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S
N(LI\(!) '\i R 5.02 (dd, J=7.2, 1.6 Hz, 4H).
N" "l NZ N
HoN b
I3 g ;
0
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N" Nl NZ N (s, 3H), 2.40 (m, 2H), 2.10 (m, 2H).
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1H), 4.90-5.11 (m, 4H). 290.0
R
KN/ %
O
D3 ¢ o — .
NJT\) Cl g 65 F—Fkl 288.0
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N TN N = \
A~ P
N 3\
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T
kN/ N
&
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fFS | SM 4 A ¥ | 'H NMR (400 Xid 500MHz, MS
(%) DMSO-de): 8 (m/z:M+H")
E2 B2 NHy | 56 8.00 (s, 1H), 7.41 (s, 1H), 6.57 (br | 274.78
s, 2H), 3.66 (s, 3H).
(DS
N N
\
E3 B3 NHz | 71 8.10 (s, 1K), 7.44 (s, 1H), 6.61 (5, | 319.0
2H), 4.26 (t, J=5.4 Hz, 2H), 3.64 {1,
Nl Y I=5.4 Hz, 2H), 3.22 (s, 3H).
kN/ ;
O
e
E4 DI NH gy 97 8.17 (s, 1H), 7.43 (s, 1H), 6.78 (5, | 253.0
2H), 3.56 (m, 1H), 1.05 (d, J=6.7 | 255.0
N7y Hz, 4H).
L
N Nﬁ
ES D2 NHz g 62 FeHir L 269.0
271.0
(s
N %
O
E6 D3 NHz gy 71 F—HirlL 269.0
N 271.0
iph
N %
E7 D4 NH; g 80 8.10 (s, LH), 7.77 (s, 1H), 6.70 (br | 368.2
an s, 2H), 5.43 (m, 1H), 4.16-4.38 (m, | 370.2
4H), 1.42 (s, 9H).
k\N }» ) (s, OH)
N
P
E8 D5 NH, gy 87 8.10 (s, 1H), 7.60 (s, 1H), 6.72 (br | 396.2
NS s, 2H), 4.68 (m, 1H), 4,10 (br m, 398.2
L 2H), 2.91 (br m, 2H), 1.70-1.99 (m,
N
N {\) 4H), 1.43 (s, 9H).
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NI Y 2.14 (s, 3H), 1.89-2.01 (m, 4H),
KN/ éj 1.65-1.82 (m, 2H).
N
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EI0 | B4 NH, | 90 8.12(; (s, LH), 7.40 (s, 1H), 6.62 (br | 278.0 10
NS s, 2H).
L
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Ell B5 NH, | 58 8.23 (s, 1H), 7.69 (s, 1H), 6.86 (br | 360.8
s, 2H), 1.60 (s, 9H).
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EI3 B6 NH, 23 8.32 (s, IH), 8.17 (s, 1H), 7.95 (s, | 340.8
NHy | N 1H), 7.81 (s, 1H), 6.74 (br 5, 2H),
q 20
\ | 3.89 (s, 3H).
N~
NH, N
PN
N
El4 | B7 NH 10 1141 (brs, 1H), 8.00 (s, 1H), 7.04 | 326.8
NH, | N (dd, J=3.2, 2.4 Hz, 1H), 6.84 (brm,
H { p | 3H), 7.04 (dd, 1=3.6, 2.0 Hz, 1H).
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oooo
EF.
FEhaf | SM A% ILEE | 'H NMR (400 X 13 500MHz, DMSO-dg): 5
e (%)
F3 HoN F @\/ 41 7.59-7.72 (m, 1H), 7.48 (i, 1H), 7.38-7.44
$ F {(m, 2H), 7.20-7.26 (m, 2H), 7.15 (m, 1H),
F F,?/ 4.03 (s, 2H), 3.77 (s, 3H).
O (|3 (o) ?
F4 HoN F 45 | 7.46-7.52 (m, 3H), 7.29-7.44 (m, 4H), 4.39
$ F (s, 2H), 3.85 (s, 3H).
cl
Cl
070
I 9] ?
F5 H,N F 24 [ 7.39 (m, 3H), 7.24-7.34 (m, 4H), 4.32 (s,
? S/EL:(F 2H), 3.81 (s, 3H), 2.32 (s, 3H).
o) ? ™o
F6 HzN Cl @\/ 50 7.72 (m, 1H), 7.63 (m, 1H), 7.36 (d, J=7.2
s cl Hz, 2H), 7.33 (t, J=6.8 Hz, 2H), 7.26 (m,
£ :?/ 1H), 4.37 (s, 2H), 3.85 (s, 3H).
5:
-~
o~ © 0”07
F7 Br. Cl @\/ 74 | 7.55(d, ]=2.8 Hz, 1H), 7.47 (d, ]=2.4 Hz,
s cl 1H), 7.41 (m, 2H), 7.33 (t, J=7.1 Hz, 2H),
~o - 7.24 (m, 1H), 4.14 (s, 2H), 3.90 (s, 3H),
0P~ o 3.70 (s, 3H).
07 0"
F8 HoN Cl 42 | 7.54 (m, 1H), 7.50 (m, 1H), 7.39 (m, 2H),
s cl 7.32 (t, J=8.0 Hz, 2H), 7.26 (m, 1H), 4.32
