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1H NMR (400 MHz, DMSO-d6) & 11.92 (s, 1H), 8.03 (d, J = 9.0 Hz, 1H),
7.78 (d, J = 8.5 Hz, 1H), 7.75 (d, J = 2.1 Hz, 1H), 7.49 (dd, J = 9.0, 2.1
Hz, 1H), 7.14 (d, J = 2.1 Hz, 1H), 7.01 (dd, J = 8.5, 2.1 Hz, 1H), 3.74 (t

,J =6.5 Hz, 2H), 3.32 (d, J = 6.5 Hz, 2H), 3.14 (t, J = 5.5 Hz, 4H), 2.95

(t, J = 5.2 Hz, 4H), 2.11 (tq, J = 14.6, 8.9, 7.2 Hz, 4H), 1.50 (s, 4H), O.

33 (s, 4H)O
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1H), 8.00 (d, J = 8.9 Hz, 1H), 7.83 (d, J = 2.3 Hz, 1H), 7.35 (s, 1H),

2 -7.16 (m, 1H), 7.08 (d, J = 8.0 Hz, 1H), 4.15 (s, 2H), 3.97 - 3.82 (m,
3H), 3.35 (d, J = 5.4 Hz, 2H), 3.16 (t, J = 10.5 Hz, 2H), 3.07 (g, J = 7.6,
6.5 Hz, 4H), 3.04 - 2.96 (m, 1H), 2.70 (t, J = 10.9 Hz, 2H), 1.66 (s, 4H)
,1.21 (d, J =6.2 Hz, 3H), 0.45 (s, 4H)O
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1H NMR (400 MHz, DMSO-d6) & 12.00 (s, 1H), 7.99 (d, J = 9.0 Hz, 1H),
7.80 (d, J = 8.5 H J = 2.2 Hz, 1H), 7.47 (dd, J = 9.0, 2.1

z, 1H), 7.65 (d,
Hz, 1H), 7.14 (d, J = 2.1 Hz, 1H), 7.01 (dd, J = 8.5, 2.0 Hz, 1H), 3.85 (

dd, J = 11.4, 2.6 Hz, 1H), 3.79 - 3.60 (m, 4H), 3.07 (dd, J = 29.4, 12.0

Hz, 2H), 2.95 (t, J = 5.3 Hz, 4H), 2.90 - 2.78 (m, 1H), 2.59 (dd, J = 11.

9,9.8Hz,1H),1.52(d,J=4.7 Hz, 4H),1.10 (d, J=6.2 Hz, 3H), 0.33 (s, 4H)O
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1H), 7.90 - 7.76 (m, 2H), 7.33 (s, 1H), 7.06 (d, J = 8.3 Hz, 2H), 6.85 -
6.71 (m, 1H), 4.14 (t, J = 5.0 Hz, 2H), 3.46 (t, J = 6.6 Hz, 2H), 3.34 (t,
J =5.1 Hz, 2H), 3.16 (s, 2H), 3.07 (d, J = 5.5 Hz, 4H), 1.90 (t, J = 6.7
Hz, 2H), 1.65 (s, 4H), 0.62 (d, J = 5.3 Hz, 4H), 0.43 (s, 4H)O
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, DMSO-d6) & 11.80 (s, 1H), 7.99 (d, J = 8.9 Hz, 1H),
7.76 (d, J = 8. z, 1H), 7.58 (d, J = 2.1 Hz, 1H), 7.47 (dd, J = 9.1, 2.1
Hz, 1H), 7.12 (d, J = 2.1 Hz, 1H), 7.00 (dd, J = 8.5, 2.1 Hz, 1H), 4.79 (t
,J = 7.2 Hz, 1H), 3.74 (t, J = 6.6 Hz, 2H), 2.95 (t, J = 5.2 Hz, 4H), 2.22
- 2.04 (m, 2H), 1.91 - 1.61 (m, 2H), 1.49 (t, J = 5.0 Hz, 4H), 0.32 (s, 4H)O
ESI-MS m/z: 545 [M+H]*O
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1H NMR (400 MHz, DMSO-d6) & 13.70 (s, 1H), 8.44 (d,J:89 Hz, 1H),
8.06 (d, J = 8.7 Hz, 1H), 7.86 (d, J = 8.9 Hz, 1H), 7.24 (d = 2.1 Hz, 1
H), 7.10 (dd, J = 8.7, 2.1 Hz, 1H), 3.75 (t = 6.5 Hz, 2H),3.5O (t, J =
5.7 Hz, 4H), 3.33 (s, 2H), 2.99 (t, J = 5.2 Hz,4H), 2.12 (d, J = 8.1 Hz,
4H), 1.86 - 1.48 (m, 4H), 0.40 (s, 4H)O
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7.72 (s, 1H), 7.41 (d, J = 8.8 Hz, 1H), 6.53 (d, J = 7.8 Hz, 1H), 3.74 (t,
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8.32 (d = 8.8 Hz, 1H), 7.72 (d, J = 8.2 Hz, 1H), 7.19 (d, J = 2.4 Hz, 1

H), 7.02 (dd, J =8.8, 2.4 Hz, 1H), 3.74 (t, J = 6.7 Hz, 2H), 3.64 (t, J =
5.8 Hz, 4H), 3.21 (t, J = 6.7 Hz, 2H), 2.83 (t, J = 5.3 Hz, 4H), 2.25 - 2. 10
13 (m, 4H), 1.53 (s, 4H), 0.37 (s, 4H)O
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Hz, 2H), 3.07 (t, J = 5.3 Hz, 4H), 2.75 (qt, J = 10.9, 6.3 Hz, 2H), 1.79 (
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H), 7.08 (dd, J = 8.6, 2.1 Hz, 1H), 3.74 (dt, J = 7.0, 3.6 Hz, 4H), 3.70 (

s, 3H), 3.47 (s, 2H), 2.93 (d, J = 5.2 Hz, 4H), 1.79 (s, 6H), 0.57 (s, 4H),
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1H NMR (400 MHz, DMSO-d6) & 12.63 (s, 1H), 8.04 (d, J = 8.6 Hz, 1H),
7.81 (d, J = 8.4 Hz, 1H), 7.34 (d, J = 8.6 Hz, 1H), 7.24 (d, J = 2.1 Hz, 1
H), 7.09 (dd, J = 8.6, 2.1 Hz, 1H), 5.31-5.19 (m, 1H), 3.74 (d, J = 4.5 H
z, 5H), 2.96 (t, J = 5.3 Hz, 4H), 2.48-2.39 (m, 2H), 2.08 (dtd, J = 12.5,

