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(ddd, J = 1.1, 6.9, 8.4 Hz, 1H), 7.57 - 7.49 (m, 1H), 7.47 - 7.35 (m, 3H), 6.43
(s, 1H), 5.14 - 5.03 (m, 1H), 3.75 - 3.63 (m, 2H), 3.19 (t, J = 6.9 Hz, 2H)

0 C/MS ESI (+): 328 (M+1)
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14 NMR (300 MHz, CD30D) & = 8.04 - 7.95 (m, 1H), 7.76 - 7.59 (m, 2H), 7.48
- 7.39 (m, 3H), 7.33 - 7.24 (m, 2H), 6.48 (s, 1H), 3.63 (t, J = 7.2 Hz, 2H), 3.0
4 (t,J = 7.2 Hz, 2H), 2.81 (s, 3H)

0 LC/MS ESI (+): 392 (M+1)
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1H NMR (300 MHz, CD30D) & = 8.04 - 7.95 (m, 1H), 7.86 - 7.79 (m, 2H), 7.76
- 7.61 (m, 2H), 7.49 - 7.40 (m, 3H), 6.52 (s, 1H), 3.66 (t, J = 7.2 Hz, 2H), 3.1
2 (t,J =7.1 Hz, 2H)

0 LC/MS ESI (+): 362 (M+1)
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1H NMR (300 MHz, CDCl3) & = 7.98 (dd, J = 1.0, 8.2 Hz, 1H), 7.86 - 7.79 (m,
2H), 7.74 - 7.68 (m, 1H), 7.63 - 7.55 (m, 1H), 7.42 - 7.19 (m, 8H), 6.88 - 6.8
3 (m, 1H), 4.62 (s, 2H), 3.79 - 3.64 (m, 4H), 3.05 - 2.89 (m, 4H)
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OLC/MS ESI (+): 466 (M+1)
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1H NMR (300 MHz, CDCl3) & = 8.26 - 8.17 (m, 2H), 7.97 - 7.89 (m, 1H), 7.61
(ddd, J = 1.5, 6.9, 8.4 Hz, 1H), 7.54 (d, J = 7.6 Hz, 1H), 7.47 - 7.32 (m, 3H),
6.41 (s, 1H), 4.89 (br s, 1H), 3.73 - 3.63 (m, 2H), 3.18 (t, J = 7.1 Hz, 2H), 2.
64 (s, 3H)

0 LC/MS ESI (+): 308 (M+1)
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1H NMR (300 MHz, CDCl3) 8 = 7.93 - 7.83 (m, 1H), 7.62 (ddd, J = 1.5, 6.9, 8
.4 Hz, 1H), 7.54 - 7.46 (m, 1H), 7.44 - 7.34 (m, 1H), 7.09 - 7.00 (m, 2H), 6.72
- 6.66 (m, 2H), 6.50 - 6.41 (m, 1H), 5.12 (br s, 1H), 3.66 (br s, 2H), 3.57 - 3.
47 (m, 2H), 3.00 - 2.91 (m, 2H)

0 LC/MS ESI (+): 298 (M+1)
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1H NMR (300 MHz, CD30D) 8 = 8.05 - 7.98 (m, 1H), 7.75 - 7.61 (m, 2H), 7.48
- 7.40 (m, 1H), 7.29 - 7.22 (m, 2H), 7.21 - 7.14 (m, 2H), 6.45 (s, 1H), 3.65 -
3.59 (m, 2H), 3.05 - 2.97 (m, 2H), 2.90 (s, 3H)

0LC/MS ESI (+): 376 (M+1)
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1H NMR (300 MHz, CDCl3) & = 8.22 (d, J = 8.7 Hz, 2H), 7.53 (t, J = 4.3 Hz, 1
H), 7.43 - 7.35 (m, 4H), 6.48 (s, 1H), 5.02 (br s, 1H), 3.68 - 3.64 (m, 2H), 3.
22 - 3.15 (m, 4H), 1.34 (t, J = 7.4 Hz, 3H)

0 LC/MS ESI (+): 356 (M+1)
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1H NMR (300 MHz, CDCl3) & = 8.22 (d, J = 8.7 Hz, 2H), 7.85 (d, J = 8.4 Hz, 1
H), 7.43 - 7.30 (m, 3H), 6.76 (s, 1H), 6.47 (s, 1H), 4.88 - 4.84 (m, 1H), 3.88 (
s, 3H), 3.71 - 3.64 (m, 2H), 3.19 (t, J = 7.4 Hz, 2H)

0 LC/MS ESI (+): 358 (M+1)
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14 NMR (300 MHz, CDCl3) 8 = 8.21 (d, J = 8.7 Hz, 2H), 7.43 - 7.32 (m, 3H),
7.08 - 7.02 (m, 2H), 6.52 (s, 1H), 5.04 (br s, 1H), 4.03 (s, 3H), 3.70 - 3.63 (
m, 2H), 3.18 (t, J = 6.8 Hz, 2H)