;EE( (s, 2H), 3.82 (s, 3H), 2.35 (s, 3H).
0" o” P o
F9 H,N 71 | 7.43 (m, 3H), 7.35 (m, 3H), 7.21 (m, 1H),
3 4.32 (s, 2H), 3.83 (s, 3H), 2.30 (s, 3H).
Cl ?/
Cl
-~
oiNe'
0~ o~
F10 HoN Cl @\, 60 | 7.53(d, J=2.4 Hz, 1H), 7.51 (d, J=2.4 Hz,
$ cl 1H), 7.26-7.45 (m, 5H), 4.41 (s, 2H), 3.89
(s, 3H).
Br Brj?/
(8] O/ o* o
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o000
#G.
FEhf) | SM | ARk IZE | 1H NMR (400 X1 500MHz, DMSO-d6):5
EE (%)
G2 F3 61 7.37 (m, 2H), 7.31 (m, 2H), 7.23 (m, 1H}, 7.12 (m,
s F 1H), 7.03 (m, 1H), 5.41 (t, J=6.0 Hz, 1H), 4.50 (d,
]? J=5.6 Hz, 2H), 4.29 (s, 2H)
F
OH
G3 F4 69 7.44 (m, 2H), 7.34-7.39 (m, 2H), 7.27 (m, 1H),
3 F 7.20 (m, 1H), 7.09 (m, 1H), 5.57 (t, I=5.6 Hz, 1H),
4.50 (d, J=5.6 Hz, 2H), 4.34 (s, 2H)
%]
OH
G4 F5 69 7.40 (m, 2H), 7.32 (t, J=7.2 Hz, 2H), 7.27 (m, 1H),
s F 7.20 (m, 1H), 7.00 (m, 1H), 5.06 (s, 2H), 4.27 (s,
I?/ 2H), 2.15 (s, 3H), 2.07 (s, 3H).
OH
G5 F6 76 7.36 (m, 2H), 7.33 (n, 2H), 7.23-7.29 (m, 3H),
s ci 5.15 (t, }=6.0 Hz, 1H), 4.50 (d, J=5.6 Hz, 2H),
430 (s, 2H).
F
GH
G6 F7 98 7.36 (m, 2H), 7.32 (m, 2H), 7.26 (m, 3H), 5.28 (1,
s cl J=5.2 Hz, 1H), 4.46 (d, =52 Hz, 2H), 4.23 (s,
j? 2H), 2.12 (s, 3H).
~
@]
OH
G7 F§ 87 7.36 (m, 2H), 7.32 (m, 2H), 7.26 (m, 3H), 5.28 (,
s o 1=5.2 Hz, 1H), 4.46 (d, ]=5.2 Hz, 2H), 4.23 (s,
/\@ 2H), 2.12 (s, 3H)
OH
G8 F9 97 7.40 (d, J=7.2 Hz, 2H), 7.32 (1, J=7.2 Hz, 2H),
s 7.25 {m, 1H), 7.16 (s, 2H), 5.36 (t, J=5.6 Hz, 1H),
4.49 (d, I=5.6 Hz, 2H), 4.26 (s, 3H), 2.28 (s, 3H).
Ci
OH
G9 F2 Wy | F—Finl
S
.
OH
G10 F10 50 7.34-7.38 (m, 5H), 7.21 (br s, IH), 7.14 (br s, 1H),
s al 5.33 {t, J=6.0 Hz, 1H), 4.4 (d, J=6.0 Hz, 2H),
4,29 (s, 2H).
Br
OH
ooooogo
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D0O00oO0o
I,
PIEE | SM | ER I9% | 1H NMR (400 X1 500MHz, DMSO-d6):3
(%)
H2 G2 46 7.39 (m, 2H), 7.31 (m, 3H), 7.26 (m, 1H), 7.12
S . (m, 1H), 5.06 (s, 2H), 4.32 (s, 2H), 2.06 (s,
3H).
F
OAc
H3 G3 55 742 (m, 2H), 7.27-7.35 (m, 4H), 7.13 (m, 1H),
s ; 5.10 (s, 2H), 4.36 (s, 2H), 2.10 (s, 3H).
CI: :E
OAc
H4 G4 63 7.33-7.39 (m, 2H), 7.25-7.32 (m, 2H), 7.17-
g 5 7.22 (m, 1H), 7.15 (m, IH), 7.00 (m, 1H), 5.06
/?( (s, 2H), 4.27 (s, 2H), 2.15 (s, 3H), 2.07 (s, 3H).
DAc
H5 G5 70 7.48 (dd, J=2.4 & 5.6 Hz, 1H), 7.38-7.29 (m,
s - 5H), 7.27 (m, 1H), 5.05 (s, 2H), 4.33 (s, 2H),
2.06 (s, 3H).
F
OAc
HG G6 99 7.40 (d, J=7.2 Hz, 2H), 7.36 (d, J=2.4 Hz, 1H),
s o 7.32 (t, J=7.2 Hz, 2H), 7.25 (m, 1H), 7.21 (d,
J=2.4 Hz, 1H), 5.03 (s, 2H), 4.29 (s, 2H), 3.71
“5 (s, 3H), 2.00 (s, 3H).
QAcC
H7 G7 94 738 (m, 3H), 7.31 (t, 1=6.8 Hz, 2H), 7.27 (m,
s ol 1H), 7.21 (m, 1H), 5.06 (d, J=4.4 Hz, 2H), 4.27
I?’ (s, 2H), 2,17 (s, 3H), 2.06 (s, 3H).
OAc
HS G8 98 7.42 (d, 1=7.2 Hz, 2H), 7.35 (1, J=7.2 Hz, 2H),
s 7.27 (m, 2H), 7.22 (m, 1H), 5.08 (s, 2H), 4.29
(s, 2H), 2.28 (s, 3H), 2.05 (s, 3H).
Cl
OAC
HY G 04 F—HizL
s
cu: /\E
OAc
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HI0O |Gl Q, 75 7.30-7.46 (m, 7H), 5.10 (s, 2H), 4.38 (s, 2H),
s ¢ 1.49 (m, 2H), 1.08 (s, 6H), 0.77 (¢, J=5.2 Hz,
CIJ?/O 3H).
o
H11 90 7.33-7.41 (m, 5H), 7.16-7.30 (m, 2H), 5.08 (s,