10.0, 8.0 Hz, 2H), 1.80-1.53 (m, 6H), 0.41 (s, 4H)DO
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1H NMR (400 MHz, DMSO-d6) 8 12.77 (s, 1H), 8.36 (s, 1H), 8.23 (d, J =
8.2 Hz, 1H), 7.82-7.75 (m, 2H), 7.66 (dd, J = 8.2, 1.7 Hz, 1H), 7.37 (d,
J = 8.6 Hz, 1H), 3.80 (s, 3H), 3.76 (s, 2H), 3.52 (d, J = 6.3 Hz, 4H),
9 (s, 3H), 3.39 (d, J = 6.7 Hz, 2H), 3.03 (t, J = 5.4 Hz, 4H), 2.06 (t, J =

5.1 Hz, 2H), 1.70 (s, 4H), 0.36 (s, 4H)O
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1H NMR (400 MHz, DMSO-d6) & 12.75 (s, 1H), 8.23 (d, J = 8.2 Hz, 1H),

7.79 (dd, J = 5.1, 3.4 Hz, 2H), 7.67 (dd, J = 8.2, 1.7 Hz, 1H), 7.37 (d, J
= 8.6 Hz, 1H), 4.73 (s, 1H), 3.80 (s, 3H), 3.51 (t, J = 5.7 Hz, 4H), 3.42-
3.36 (m, 2H), 3.03 (t, J = 5.3 Hz, 4H), 2.81 (t, J = 6.2 Hz, 2H), 2.05 (q,
J=11.2, 8.5 Hz, 4H), 1.70 (m, 4H), 0.36 (s, 4H)O
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1H NMR (400 MHz, DMSO-d6) 8 10.37 (s, 1H), 8.39 (s, 1H), 8.30 (d, J =
8.8 Hz, 1H), 7.76 (d, J = 8.2 Hz, 1H), 7.47 (d, J = 8.3 Hz, 1H), 7.14 (d,
J=2.4 Hz, 1H), 6.97 (dd, J = 8.7, 2.4 Hz, 1H), 3.90 (s, 3H), 3.71 (t, J =
6.7 Hz, 2H), 3.56 (t, J = 5.5 Hz, 4H), 3.18 (t, J = 6.7 Hz, 2H), 2.78 (t, J
= 5.3 Hz, 4H), 2.13 (tt, J = 13.7, 5.6 Hz, 4H), 1.52 (s, 4H), 0.33 (s, 4H)O
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1H NMR (400 MHz, DMSO-d6) 3 10.16 (s, 1H), 9.38 (s, 1H), 8.29 (t, J =
6.1 Hz, 1H), 7.80 (d, J = 8.2 Hz, 1H), 7.63 (s, 1H), 7.50 (d, J = 8.3 Hz,
1H), 3.92 (s, 3H), 3.85 (d, J = 5.8 Hz, 2H), 3.56 (d, J = 11.2 Hz, 6H), 3.
31 (s, 2H), 2.99 (t, J = 5.2 Hz, 3H), 2.21-1.95 (m, 4H), 1.53 (t, J = 5.3
Hz, 4H), 0.34 (s, 4H)0O
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J =5.6 Hz,1H), 3.92 (s, 3H), 3.57 (t, J = 5.6 Hz, 4H), 3.44-3.34 (m, 2H)
, 2.97 (dt, J = 26.4, 6.1 Hz, 6H), 2.27-2.04 (m, 4H), 1.53 (t, J = 5.2 Hz,
4H), 0.34 (s, 4H)O
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1H NMR (400 MHz, Chloroform-d) & 12.45 (s, 1H), 8.20 (d, J = 8.3 Hz,

1H), 7.75-7.70 (m, 1H), 7.33 (s, 1H), 7.20-7.16 (m, 1H), 7.12 (d, J = 8.
6 Hz, 1H), 7.02 (t, J = 9.3 Hz, 1H), 5.80 (s, 1H), 5.66 (s, 1H), 4.13 (d, J
= 5.7 Hz, 2H), 3.37-3.29 (m, 2H), 3.23 (t, J = 5.6 Hz, 4H), 3.07 (s, 4H),
2.14 (tt, J = 13.1, 5.4 Hz, 4H), 1.62 (s, 4H), 0.43 (s, 4H)O
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1H NMR (400 MHz, DMSO-d6) & 11.76 (s, 1H) 7.80 (d, J = 8.5 Hz, 1H),
7.63 (d, J = 2.2 Hz, 1H), 7.48 (dd, J = 8.5, 2.1 Hz, 1H), 7.17 (d, J = 8.6
Hz, 1H), 7.12 (d, J = 2.1 Hz, 1H), 6.99 (dd, J = 8.5, 2.0 Hz, 1H), 3.74 (t
,J =6.5Hz, 2H), 3.27 (d, J = 6.6 Hz, 2H), 3.01 (t, J = 5.6 Hz, 4H), 2.94
(t, J = 5.3 Hz, 4H), 2.39 (s, 3H), 2.10 (dt, J = 14.3, 7.9 Hz, 4H), 1.53 (

s, 4H), 0.34 (s, 4H)O
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1H NMR (400 MHz, Chloroform-d) & 12.26 (s, 1H), 8.11 (d, J = 8.4 Hz,
1H), 7.63 (d, J = 2.3 Hz, 1H), 7.34 (s, 1H), 7.25 (d, J = 3.0 Hz, 1H),

9 (d, J = 8.3 Hz, 1H), 6.63 (d, J = 8.6 Hz, 1H), 4.09 (t, J = 5.1 Hz, 2H),
3.30 (t, J = 5.1 Hz, 2H), 3.07-2.98 (m, 8H), 2.87 (s, 3H), 2.12 (ddt, J =
16.7, 11.5, 5.6 Hz, 4H), 1.62 (s, 4H), 0.40 (s, 4H)O
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1H NMR (400 MHz, DMSO-d6) & 12.87 (s, 1H), 8.02 (d, J = 8.6 Hz, 1H),
7.86 (d, J = 8.4 Hz, 1H), 7.21 (d, J = 2.1 Hz, 1H), 7.08 (dd, J = 8.6, 2.1
Hz, 1H), 6.91 (d, J = 8.6 Hz, 1H), 4.98 (q, J = 5.2 Hz, 1H), 3.73 (t, J =

