheif &S

EC50-PC3-OCR-FBS-37
( Bz =nM)
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