G10
8

OAc

2H), 4.38 (s, 2H), 2.10 (s, 3H).
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oooooao
%I,
JEfts) | SM LRk IZE | 'H NMR (400 i S00MHz, DMSO-dé): &
&5 (%)
12 iSea 53 7.99 (d, ]=2.7 Hz, 1H), 7.74 (d, J=2.7 Hz, 1H), 3.87
J?’ Cl/“sf’ cl (s, 4H).
C]: £
0”07
I3 H2 ¥ 59 7.35 (m, 1H), 7.27 (m, 1H), 5.08 (s, 2H), 2.08 (s,
.S F 3H).
cl
F?/
OAc
14 H3 ¥ 57 7.61 (dd, J=8.4, 3.2 Hz, 1H), 7.32 (dd, ]=8.8, 3.2
01’8/ F Hz, 1H), 5.13 (s, 2H), 2.12 (s, 3H).
CI: {
QAc
15 H4 e 72 7.49 (dd, J=9.2, 2.8 Hz, 1H), 7.14 (dd, ]=9.2, 2.8
C,S/@/F Hz, 1H), 5.07 (s, 2H), 2.44 (s, 3H), 2.08 (s, 3H).
OAc
16 HS Q.0 84 7.60 (dd, J=5.6, 2.8 He, 1H), 7.50 (dd, J=5.6, 2.8
8 cl Hz, 1H), 5.08 (s, 2H), 2.07 (s, 3H).
Cl I \j
F
OAc
17 H6 0.0 47 F=Flal
o a
I
v E
OAc
18 H7 0,0 41 7.74(d, )=2.0 Hz, 1H), 7.35 (d, J=2.0 Hz, 1H), 5.07
CI/S/\@/CI (s, 2H), 2.46 (s, 3H), 2.07 (s, 3H).
QAc
19 HS )0 37 7.70 (d, J=1.2 Hz, 1H), 7.23 (s, 1H ), 5.10 (s, 2H),
P 2.28 (s, 3H), 2.08 (s, 3H).
cl I \j
Cl
QAc
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oooooo
110 HY o\/p 92 7.88(d, )=7.2 Hz, 1H), 7.29 (m, 1H ), 7.43 (d, I=7.2
8 Hz, 1H), 5.15 (s, 2H), 2.09 (s, 3H).
C
Cl
OAC
111 H10 0\\5,,0 o 80 7.85(d, J=2.8 Hz, 1H), 7.48 (d, ]=2.8 Hz, 1H), 5.11
olig (s, 2H), 1.46 (m, 2H), 1.05 (s, 6H), 0.83 (t, J=5.2
cl o} Hz, 3H).
OO
112 HI11l eNe 32 7.88 (d, J=2.8 Hz, 1H), 7.47 (d, ]=2.8 Hz, 1H), 5.12
o Cl (s, 2H), 2.14 (s, 3H).
Br
OAc
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OoooDooao
#1J.
SEREM |SM | Rk I8 |'H NMR (400 313 500 MS
BE (%) MHz, DMSO-dg):8 (m/z:M+H")
13 Alll o o 77 10.64 (brs, 1H), 7.85 (m,  |516.0 (371
Oy P cl 2H), 741 (m, 1H), 735 (m, |5 ¢ )
I LA 1H), 7.12 (t, J=7.6 Hz, 1H),
cl 5.13 (s, 2H), 2.12 (s, 3H),
oA 1.26 (s, 12H).
J4 A3ll £ sy |F—yil 452 (R HF
47
o, 0 .
O“BQN:S’ c o
] H ﬁi
ﬁ'o F Cl
QAc
15 ASIl o 0 %% ]10.50 (brs, 1H), 7.87 (d, Tyl
0. pi-i4 ¢l 1=2.4 Hz, 1H), 7.85 (d, ]=2.8
B N Hz, 1H), 7.79 (d, J=2.4 He,
O oy 1H), 7.52 (d, )=2.8 Hz, 1H),
7.47 (dd, J=6.4, 2.8 Hz, 1H),
OAc 5.22 (s, 2H), 2.12 (s, 3H).