6.5 Hz, 2H), 3.12 (t, J = 5.7 Hz, 4H), 2.94 (d, J

= 5.2 Hz, 4H), 2.71 (d,

2

J=5.1Hz, 3H), 2.16 (tt,J =11.8, 5.2 Hz, 4H), 1.73 (s, 4H), 0.35 (s, 4H)O
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H NMR (400 MHz, DMSO-d6) 8 = 8.62 (s, 1H), 8.58 (d, J = 2.8 Hz, 1H),
.22 (dd, J = 2.8, 9.0 Hz, 1H), 7.82 (d, J = 9.0 Hz, 1H), 1.54-1.46 (m, 9H)O
Doooo
00000000000 O000O0OO0ODO0O0aO
00000
00000

H

N NO
F

OoooOoOooooQg
O e O e O o [
e e Y e e Y e [ e A |
OOoooOoo oo
OooobBboo

Y [ e Y Y O

2

Int_645-4
Ooo0o0ooan

godo0d _0ooodoooooobbbbobotodduoouoooobbbobbobbbobboooooao
gooooooooooooooooooDL0 UL DO ODODOoDOoUOooOoooOoooao
Oo00d0dpgUO0U0OpgUOOoOoOO0O0o0o0b0Do0oo0obo0ooo0oo0oo0oo0b oo 0oooDboooOoao
gooooooooooooooooooooobo oo oo oo ooobo0oOoOonOnOonOoad
Oo0o0o0oooooooo0oob0o0o0ooo0oo0oo0oooDo0oobo0 oo oDb0o0oooo0ooooooonodo
goooooooooooooooooooobooobo oo ooooooooonOonOonOoao
00000000 o0oxOdoobooooooooooooooobo0oooooooooonodo
goboodouooooooooooooooob oo b oo oobo0DoooDoo0odpO
Oo0o0oo0ooooooooooo0oo0boooo0oooooooooDbo0o0oo0ooooooooonodao
O0ogao

1H NMR (400 MHz, DMSO-d6) & = 8.49 (s, 1H), 8.14-8.07 (m, 1H), 8.06
-8.00 (m, 1H), 7.98 (d, J = 2.5 Hz, 1H), 2.97 (br t, J = 5.4 Hz, 4H), 2.3
1-2.13 (m, 4H), 1.53-1.50 (m, 9H)O
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1H NMR (400 MHz, DMSO-d6) 8 = 7.82 (dd, J = 2.6, 8.9 Hz, 1H), 7.74 (
d, J = 2.5 Hz, 1H), 6.75 (d, J = 8.9 Hz, 1H), 2.92 (br s, 4H), 2.28-2.11 (
m, 4H)0O
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1H NMR (400 MHz, DMSO-d6) & = 7.86 (dd, J = 2.7, 9.0 Hz, 1H), 7.70 (
d, J = 2.6 Hz, 1H), 6.98 (d, J = 9.1 Hz, 1H), 3.10 (br d, J = 7.2 Hz, 4H),

2.99 (s, 6H), 2.26-2.09 (m, 4H)O
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1H NMR (400 MHz, DMSO-d6) 8 = 6.65 (d, J
2.3 Hz, 1H), 6.18 (dd, J = 2.4, 8.3 Hz, 1H),
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1H NMR (400 MHz, Chloroform-d) & 12.36 (s, 1H), 8.18 (d, J = 8.3 Hz,

1H), 7.52 (s, 1H), 7.33 (s, 1H), 7.13 (s, 1H), 7.02 (d, J = 8.2 Hz, 1H), 6
.93 (d, J = 8.4 Hz, 1H), 4.12 (s, 2H), 3.30 (dt, J = 12.2, 5.1 Hz, 6H), 3.
06 (t, J = 5.4 Hz, 4H), 2.82 (s, 6H), 2.12 (d, J = 15.2 Hz, 4H), 1.65 (s,
4H), 0.41 (s, 4H)O
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1H NMR (400 MHz, Chloroform-d) & 12.40 (s, 1H), 8.19 (d, J = 8.3 Hz,

1H), 7.67 (s, 1H), 7.32 (s, 1H), 7.24 (s, 1H), 7.02 (d, J = 9.7 Hz, 1H), 6
.80 (d, J = 8.4 Hz, 1H), 4.13 (s, 2H), 3.32 (d, J = 5.7 Hz, 2H), 3.19 (d, J
= 5.8 Hz, 4H), 3.06 (d, J = 5.9 Hz, 4H), 2.70 (s, 1H), 2.16 (dd, J = 18.3,
10.7 Hz, 4H), 1.62 (s, 4H), 1.01-0.95 (m, 2H), 0.71 (dd, J = 5.6, 1.8 Hz,
2H), 0.41 (s, 4H)O
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7, 1.4 Hz, 1H), 7.13 (d, J = 2.1 Hz, 1H), 7.00 (dd, J = 8.5, 2.1 Hz, 1H),
3.74 (t, J = 6.6 Hz, 2H), 3.29 (m, 2H), 3.13 (t, J = 5.6 Hz, 4H), 2.95 (t,
J = 5.3 Hz, 4H), 2.09 (p, J = 8.1 Hz, 4H), 1.52 (s, 4H), 0.33 (s, 4H)O
ESI-MS m/z: 633 [M+H]*DO
ooooodd

doooooooooooan

oo
Ooo0oooao
Ooo0oooao
NN N)b\oo NN NJ\©\OO o)
H N/ DCM H Y
F?O H'\S/\/\OH F?Q ”,gwoJ\

257 661
Dooooo
000000000000 000
Ooooooo
oooooo
/O/| O ™N
NN N 00 o)
N/
H
661
Dooooo
0000000000000 O0000O00000000000000000000000
0000000000000 D0O0O0O0O00000000000000000000000
0000000000000 O0O0O0O0O0O00O00000000000000000000
0000000000000 000000000000000000000000000
0000000000000 O0O0O0O0O0O0O0O0ODODODODONONONONONONO0oooooooon
0000000000000 O000000
1H NMR (400 MHz, DMSO-d6) 3 12.81 (s, 1H), 8.03 (d, J = 8.6 Hz, 1H),