0 LC/MS ESI (+): 358 (M+1)
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1H NMR (300 MHz, DMSO-dg) &

s, 1H), 7.32 - 7.26 (m, 3H), 7.14 (d, J = 8.4 Hz, 2H), 6.42 (s, 1H), 3.87 (s, 3H
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= 9.61 (s, 1H), 7.63 - 7.56 (m, 2H), 7.43 (br

), 3.54 - 3.47 (m, 2H), 2.96 - 2.90 (m, 5H)

0 LC/MS ESI (+): 406 (M+1)
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1H NMR (300 MHz, DMSO-dg) &

z, 2H), 7.80 (br s, 1H), 7.61 - 7.57 (m, 3H), 7.51 - 7.47 (m, 1H), 6.58 (s, 1H),

3.66 - 3.60 (m, 2H), 3.12 (t, J =
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H), 7.62 (d, J = 8.8 Hz, 2H), 7.42 - 7.39 (m, 1H), 6.96 (br s, 1H), 6.68 (s, 1H),

3.70 - 3.63 (m, 2H), 3.14 (t, J =
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8.33 (d, J = 9.3 Hz, 1H), 8.17 (d, J = 8.7 H

6.9 Hz, 2H)
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=8.18 (d, J = 8.7 Hz, 2H), 7.74 - 7.66 (m, 2
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gboooboobobooobooboobooobooao

10

20

30

40

50



ogood

Ooo0oooooogodg

1H NMR (300 MHz, CDCl3)

Ooooooooogodg

OO0 oooooogdg

Oooooooood

(23) JP 7558066 B2 2024.9.30

ooooooooooOooboocooooooooobooboooboboooooooao
gbooooobooboobooobooboobobooboobooboobooboo
gpbuobodobopb0ooboouobboobboobooobbouoboobogobad
gobooooooboooobobooboobobooboobooboobooboo
ocooO0oOooooO0oOoobopbOOpOO0OO0O0ODODOOO0OODOODOObrined OO
UpbOOpO0OooooobobObODOOOOCOOO0OO0oO0oOoooooboboDbDbODoObn
gboooooboooboobooobobooooooboboooboooboooobooobooooboaoao
oooooooooOooocoooooooooboobooobooooooooao

g

1)

oo oooooogodg

000000000000 00O00O000O00O00oO0oon
=8.27 - 8.17 (m, 2H), 7.96 - 7.86 (m, 1H), 7.49

-7.36 (m, 3H), 7.17 (dd, J = 2.7, 9.5 Hz, 1H), 6.49 (s, 1H), 4.91 (t, J = 4.8 Hz
, 1H), 3.73 - 3.63 (m, 2H), 3.19 (t, J = 7.1 Hz, 2H)

0 LC/MS ESI (+): 346 (M+1)
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1H NMR (300 MHz, CDCl3) & = 8.26 - 8.15 (m, 2H), 7.56 - 7.48 (m, 1H), 7.45
- 7.28 (m, 4H), 6.48 (s, 1H), 5.05 (t, J = 5.3 Hz, 1H), 3.72 - 3.60 (m, 2H), 3.1
8 (t, J = 6.9 Hz, 2H), 2.72 (s, 3H)

0 LC/MS ESI (+): 342 (M+1)
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14 NMR (300 MHz, DMSO-dg) & = 8.89 (d, J = 1.5 Hz, 1H), 8.21 - 8.06 (m, 4
H), 7.75 (d, J = 8.8 Hz, 1H), 7.64 - 7.56 (m, 2H), 6.60 (s, 1H), 4.38 (q, J = 7.0

Hz, 2H), 3.64 (q, J = 6.6 Hz, 2H), 3.13 (t, J = 7.2 Hz, 2H), 1.36 (t, J = 7.2 Hz, 3H)

0 LC/MS ESI (+): 400 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.45 - 8.37 (m, 1H), 8.22 - 8.12 (m, 3H), 7
.77 (dd, J = 0.8, 8.4 Hz, 1H), 7.65 - 7.56 (m, 3H), 7.41 (ddd, J = 1.1, 7.0, 8.3
Hz, 1H), 7.25 (t, J = 5.5 Hz, 1H), 6.55 (d, J = 5.3 Hz, 1H), 3.58 (q, J = 6.9 Hz,
2H), 3.13 (t, J = 7.2 Hz, 2H)

0 LC/MS ESI (+): 294 (M+1)
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14 NMR (300 MHz, CDCl3) 8 = 8.20 (d, J = 8.8 Hz, 2H), 7.84 - 7.71 (m, 2H),
7.60 - 7.54 (m, 1H), 7.51 - 7.40 (m, 3H), 6.05 - 5.93 (m, 1H), 4.00 (q, J = 6.9
Hz, 2H), 3.19 (t, J
0 LC/MS ESI (+): 329 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.19 - 8.11 (m, 3H), 7.98 (d, J = 8.7 Hz, 2
H), 7.81 - 7.72 (m, 3H), 7.61 - 7.56 (m, 3H), 7.37 (d, J = 8.7 Hz, 2H), 7.30 (s,
1H), 3.73 - 3.66 (m, 2H), 3.12 - 3.04 (m, 4H), 2.79 (t, J = 6.7 Hz, 2H),.