i6 Al 4 o P 86 10.61 {brs, 1H), 7.70 (m,
O.g W £ 1H), 7.55 (t, ]=7.2 Hz, 1H),
A%é H Ci:@ 7.43 (t,J=5.6 Hz, 1H), 7.35

F
(1,J=7.6 Hz, 1H), 7.13 (1,
OAc J=7.6 Hz, 1H), 5.21 (s, 2H),
2.13 (s, 3H), 1.22 (s, 12H)
17 AllS o P W | Tl F=F7aL
O. 5 F
Y
QAc

18 Al TT 0.0 98 10.15 (brs, 1H), 7.74 (m,  |512.2
O\B/Q\N/‘ . cl 1H), 7.64 (4, J=2.8 Hz, 1H),
A%d h g 741 (1, J=5.6 Hz, 1H), 7.33
t, J=7.6 Hz, 1H), 7.11 t,
OAc J=8.0 Hz, 1H), 5.14 (s, 2H),
3.84 (s, 3H), 2.10 (s, 3H),
1.27 (s, 12H)

19 All6 0, 0 60 7.88 (m, 1H), 7.66 (m, 1H), |F—%7: L
Ovg o c 7.45-7.51 (m, 1H), 7.38 (m,
I I H !: I 1H), 7.15 (m, 1H), 5.14 (s,
F 2H), 2.07 (s, 3H), 1.26 (s,
0AC 12H). NH D3R #%

2H), 2.53 (s, 3H), 2.09 (s,
oAc 3H), 1.26 (s, 12H).

110 Al18 0,2 LA 110.49 (brs, 1H), 7.71 (m,
0ug N,‘s et 2H), 7.33-7.42 (m, 2H), 7.13
A%é N KE/ (t, 1=7.6 Hz, 1H), 5.16 (s,
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oo0ooooad
J11 A2l F W |T—F7sL 4342 K11 >
/@ Es)"’o cl "
O..IJB m,
© Cl
QAc
J12 A4l E My | F—47L 4522 Fo
F 0 i3
&° ¢
O..? H, [
o Cl
QAc
113 AlD9 0, mwd |57 u 414.0 R0 >
O‘B N/S Bﬁfi
! H
(0] F cl
QAc
114 Al 0.0 MR | F—57al 424002
110 O..JB N/ Eﬁi-{-Na
o r H,
QAc
JI5 Al 0,0 50 10.15 (brs, 1H), 7.88 (d, 572.0 (% 7
ni O-g N “ J=2.4 Hz, 1H), 7.82 (d,J=2.0 |5 ; 7)
0 F Ty 0 Hz, 1H), 7.78 (m, 1H), 7.07-
0)5(\ 7.11 (br m, 1H), 6.73-6.76
(brm, 1H), 5.19 (s, 2H), 1.53
{m, 2H), 1.27 (s, 12H), 1.13
(s, 6H), 0.76 (t, J=4.4 Hz,
3H).
116 Al 112 o o 60 10.59 (brs, 1H), 8.82 (m, 561.9
Oug S< ol 21), 8.32 {t, J=7.6 Hz, 1H),
j’é I A 7.82-8.03 (m, 2H), 5.12 (s,
Br 2H), 2.13 (s, 3H), 1.27 (s,
OAc 12H).
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it |SM
5

£k

Jiik

W
%)

TH NMR (400 313
500MHz, DMSO-de): 8

MS
(m/z:M+H")

3 El
]2

13

10.73 (s, 1H), 8.13 (d,
J=1.1 Hz, 1H), 7.86 (d,
J=2.6 Hz, 1H), 7.78 (d,
J=2.6 Hz, 1H), 7.39 (s,
1H), 7.14-7.27 (i, 3H),
6.00 (s, 2H), 5.75 (¢,
J=6.3 Hz, 1H), 4.95 (m,
1H), 4.61 (d, J=5.7 Hz,
2H), 1.44 (d, J=6.7 Hz,
6H).