J
7.79 (d, J = 8.5 Hz, 1H), 7.34 (d, J = 8.6 Hz, 1H), 7.20 (d, J = 2.2 Hz, 1
H), 7.06 (dd, J = 8.7, 2.1 Hz, 1H), 4.27 (t, J = 5.7 Hz, 2H), 3.78 (s, 3H),
3.56 (t, J = 5.7 Hz, 2H), 3.49 (t, J = 5.5 Hz, 4H), 2.94 (t, J = 5.2 Hz, 4
H), 2.05 (dt, J = 16.4, 6.8 Hz, 4H), 1.87 (s, 3H), 1.71 (m, 4H), 0.35 (s, 4H)O
ESI-MS m/z: 622 [M+H]*O
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1H NMR (400 MHz, DMSO-d6) & 10.37 (s, 1H), 9.73 (s, 1H), 8.31 (d, J =
8.8 Hz, 1H), 7.76 (d, J = 8.2 Hz, 1H), 7.48 (d, J = 8.3 Hz, 1H), 7.13 (d,
J = 2.4 Hz, 1H), 6.97 (dd, J = 8.8, 2.4 Hz, 1H), 4.27 (t, J = 6.0 Hz, 2H),
3.90 (s, 3H), 3.56 (s, 4H), 3.41 (t, J = 6.0 Hz, 2H), 2.79 (d, J = 5.3 Hz,
4H), 2.12 (d, J = 15.3 Hz, 4H), 1.95 (s, 3H), 1.53 (s, 4H), 0.33 (s, 4H)0O
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O MHz, DMSO-d6) 3 12.79 (s, 1H), 8.03 (d, J = 8.6 Hz, 1H),
= 8.5 Hz, 1H), 7.34 (d, J = 8.7 Hz, 1H), 7.20 (s, 1H), 7.08 (t,
.6 Hz, 2H), 4.35 (s, 2H), 3.79 (m, 4H), 3.54 (s, 2H), 3.49 (d, J = 5.
, 4H), 2.95 (s, 4H), 2.20-1.94 (m, 4H), 1.89-1.82 (m, 5H), 1.33 (s,
H), 0.74 (dd, J = 6.8, 4.7 Hz, 5H), 0.35 (s, 4H)O
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7 (br s, 4H), 2.15-2.02 (m, 4H), 1.93-1.52 (m, 5H), & 0.81 (d, J = 6.8
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Hz, 1H), 7.79 (d, J = 8.1 Hz, 1H), 7.50 (d, J = 8.4 Hz, 1H), 7.15 (d, J =
2.4 Hz, 1H), 7.06-6.96 (m, 1H), 4.35 (t, J = 6.0 Hz, 2H), 3.93 (s, 3H),

.65-3.54 (m, 4H), 3.07 (br d, J = 5.3 Hz, 1H), 2.82 (br t, J = 4.9 Hz,4H
), 2.22-2.10 (m, 4H), 1.85-1.71 (m, 1H), 1.67-1.42 (m, 4H), 0.88-0.73 (
m, 6H), 0.35 (s, 4H)O
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NMR: (400 MHz, Chloroform-d) &8 12.53 (s, 1H), 8.36-8.34 (m, 1H),
85-7.80 (m, 1H), 7.73 (s, 1H), 7.66-7.64 (m, 1H), 7.11-7.04 (m, 1H), 20
21-4.10 (m, 2H), 4.13 (s, 3H), 3.52-3.35 (m, 4H), 3.25-3.20 (m, 1H),
20-3.10 (m, 2H), 3.05 (m, 4H), 2.12-2.10 (m, 4H), 1.90-1.71 (m, 1H),
75-1.42 (m, 4H), 0.75-0.85 (m, 6H), 0.34 (s, 4H)O
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1H NMR (400 MHz, DMSO-d6) & 12.84 (s, 1H), 8.03 (d, J = 8.6 Hz, 1H),

7.79 (d, J = 8.4 Hz, 1H), 7.31-7.14 (m, 2H), 7.07 (dd, J = 8.6, 2.1 Hz, 1
H), 3.73 (t, J = 6.5 Hz, 2H), 3.38 (t, J = 5.6 Hz, 4H), 3.31 (t, J = 6.5 Hz
., 2H), 3.06 (d, J = 5.9 Hz, 4H), 2.95 (d, J = 5.4 Hz, 4H), 2.10 (tt =1
3.1, 5.5 Hz, 4H), 1.93-1.50 (m, 8H), 0.36 (s, 4H)0O
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1H NMR (400 MHz, DMSO-d6) & 12.10 (s, 1H), 7.76 (d, J = 8.6 Hz, 1H),
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H1HDIEEHD 5 LDV DHONMRF—F

L&

NMR

827

IH NMR (400 MHz, DMSO-d6) & 9.26 (s, 1H), 8.10 (d, /= 8.7 Hz, 1H), 7.62
(d, J=8.5Hz, 1H), 7.53 (s, 1H), 7.10 (s, 1H), 6.94 (d, J = 8.3 Hz,
1H), 6.63 (d, /=8.5Hz, 1H), 5.86 (d, /= 5.8 Hz, 1H), 3.72 (¢, /= 6.8
Hz, 2H), 3.18 (t, /= 6.6 Hz, 2H), 2.92 (s, 4H), 2.81 (d, J = 5.3 Hz,
TH), 2.18 (s, 4H), 1.53 (s, 4H), 0.34 (s, 4H).

830

I NMR (400 MHz, Chloroform-d) & 12.21 (s, 1H), 8.22 - 8.04 (m, 1H),
7.69 (s, 1H), 7.44 - 7.29 (m, 1H), 7.21 - 6.95 (m, 2H), 6.75 (d, J=8.3
Hz, 1H), 4.11 (s, 2H), 3.31 (s, 2H), 3.06 (s, 8H), 2.14 (t, J = 14.6 Hz,
4H), 1.61 (s, 4H), 0.43 (s, 4H).