524.0

J1

M BT

10.75 (s, 1H), 8.15 (s,
1H), 7.87 (d, J=2.6 Hz,
1H), 7.79 (d, J=2.6 Hz,
1H), 7.30 (s, 1H), 7.21
(m, 3H), 6.06 (s, 2H),
5.76 (t, 1=6.3 Hz, 1H),
4.62 (d, I=5.6 Hz, 2H),
4.33 (¢, J=5.4 Hz, 2H),
3.69 {t, J=5.4 Hz, 2H),
3.24 (s, 3H).

540.0

5 E2 14

M BT

1H NMR (500 MHz,
DMS0)? 10.60 (s, 1H),
8.13 (s, 1H), 7.88 (dd,
J=7.8, 1.7 Hz, 1H), 7.74
- 7.62 (m, 1H), 7.49 -
7.39 (m, 1H), 7.24 (s,

1H), 7.13 - 7.09 (m, 1H),

7.05 - 6.92 (m, 2H), 5.99
(brs, 2H), 5.52 (s, 1H),
4.59 (d, J=5.5 Hz, 2H),
3.72 (s, 3H).

462.0

6 E2J11

M B X

11.26 (s, 1H), 8.36 (s,
1H), 8.05 (d, J=2.4 Hz,
1H), 7.81 (d, J=2.4 Hz,
1H), 7.48 (s, 1H), 7.20-
7.43 (brs, 2H), 6.98 (s
1H), 6.94 (br d, J=9.6,
1H), 6.88 (br d, J=10.9
Hz, 1H), 5.72 (brs, 1H),
4.58 (s, 2H), 3.79 (s,
IH).

496.2

7 E2Ji2

M BT*

10.77 (br s, 1H), 8.17 {s,
1H), 7.95 (d, J=2.4 Hz,
1H), 7.79 (d, }=2.4 Hz,
1H), 7.24 (s, 1H), 7.05
(m, 1H), 6.92 (br m, 1H)
5.90 (brs, 2H), 5.48 {1,
=5.5 Hz, 1H), 4.61 (d,
J=4.8 Hz, 2H), 3.75 (s,
3H). BiRIicHiTSH

514.1
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8

E4
A

M BT

10.64 (s, 1H), 8.08 (s,
1H), 7.78 (4, 1=2.7 Hz,
1H), 7.76 (m, 1H), 7.13
(d, J=2.8 Hz, 4H), 5.92
(s, 2H), 5.67 (t, J=5.7
Hz, 1H), 4.54 (d, J=5.7
Hz, 2H), 3.50 (m, 1H),
1.0 (m, 4H).

522.0

ES
13

21

10.80 (s, 1H), 8.15 (s,
1H), 7.96 (d, J=2.5 Hz,
1H), 7.87 (d, J=2.6 Hz,
1H), 7.67 (s, 1H), 7.30
(td, J=6.3, 3.5 Hz, 1H),
7.23 (m, 2H), 6.10 (s,
2H), 5.86 {p, J=7.2 He,
1H), 5.21 (s, 2H), 4.99
(m, 4H), 2.09 (s, 3H).

580.0

20

10.75 (s, 1H), 8.15 (s,
1H), 7.87 (d, J=2.7 Hz,
1H), 7.80 (d, J=2.5 Hz,
1H), 7.68 (s, 1H), 7.30
(m, 1H), 7.23 (m, 2H),
6.11 (s, 2H), 5.86 (it,
=17, 6.7 Hz, 1H), 5.75
(m, 1H), 4.99 (p, J=6.9
Hz, 4H), 4.62 {d, I=5.5
Hz, 2H).

538.0

11

NHx g

8

11

M KTk

22

10.86 (s, 1H), 7.86 (d,
J=2.6 Hz, 1H), 7.83 (d,
1=5.6 Hz, 1H), 7.78 (d,
1=2.6 Hz, 1H), 7.53 (s,
1H), 7.38 - 7.33 (m, 1H),
7.29 (d, J=5.7 Hz, 1H),
7.27-7.24 (m, 2H), 5.72
(t, 1=5.8 Hz, 1H), 5.24
(s, 2H), 4.60 (d, 1=4.8
Hz, 2H).

499.0

12

N2 g

O
I/O

J1

Cl

OH

M E T8

32

10.84 (s, 1H), 7.96 (s,
1H), 7.91 - 7.83 (i, 2H),
7.78 (d, J=2.6 Hz, 1H),
7.36-7.21 (m, 3H), 6.96
(d, J=5.9 Hz, 1H), 5.72
(t, J=5.7 Hz, 1H), 5.45
(s, 2H), 4.61 (d, J=5.4
Hz, 2H).

483.0

13

E6
H

METX

10.62 (s, 15), 8.07 (s,
1H), 7.78 (d, }=2.6 Hz,
1H), 7.72 (d, J=2.6 Hz,
1H), 7.13 (m, 4H), 5.85
(s, 2H), 5.66 (t, J=5.7
Hz, 11), 4.54 (d, J=5.6
Hz, 2H), 1.65 (s, 9H).

538.0
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14

E2

M EU

10

11.03 (brs, 1H), 8.16 (s,
1H), 7.91 (d, J=2.4 Hz,
1H), 7.79 (d, J=2.4 Hz,
1H), 7.33 (s, 1H), 6.98-
7.07 (m, 2H), 6.21 (brs,
2H), 5.72 (t, J=5.6 Hz,
1H), 4.60 (d, J=5.6 Hz,
2H), 3.73 (s, 3H).

514.2

15

E8
J3

M &k

23

8.62 (s, 2H), 8.06 (s,
1H), 7.78 (d, J=2.7 Hz,
1H), 7.50 (d, J=2.7 Hz,
1H), 6.99 (i, 2H), 6.85
(t, J=7.8 Hez, 1H), 6.57 (1,
J=7.0 Hz, 1H), 5.94 (s,
2H), 5.53 (s, 1H), 4.80
(tt, J=11.9, 4.2 Hz, 1H),
4.50 (s, 2H), 3.36 (m,
2H), 3.05 (1d, J=12.9, 3.1
Hz, 2H), 2.11 (1, J=12.8,
6.6 Hz, 2H), 2.03 (dd,
J=13.5, 3.6 Hz, 2H).

565.0

16

E7
13

MR

8.10 (s, 1H), 8.08 (s,
1H), 7.80 (d, J=2.7 Hz,
1H), 7.53 (d, J=2.7 Hz,
1H), 7.49 (s, 1H), 7.03
{td, J=8.1, 1.7 Hz, 1H),
6.88 (t, J=7.8 Hz, 1H),
6.66 (s, [H), 5.54 (p,
}=7.9 Hz, 1H), 4.46-4.53
{m, 5H), 4.32 (m, 2H).
3H R

537.0

E9
13

M B

8.14 (s, 1H), 7.87 (d,
J=2.6 Hz, 1H), 7.71 (d,
J=2.6 Hz, 1H), 7.34 (s,
1H), 7.15 (1d, }=7.8, 1.8
Hz, 1H), 7.08 (t,]=7.8
Hz, 1H), 7.00 (¢, =72
Hz, [H), 6.01 (s, 2H),
5.69 (s, 1H), 4.64 (m,
1H), 4.61 (s, 2H), 3.11
(m, 2H), 2.43 (s, 3H),
2.43-2.50 (m, 3H), 2.15
(m, 2H), 1.94-2.04 (m,
2H).

580.0

18

Ei1213

\ Wt cl
K

OH

M RO

10.5 (brs, 1H), 7.86 (d,
J=2.5 Hz, 1H), 7.67 (n,
2H), 7.33 (s, 1H), 7.16 (t,
J=7.5 Hz, 1H), 7.04 (t,
1=7.7 Hz, 1H), 6.99 (4,
J=6.4 Hz, 1H}, 6.91 (br
m, 1H), 5.81 (brs, 2H),
5.65 (t, J=5.9 Hz, 1H),
4.58 (d, J=5.2 Hz, 2H),
3.79 (s, 3H)

4953
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19

E2
16

OH

M E TR
N

35

10.7 (br s, 1H), 8.15 (s,
1H), 7.68 (dd, J=8.0, 3.2
Hz, 1H), 7.60 (dd, 1=8.8,
2.8 Hz, 1H), 7.28 (s,
1H), 7.18-7.20 (m, 3H),
6.00 (brs, 2H), 5.73 (t,
J=5.6 Hz, 1H), 4.61 (d,
J=5.6 Hz, 2H), 3.73 (s,
3H).

480.3

20

E2
15

(r‘\:l Y iz 34 Ci

OH

M ETR

10.5 (brs, 1H), 8.14 (s,
1H), 7.79 (br m, 2H),
7.35 (t, 1=8.4 Hz, 1H),
7.28 (m, 1H), 7.25 (s,
1H), 7.22 (dd, 1=8.0, 1.6
Hz, 1H), 5.84 (br s, 2H),
5.72 (t, J=5.6 Hz, 1H),
4.61 (d, I=5.6 Hz, 2H),
3.73 (s, 3H).