831

IH NMR (400 MHz, DMSO-d6) & 10.35 (s, 1H), 9.57 (s, 1H), 8.33 (d, J=
88 Hz, 1H), 7.73 (d, J=8.1Hz, 1H), 7.35 (d, J= 8.2 Hz, 1H), 7.15 (d
J=2.4Hz, 1H), 6.98 (dd, J= 8.8, 2.4 Hz, 1H), 4.91 (s, 1H), 3.71 (t, J
= 6.8 Hz, 2H), 3.53 (t, J= 5.6 Hz, 4H), 3.19 (t, J= 6.7 Hz, 2H), 2.85
(s, 6H), 2.78 (d, J= 5.5 Hz, 4H), 2.26 - 2.12 (m, 4H), 1.53 (s, 4H),
0.34 (s, 4H).

832

'H NMR (400 MHz, DMSO-d6) & 10.33 (s, 1H), 8.33 (d, J= 8.8 Hz, 1H),
7.79 (d, J=8.2Hz, 1H), 7.12 (d, J= 2.4 Hz, 1H), 6.96 (d, J = 8.9 Hz,
2H), 5.94 (d, J=5.4 Hz, 1H), 3.71 (t, J=6.7 Hz, 2H), 3.18 (dd, J=
12.3, 6.2 Hz, 6H), 2.80 (d, J= 5.4 Hz, TH), 2.23 (s, 4H), 1.57 (s, 4H),
0.33 (s, 4H).

833

'H NMR (400 MHz, Chloroform—d) § 11.25 (s, 1H), 8.16 (d, /= 8.5 Hz,

), 7.92 (d, /= 8.6 Hz, 1H), 7.52 (s, 1H), 7.14 (d, J= 8.6 Hz, 1H),
7.01 (d, J=10.2 Hz, 1H), 6.68 (s, 1H), 4.15 (s, 2H), 3.87 (s, 3H), 3.49
(d, J=5.6Hz, 4H), 3.33 - 3.30 (m, 2H), 3.21 (d, J = 12.3 Hz, 2H), 2.99
(t, J=11.9 Hz, 2H), 1.69 (d, J= 14.0 Hz, 4H), 1.43 - 1.38 (m, 4H),
1.27 (s, 3H).

834

'H NMR (400 MHz, DMSO-d6) & 12.89 (s, 1H), 7.95 (d, J= 8.7 Hz, 1H),

7.77 (d, J=8.5Hz, 1H), 7.31 (d, J=28.5Hz, 1H), 7.10 (d, J= 2.2 He,
IH), 6.95 (dd, /=18.8, 2.1 Hz, 1H), 4.02 (q, J=6.9 Hz, 21D, 3.72 (¢, J
= 6.5 Hz, 2H), 3.53 (t, J=5.7 He, 4H), 3.18 (d, J = 6.5 Hz, 2H), 2.93
(s, 4H), 2.10 - 2.02 (m, 4H), 1.70 (s, 4H), 1.33 (t, J = 6.9 Hz, 3H),
0.36 (s, 4H)
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835

'H NMR (400 MHz, DMSO-d6) & 12.35 (s, 1H), 7.96 (d, J = 8.6 Hz, 1H),

7.46 (d, J=8.3 Hz, 1H), 7.156 (d, J=2.1Hz, 1H), 7.05 (d, J= 8.4 Hz,
1H), 7.01 (dd, /= 8.6, 2.1 Hz, 1H), 6.25 (¢, J = 5.8 Hz, 1H), 3.76 (s,
3H), 3.72 (t, J=6.5Hz, 2H), 3.62 - 3.56 (m, 2H), 2.94 (t, J = 5.2 Hz,
4H), 2.58 {(qt, J= 11.7, 7.2 Hz, 2H), 1.88 - 1.37 (s, 4H), 0.33 (s, 4H).

836

'H NMR (400 MHz, DMSO-d6) & 12.87 (s, 1H), 8.04 (d, J = 8.6 Hz, 1H),
7.71 (s, 1H), 7.23 (d, J= 2.2 Hz, 1H), 7.09 (dd, /= 8.7, 2.1 Hz, 1H),
3.74 (t, J=6.5Hz, 2H), 3.65 (s, 3H), 3.54 (t, J=5.5Hz, 4H), 2.H
(t, J=5.2 Hz, 4H), 2.20 (s, 3H), 2.08 (dq, J = 13.4, 6.6, 5.3 Hz, 4H),
1.71 (s, 4H), 0.36 (s, 4H).

837

'H NMR (400 MHz, DMSO-d6) & 11.13 (s, 1H), 8.49 (s, 1H), 7.91 {d, /=
8.5 Hz, 1H), 7.17 (d, /= 2.1Hz, 1), 7.03 (dd, J= 8.5, 2.0 Hz, 1H),
6.48 (s, 1H), 3.80 (s, 3H), 3.74 (¢, J=6.5Hz, 2H), 3.34 (d, /= 6.6
Hz, 2H), 3.12 (d, /= 5.8 Hz, 4H), 2.95 (t, /= 5.1 Hz, 4H), 1.98 (d, J =
12.5 Hz, 4H), 1.43 (s, 4H), 0.31 (s, 4H).
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KIF18AIZHT2ARHADIAMOEEREY (I Cso. nM)

e | ICw | LA™ |1Co | LB | ICeo | 1AM | ICo | LE® | ICo
1 +H+ 2 +H+ 3 +H+ 4 +++ 5 +++
6 ++H+ 7 +++ 8 +++ 9 +++ 10 +H+
11 4+ 12 +++ 13 +Ht+ 14 ++t 15 +++
16 +++ 17 H+ 18 +H+ 19 +H+ 20 +H+

21 +++ 22 +H+ 23 +H+ 24 +H+ 25 +H+
26 +H 27 +H+ 28 +H 29 +H+ 30 +H+
31 +H 32 4+ 33 +H 34 HH 35 +

36 ++H+ 37 +H+ 38 +H+ 39 +H+ 40 +H+
41 +Hr 42 4+ 43 4+ 44 . 45 +

46 ++ 47 ++ 48 ++ 49 ++ 50 ++

51 ++ 52 ++ 53 ++ 54 ++ 55 ++

56 ++ 57 ++ 58 ++ 59 ++ 60 ++

61 ++ 62 ++ 63 ++ 64 ++ 65 +++
66 +H+ 67 +H+ 68 +H+ 69 +++ 70 +++
71 +H+ 72 +H+ 73 +H+ 74 +H+ 75 +H+
76 HH 77 +HH+ 78 o+ 79 4 80 "
81 +H+ 82 +H+ 83 +H+ 84 +H+ 85 +H+
86 +H+ 87 +++ 88 +H+ 89 +H+ 90 +H+
91 +H 92 +++ 93 +H 94 +H+ 95 +H+
96 +H+ 97 +H+ 98 +H 99 +H+ 100 +H+
101 +++ 102 +++ 103 +++ 104 +H+ 105 +++
106 +++ 107 +H+ 108 +H+ 109 +++ 110 ++
111 4+ 112 ++ 113 +++ 114 +H+ 115 ++
116 +H 117 +Ht 118 +Ht 119 +H 120 HH
121 +++ 122 +++ 123 +++ 124 +++ 125 +++
126 o+ 127 +++ 128 +++ 129 +++ 130 e+
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oooooao
181 |+ | 132 [+ | 133 - 13¢ |+ | 135 |+
136 +H 137 ++ 138 +Ht 139 et 140 e
141 +H 142 +t 143 +Ht 144 et 145 e
146 +H 147 +t 148 +H 149 et 150 HH
151 HH+ 152 e+ 153 +H+ 154 +H+ 155 et
156 +H 157 +Ht 158 +H 159 - 160 HH
161 - 162 +H+ 163 +H+ 164 +Ht+ 165 e
166 +H+ 167 +++ 168 +H+ 169 +H+ 170 +H+
171 +++ 172 +++ 173 +++ 174 +H+ 175 ++
176 +H+ 177 ++ 178 ++ 179 ++ 180 +
181 ++ 182 + 183 + 184 ++ 185 +
186 ++ 187 ++ 188 ++ 189 ++ 190 ++
191 + 192 + 193 +H 194 +H 195 +H+
196 i 197 +H+ 198 +H+ 199 ++ 200 tH
201 e 202 +++ 203 +++ 204 +++ 205 +++
206 o 207 et 208 +H+ 209 ++ 210 +t
211 ++ 212 ++ 213 ++ 214 ++ 215 ++
216 + 217 + 218 ++ 219 ++ 220 ++
221 ++ 222 ++ 223 ++ 224 ++ 225 +H+
226 +H 227 +t 228 +Ht 229 e 230 HH
231 ++ 232 ++ 233 +++ 234 ++ 235 +Ht
236 | 237 +Ht 238 Tt 239 it 240 it
241 + 242 + 243 ++ 244 ++ 245 +
246 + 247 + 248 ++ 249 ++ 250 +
251 + 252 + 253 ++ 254 ++ 255 ++
256 ++ 257 +t 258 +H 259 et 260 LA
261 +H 262 +t 263 +H 264 et 265 Het
266 +H+ 267 +++ 268 +++ 269 +H+ 270 +H+
271 +H 272 +H+ 273 +H 274 +H 275 +H
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gooooad
276 +H 2717 +t 278 +Ht 279 et 280 +Ht
281 +H 282 ++ 283 +Ht 284 et 285 e
286 +H 287 +t 288 +Ht 289 et 290 e
201 +H 292 +t 293 +H 294 et 295 HH
206 HH+ 297 e+ 298 +H+ 299 +H+ 300 et
301 +H 302 +Ht 303 +H 304 - 305 HH
306 - 307 +H+ 308 +H+ 309 +Ht+ 310 e
311 +H+ 312 +++ 313 +H+ 314 +H+ 315 +H+
316 +++ 317 +++ 318 +++ 319 +H+ 320 ++
321 +H 322 +t 323 +t 324 +H+ 325 +t
326 +++ 327 +++ 328 +++ 329 +H+ 330 ++
331 +++ 332 +H+ 333 +H+ 334 ++H+ 335 +
336 +H 337 ++ 338 +H 339 et 340 H+
341 i 3492 +H+ 343 +H+ 344 ++ 345 tH
346 e 347 +++ 348 +++ 349 +++ 350 +++
351 e+ 352 4+ 353 +++ 354 +H+ 355 tt
356 ot 357 4t 358 - 359 +++ 360 HH
361 . 362 +Ht 363 e 364 et 365 AR
366 +HH 367 +H 368 +H 369 +HH 370 e
371 +H 372 +t 373 +Ht 374 e 375 HH
376 +H 377 +t 378 +H 379 +Ht 380 +Ht
381 +H 382 +H 383 +HH 384 +HH 385 +HHt
386 +H 387 +H 388 e 389 +H 390 +Ht
391 +H 392 +t 393 +H 394 et 395 HH
396 +HH 397 +t 398 +HHt 399 - 400 AAR
401 FE. 402 ++ 403 +H+ 404 +H+ 405 et
406 +H 407 +t 408 +H 409 et 410 Het
411 +H+ 412 +++ 413 +++ 414 +H+ 415 +H+
416 - 417 +++ 418 +H+ 419 +H+ 420 +H
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ocooooao
421 +H 422 +t 423 +Ht 424 et 425 +Ht
426 +H 427 ++ 428 +Ht 429 et 430 e
431 +H 432 +t 433 +Ht 434 et 435 e
436 +H 437 +t 438 +H 439 et 440 HH
441 HH+ 442 e+ 443 +H+ 444 +H+ 445 et
446 +H 447 +Ht 448 +H 449 - 450 HH
451 - 452 +H+ 453 +H+ 454 +Ht+ 455 e
456 +H+ 457 +++ 458 +H+ 459 +H+ 460 +H+
461 +++ 462 +++ 463 +++ 464 +H+ 465 ++
466 +H+ 467 +H+ 468 +++ 469 +++ 470 -
411 — 472 + 473 + 474 +Ht 475 ++
476 +++ 477 +H+ 478 +H+ 479 ++H+ 480 +
481 +H 482 ++ 483 +H 484 et 485 H+
486 i 487 +H+ 488 +H+ 489 ++ 490 tH
491 . 492 +H+ 493 +++ 494 +++ 495 +H+
496 e+ 497 4+ 498 +++ 499 +H+ 500 tt
501 ot 502 4t 503 - 504 +++ 505 HH
506 - 507 +t 508 +H 509 et 510 HH
511 +HH 512 +H 513 +H 514 +HH 515 e
516 +H 517 +t 518 +Ht 519 e 520 HH
521 +H 522 + 523 + 524 ++ 525 +Ht
526 +H 527 +Ht 528 +Ht 529 + 530 =+
531 ++ 532 + 533 + 534 + 535 ++
536 ++ 537 + 538 ++ 539 ++ 540 ++
541 + 542 + 543 + 544 + 545 +H
546 FE. 547 ++ 548 +H+ 549 +H+ 550 et
551 +H 552 +t 553 +H 554 et 5565 Het
556 +H+ 557 +++ 558 +++ 559 +H+ 560 +H+
561 + 562 ++ 563 ++ 564 ++ 565 ++
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566 ++ 567 ++ 568 ++ 569 ++ 570 +
571 + 572 ++ 573 ++ 574 ++ 575 ++
576 ++ 577 +H 578 ++ 579 ++ 580 +t
581 +Ht 582 ++ 583 ++ 584 e 585 tt
586 +Ht 587 +H+ 588 +H 589 o 590 e
591 +Ht 592 +HH+ 593 +++ 594 -+ 595 e
596 +H 597 ++ 598 +H+ 599 o 600 H
601 +H+ 602 +H+ 603 +++ 604 - 605 -
606 bt 607 s 608 +++ 609 +Ht 610 -
611 +H 612 +H 613 +H+ 614 +++ 615 +++
616 +Ht 617 +H 618 +t 619 + 620 H+
621 4+ 622 ++ 623 +++ 624 +++ 625 +t
626 ++H+ 627 ++H+ 628 +++ 629 +t 630 et
631 +H 632 +H+ 633 +H+ 634 o 635 H
636 +H+ 637 ++ 638 ++ 639 ++ 640 +H+