512.3

21

N )

NS
| N
U Ay

I3

M KB

25

10.74 (m, 1H), 8.25 (s,
1H), 7.87 (d, }=2.6 Hz,
1H), 7.73 (s, 1H), 7.29
(m, 1H), 7.19 (s, 2H),
5.68 (t, J=5.8 Hz, 1H),
4,60 (d, J=5.7 Hz, 2H),
3.94 (s, 3H). 2H VR %

497.0

22

E2
J9

M BTk

25

10.72 (brs, 1H), 8.14 (s,
1H), 7.75 (brm, 1H),
7.61-7.67 (m, 1H}, 7.26
(s, [H), 7.18-7.25 (brm,
3H), 5.98 (brs, 2H}, 5.93
{t, J=5.6 Hz, 1H), 4.57
{d, J=5.6 Hz, 2H), 3.73
(s, 3H).

480.0

23

E2
J7

OH

M ETX

10.51 {(brs, 1H), 8.14 (s,
1H), 7.44-7.52 (brm,
2H), 7.25 (s, 1H), 7.16
(br m, 3H), 5.97 (brs,
2H), 5.48 {t, J=5.2 Hz,
1H), 4.55 {(d, J=5.2 Hz,
2H), 3.72 (5, 3H), 2.45
(s, 3H).

460.0

24

E2
18

* cl

OH

M B R

54

10.24 (s, 1H), 8.14 (s,
1H), 7.69 (brs, 1H),
7.63 (d, J=2.4 Hz, 1H),
7.26 (s, 1H), 7.10-7.24
(m, 3H), 5.99 (brs, 2H),
5.51 (t, }=5.6 Hz, 1H),
4.57 (d, 1=5.6 Hz, 21},
3.79 (s, 3H), 3.73 Gs,
3H).

492.1
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25

E2J13

M Etr

78

10.40 (s, 1H), 8.14 (s,
1H), 7.71 {br s, 1H), 7.60
(brs, 1H}, 7.26 (s, 1H),
7.18 (br m, 3H), 5.96 {br
s, 2H), 5.54 (t, J=5.6 Hz,
1H}, 4.58 (d, J=5.6 Hz,
2H), 3.72 (s, 3H), 2.34
(s, 3H)

476.2

26

E2J10

M R Uf

36

10.52 (br s, 1H), 8.14 (s,
1H), 7.72 (d, J=2.4 Hz,
1H), 7.68 (brd, J=2.0
Hz, 1H), 7.25 (s, 1H),
7.19 (br m, 3H), 5.97 (br
s, 2H}, 5.48 (t, 1=4.8 Hz,
IH), 4.56 (d, J=5.2 Hz,
2H), 3.72 (s, 3H). 3H &

476.3

27

E10J3

Cl

OH

M B

10.68 (s, 1H), 8.15 (s,
1H), 7.86 (d, J=2.6 Hz,
1H), 7.75 (d, J=2.8 Hz,
1H), 7.27 (s, 1H), 7.12-
7.21 (m, 3H), 5.99 (s,
2H), 5.71 (t, J=5.8 Hz,
1H), 4.61 (d, J=5.5 Hz,
2H).

499.0

28

AlEl]
and
then 11

M&K

HI

F—5ll

623.9

29

POCI;
NaOMe

45

10.72 (brs, 1H), 8.15 (s,
1H), 7.88 (d, J=2.8 Hz,
1H), 7.75 (d, J=2.4 Hz,
1H), 7.27 (s, 1H), 7.20
(m, 3H), 6.00 (br s, 2H),
4.55 (s, 2H), 3.73 (s,
3H), 3.38 (s, 3H).

510.0

30

E2
J15

26

10.74 (brs, 1H), 8.14 (s,
1H), 7.93 (d, J=2.4 Hz,
1H), 7.82 (s, 1H), 7.25
(s, 1H), 7.19 (m, 3H),
5.99 (brs, 2H), 5.19 (s,
2H), 3.72 (s, 3H), 1.45
(q, J=7.6 Hz, 2H), 1.06
(s, 6H), 0.70 (t, J1=7.6
Hz, 3H).

594.1
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31

El13
13

M KT |26

10.74 (s, 1H), 8.38 (s,
1H), 8.22 (s, 1H), 7.99
(s, 1H), 7.87(d, J=24
Hz, 1H), 7.77 (br s, 1H),
7.64 (s, 1H), 7.22 (br m,
3H), 6.12 (br s, 2H), 5.72
(t, J=3.2 Hz, 1H), 4.60
{d, J=5.6 Hz, 2H), 3.91
(s, 3H).