+++iE. ICsoedL 00 nMURNTHEI & %RT .
++iE. [CseB100nM~500nMTHBZZELEELRT,
+l§:\ 10507335001’1MET“@55&§%TD
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HT— 2 9 MR 2ARRADLAMOFUEHENE (1 Cso. nM)
A=x7} ICso lA=x7} ICso (=] ICso #=x7] ICs
1 75.31 3 1600.00 4 191.20 6 825.90
7 339.10 65 55.34 97 >2000 129 134.50
161 66.11 257 11.10 258 190.00 259 281.90
260 55.21 261 75.72 262 242.40 263 85.65
289 27.71 305 40.36 321 59.30 337 48.78
353 74.56 385 145.60 593 97.88 641 75.82
643 34.17 645 71.30 647 334.20 655 1171.00
661 25.76 663 34.99 669 25.78 701 76.69
702 71.18 703 183.80 704 64.19 705 146.00
833 52.94 835 70.70 836 253.20 AMG650 109
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oooo
HCT1 1 6HIRIZxT2ABHADLAYOHUIEHIEM (1 Cso. nM)

[ ®=x] ICso L& ICso L& ICso L& 1Cso

1 >10000 3 >10000 4 >10000 6 >10000

7 >10000 65 >10000 97 >10000 129 >10000

161 >10000 257 >10000 258 >10000 259 >10000

260 >10000 261 >10000 262 >10000 263 >10000

289 >10000 305 >10000 321 >10000 337 >10000

353 >10000 385 >10000 593 >10000 641 >10000

643 >10000 645 >10000 647 >10000 655 >10000

661 >10000 663 >10000 669 >10000 701 >10000

702 >10000 703 >10000 704 >10000 705 >10000

833 >10000 835 >10000 836 >10000 | AMG650 | >10000
gooooao
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0000000000000 00000D0D0OxODODY000000000000DO0DOOaO
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0000000000000 000O0D0D0D0D0DO0DD0D0DD0DD0DD0DDDDDO0DOoDOoDo0ooooaOo
0000000000000 00000000O0O000D0D0DD0DO0O0O0O0O0000000a0
0000000000000 000O0O0D0D0D0DO0D0DO0DD0DD0DD0DD0DD0DDD0DO0DO0DO0oDO0DooooaOo
0000000000000 000O0O0O0O0O0DO0DO0DD0DD0DD0DDDODODDODOO0DO0O0O0O0o0o0OaOn
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0000000000000 00O0O0O0DO0D0D0DO0DO0DD0DD0DD0DDDDODDODDODOOOOoOoOoo0oaOo
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oooo

< AHT 2 9 R TEEBHEEEIC 51T 2 sl
B At A& WEBI1IHE® LB 28 HA D TGI
FE £ 4578 (mm®) REIE AT (mm®)

1 SR BWAHRL 121 1606 BHAZL

2 661 80 mg/kg 121 704 61%

3 669 80 mg/kg 121 1158 30%

4 677 80 mg/kg 121 797 55%

5 714 80 mg/kg 121 424 80%

6 727 80 mg/kg 121 519 73%

7 740 80 mg/kg 121 605 67%

8 AMGB50 80 mg/kg 121 649 64%
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BRADCEBIZE > THESNAZHT 2 OMIEICHBITAHS Ser 1 0 THY VERL

(ECs0. nM)

=7 ECso (nM) | A=g] ECso (nM) Ha=x] ECso (nM)

65 455 161 26.4 257 8.4

273 8.5 321 15.8 353 422

641 217 645 69.6 661 23.7

663 283 714 39.2 AMG650 523
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/CN2022/132954

A, CLASSIFICATION OF SUBJECT MATTER

CO7D 401/12{2006.0L)i; COTD 401/14(2006.01)%; COTD 405/14(2006.01)i; CO7D 413/14(2006.01)i; A6IK
31/444(2006.01)i; AG1P 35/00(2006.01)

According to International Parent Classification (IPC) or to hoth national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
CO7TD; A6lK; AGLIP

Documentation searched other than minimnm decumentation to the extent that such documents are inclnded in the fields searched

Electronic data base consulted during the interational search (name of data base and, where practicable, search terms used)

CNABS, CNTXT, DWPL WPABS, CAPLUS(STN), REGISTRY(STN), CNKI: structural formula search, 2448, %, Uik
e, BRIE, BFYE, ATPES, KIF18A, azaspiro, sulfonamido, piperidin, tumor

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X WO 2020132651 Al (AMGEN INC.) 25 June 2020 (2020-06-25) 1-36
description, paragraphs [0007]-[0009] and [0037], and tables 10 and A