562.2

32

El4
J3

S Cl
H
Cl

MR (8

13.06 (brs, 1H), 10.74
{brs, 1H), 8.35 (br m,
1H), 8.22 (s, 1H), 8.09
(brm, 1H), 7.87 (d,
J=2.4 Hz, 1H), 7.76 (br s,
1H), 7.65 (s, IH), 7.22
{brm, 3H), 6.11 (brs,
2H), 5.71 (1, J=5.6 Hz,
1H), 4.60 (d, J=5.6 Hz,
2H).

548.1

33

E2
J16

z:- ‘2\;"
» TZ

C

P

5

M KT |12

10.65 (br s, 1H), 8.15 (s,
1H), 7.88 (d, J=2.4 Hz,
1H), 7.74 (d, J=2.4 Hz,
1H), 7.28 (s, 1H), 7.17-
7.22 (m, 3H), 6.01 (brs,
2H), 5.77 (t, J=5.6 Hz,
1H), 4.56 (d, 1=5.6 Hz,
2H), 3.73 (s, 3H).
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International application No

PCT/US2022/051717
A, CLASSIFICATION OF SUBJECT MATTER
INV. A61P35/00 c07D471/04 C07D487/00 C07D4381/04 €07D495/04
AS1K31/518 AE1K31/437

ADD,
According 1o International Patent Classification {IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification aystam followed by classification symbols)
A6lF CO7D A61K

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

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

EPO-Internal, WPI Data, CHEM ABE Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category” | Gitation of document, with indication, where apgropriate, of the relevant passages Relevant to daim No.

PHARMACEUTICALS LLC [US])
27 May 2022 (2022-05-27)
the whole document

X WO 2017/220477 Al (NERVIANO MEDICAL 1-133
SCIENCES SRL [IT])
28 December 2017 (2017-12-28)
claims 1-24
compounds 1,2, 6%, 74
paga 3, lines 8-%
X WO 2021/165346 Al (BLACK BELT TX LTD [GB]) 1-133
26 August 2021 (2021-08-26)
claims 1-30
rage 1, paragraph 2
X,P WO 2022/109001 Al (DECIPHERA 1-133

I:' Further documents are listed in the continuation of Box C.

m See patent family annex.

* Special categories of cited documents :

"A" document defining the general slate of the art which is not considered
to ba of particular relevance

"E" eardier application or patent but published on ar after the international
filing date

"L" document which may throw doubts on priority claimi{s} or which is
cited ta establish the publication date of another citation or other
special reasen (as specified}

"Q" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
tha priority date claimed

"T" later document published after the international filing date or griprity
date and not in conflict with the application but cited te understand
the principle or theory underlying the invention

"X" document of particular relevance;; the claimed imention ¢annot be
cansidered novel or cannat be considered to involve an invertive
step when the document is taken alone

"Y' document of particular relevance;; the claimed invention cannot be
considered to involve an inventive step when tha document is
combined with one or mere other such decuments, such combination
being obvious to a person skilled in the art

"&" document member of the same patent family

Data of the actual complation of the international search

22 March 2023

Date of mailing of the international search raport

31/03/2023

Name and mailing address of the ISA/
European Patent Office, P.B. 5818 Patantlaan 2
ML - 2280 HV Rijswijk
Tal. (+31-70) 340-2040,

2 Fax: {(+31-70) 340-3016

Authorized officer

Marzi, Elena
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International application No.

INTERNATIONAL SEARCH REPORT
PCT/US2022/051717

Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c¢ of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a |:| forming part of the international application as filed.

b. furmished subsequent 1o the intemational filing date for the purposes of intemational search {Rule 13fer1(a)).

accomparnied by a statement 10 the effect that the sequence listing does not go beyond the disclosure in the
intemational application as filed.

2. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, this report has been
established 1o the extent that a meaningful search could be camied out without a WIPQ Standard ST.26 compliant
sequence listing.

3. Additional comments:

Farm PCTASA/210 (continuation of first sheet (1)) {July 2022)
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IL 263739 A 31-01-2019%
JP 6867417 B2 28-04-2021
JP 2019521996 A 08-08-2019
KR 20190020104 A 27-02-2018%
RU 2019101002 A 21-07-2020
us 2019201406 Al 04-07-2019
us 2020121686 Al 23-04-2020
us 2021128563 Al 06-05-2021
WO 2017220477 Al 28-12-2017
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BR 112022016072 A2 04-10-2022
CA 3170652 Al 26-08-2021
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EP 4107146 Al 28-12-2022
IL 295487 A 01-10-2022
RR 20220143717 A 25-10-2022
WO 2021165346 Al 26-08-2021
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us 2022274934 Al 01-09-2022
WO 2022108001 Al 27-05-2022
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