X WO 2021026098 A1 (AMGEN INC.) 11 February 2021 (2021-02-11) 1-36
description, paragraphs [0009]-[0039] and [0139], and table A

X W0 2021026100 Al (AMGEN INC.,) 11 February 2021 (2021-02-11) 1-36
description, paragraphs [0009]-[0041], and tables 10 and A

X WO 2020132653 Al (AMGEN INC.) 25 Tune 2020 (2020-06-25) 1-36
description, paragraphs [0009] and [0417]

X W0 2021026099 Al (AMGEN INC.) 11 February 2021 (2021-02-11) 1-36
description, paragraphs [0009]-[0033] and [0331]

A WO 2020132648 Al (AMGEN INC.) 25 Tune 2020 (2020-06-25) 1-36
description, paragraphs [0009] and [0039]

A W0 2021211549 Al (AMGEN INC.) 21 Qctober 2021 (2021-10-21) 1-36

entire document

A W0 2020132649 Al (AMGEN INC.) 25 June 2020 (2020-06-25) 1-36
entire document

D Further documents are listed in the continmation of Box C. See patent famnily annex.

¥  Special categories of cited documents: =T later document published efter the international filing date or priority
“A" document defining the general state of the art which iz not considered date and not in conflict with the application but cited to understand the
to be of particular relevance principle or theory nnderlying the invention
«g= earlier application ot patent but published on or after the international  «%* decument of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive step
“L” document which may throw doubts on priority claim(s) or which is when the document is taken alone
cited o establish the publication date of another citation or other «y» document of partieuler relevance; the claimed invention cannot be
special reason {as specified) . e considered to involve an inventive step when the document is
“0” document referring to an oral disclosure, use, exhibition or other combined with one or more other such decuments, such combination
means being obvious to a person skilled in the art
P documnent published prior to the international filing date but later than < g - i
ihe priority date claimed & decument member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
12 December 2022 22 December 2022
Name and mailing address of the ISA/CN Authorized officer
China National Intellectual Property Administration (ISA/
CN)
No. 6, Xitucheng Road, Jimengiao, Haidian District, Beijing
100088, China
Facsimile No. (86-10)62019451 Telephone No.

Form PCT/ISA210 (second sheet) (January 2015)
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citizt?:;:;:w;nr:;tm &?ﬁiﬁfﬁ?ﬁ?ﬁ?ﬁ; Patent family member(s) (I:;::ﬁf;ﬁf;:;:)
WO 2020132651 Al 25 June 2020 MA 54550 A 30 March 2022
us 2022073504 Al 10 March 2022
AU 2019403488 Al 24 June 2021
EP 3897855 Al 27 October 2021
JP 2022514268 A 10 Febmary 2022
CA 3123043 Al 25 June 2020
w0 2021026098 Al L1 February 2021  CA 3146693 AL 11 February 2021
N 114302880 A 08 April 2022
us 2022289724 Al 15 September 2022
EP 4007752 Al 08 June 2022
JP 2022542967 A 07 October 2022
Al 2020326627 Al 17 March 2022
WO 2021026100 Al 11 February 2021 EP 4007638 Al 08 June 2022
CN 114391012 A 22 April 2022
us 2022372018 Al 24 November 2022
JP 2022542392 A 03 October 2022
CA 3147276 Al 11 February 2021
AU 2020325115 Al 17 March 2022
WO 2020132653 Al 25 June 2020 AlT 2019401495 Al 24 June 2()21
EP 3898592 Al 27 October 2021
JP 2022513971 A 09 February 2022
MA 54547 A 30 March 2022
CA 3123044 Al 25 June 2020
us 2022002311 Al 06 Jannary 2022
wO 2021026089 Al 11 Febrnary 2021 JP 20022542319 A 30 September 2022
AlT 2020324406 Al 17 March 2022
CA 3147272 Al 11 February 2021
CN 114401953 A 26 April 2022
EP 4007753 Al 08 June 2022
WO 2020132648 Al 25 June 2020 uy 38326 A 30 June 2020
CA 3123871 Al 25 June 2020
CN 113226473 A 06 August 2021
FE 20211475 Al 05 Augnst 2021
uUs 2022106293 Al 07 April 2022
us 2020239441 Al 30 July 2020
CL 2021001634 Al 10 December 2021
JP 2022513972 A 09 February 2022
™ 202034924 A 01 October 2020
CR 20210387 A 19 Augnst 2021
BR 112021011680 A2 08 September 2021
IL 283639 A 29 July 2021
AU 2019403486 Al 24 June 2021
KR 20210106474 A 30 Angust 2021
(8] 2021008224 A2 30 July 2021
EP 3897852 Al 27 October 2021
EA 202191730 Al 24 Aungust 2021
AR 117490 Al 11 Angust 2021
MA 54543 A 3( March 2022
SG 11202106520V A 29 July 2021

Form PCT/ISA/210 (patent family annex) (January 20135)
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WO 2021211549 Al 21 October 2021 CA 3177740 Al 21 October 2021
AU 2021257801 Al 27 October 2022
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EFs R & i g
PCT/CN2022/132954

A E b

CO7D 401/12(2006.01)i; CO7D 401/14(2006.01}i; CO7D 405/14(2006.01}i; CO7D 413/14(2006.01)i; A61K
31/444 (2006. 01}i; AG1P 35/00(2006.01)i

H I R & #5332 (TPC) B 7 & i 2 43 R TPC B e 325

B. R

KRR AR MG PR B SO (7 B SR R 25 5)
CO7D; ABIK; ABIP

A S TE A B TR TG PR SRR LA S R R TR

FERE P 3 0 2[R AT F P R PR (BB R RO, FOfEF AR RiA Cnfi i )

CNABS, CNTXT, DWPI, WPABS, CAPLUS(STN), REGISTRY(STN), CNKI: #54stidds, WZMIB FEWLAE, WRDE SO0,
tiE, ATPHE, KIF18A, azaspiro, sulfonamido, piperidin, tumor

G X
% BEZHE, BEN, HHHXEE T2 HBUR Bk
1 WO 2020132651 Al (AMCEN INC.) 20204E6H25H (2020 - 06 - 25) 1-36
HHF S [0007]-[0009], [0037]E%, F10, FA
X WO 2021026098 Al (AMGEN INC.) 20214E2H11H (2021 -02 -11) 1-36
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