O LC/MS ESI (+):
oooooo
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1H NMR (300 MHz, DMSO-dg) & = 8.20 - 8.14 (m, 1H), 7.93 - 7.86 (m, 2H), 7
.73 - 7.58 (m, 5H), 7.42 (d, J = 0.8 Hz, 1H), 6.52 (s, 1H), 3.71 - 3.56 (m, 2H),
3.17 - 3.08 (m, 2H)

0 LC/MS ESI (+):
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14 NMR (300 MHz, DMSO-dg) & = 9.82 - 9.70 (m, 1H), 8.54 (d, J = 5.7 Hz, 1
H), 8.32 (d, J = 11.1 Hz, 1H), 8.03 (dd, J = 5.7, 9.2 Hz, 2H), 7.82 - 7.69 (m, 1
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H), 7.45 - 7.35 (m, 2H), 7.26 (d, J = 8.4 Hz, 2H), 6.76 (d, J = 5.7 Hz, 1H), 3.7
4 -3.64 (m, 2H), 3.14 - 3.01 (m, 5H)

0 LC/MS ESI (+): 360 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.67 - 9.56 (m, 1H), 8.07 (dd, J = 2.5, 10.9
Hz, 1H), 7.76 (dd, J = 5.7, 9.2 Hz, 1H), 7.62 - 7.44 (m, 2H), 7.33 - 7.22 (m, 2
H), 7.14 (d,J=8.0Hz, 2H), 6.48 (s, 1H),3.51 (q,J=6.2 Hz, 2H), 2.99 - 2.88 (m, 5H)
0LC/MS ESI (+): 394 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.66 - 9.56 (m, 1H), 8.83 (t, J = 5.5 Hz, 1H
), 8.22 (d, J = 8.0 Hz, 1H), 7.85 - 7.75 (m, 1H), 7.64 - 7.58 (m, 1H), 7.53 (dt,
J=1.1, 7.6 Hz, 1H), 7.28 - 7.20 (m, 2H), 7.17 - 7.10 (m, 2H), 3.78 - 3.65 (m,
2H), 2.98 - 2.87 (m, 5H)

O0LC/MS ESI (+): 377 (M+1)

oooooo

0000000000000 0O00O000O00O00O0N0O0oOooNoo0oooooooan
000000000000 00O00D0000000000000000

10

30

40

50



(28) JP 7558066 B2 2024.9.30

00000
OCF;
H
s N~ N
O o
N Cl
H

000000000000 00O00O000O00O00D00N0O00OoONoo0ooooooon
Do000O00O0O00O00
000000000000 00O00D000000000000000000000000
000000000000 00O00O000O00O00O000O0O0O0ONOoO0ooonooooan
000000000000 0000D0000000000000000p0000000
000000000000 00O00O00000O00DOO00O0O0Oo0Noo0oooooooan
000000000000 00O00D0000p0O0p00000000000000000
000000000000 00O00O000O00O00DOO00O0O0OoONoo0oooooooan
000000000000 00O00D000000000000000000000000
O00o0O00O0O0o
0LC/MS ESI (+): 382 (M+1)
oooooo
000000000000 00O00D000000000000000000000000
0000000000000 0O00000O00O0O00O0oooo
000000000000 00O00D000000000000000000000000
000000000000 00O00O000O00O00D00N0O00OoONoo0ooooooon
0000000000 0pO00O00D000000000000000000000000
0000p00pg000000000000O0brined000000000p00g000
000000000000 00O00O000O00O00O0O00O0O0O0ONoO0ooonooooan
000000000000 0000D000000000000000000000000
000000000000 00O00O000O00O000O00O00OooNoo0oooooooan
000000000000 00O00D00000000000000000000000

1H NMR (300 MHz, DMSO-dg) & = 8.06 (d, J = 9.3 Hz, 1H), 7.64 (s, 1H), 7.27
- 7.18 (m, 6H), 6.81 (br s, 1H), 6.38 (s, 1H), 3.57 - 3.50 (m, 2H), 3.03 (t, J =
7.3 Hz, 2H), 2.93 (s, 3H)

0 LC/MS ESI (+): 460 (M+1)
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LC/MS ESI (+): 348 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.62 (s, 1H), 8.43 (d, J = 5.4 Hz, 1H), 8.35
(d, J = 9.3 Hz, 1H), 7.64 (s, 1H), 7.50 - 7.40 (m, 2H), 7.27 (d, J = 8.3 Hz, 2H),

7.13 (d, J = 8.3 Hz, 2H), 6.57 (d, J = 5.5 Hz, 1H), 3.66 - 3.46 (m, 2H), 2.95 -
2.90 (m, 5H)
0 LC/MS ESI (+): 426 (M+1)
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1H NMR (300 MHz, CDCl3) & = 7.80 (d, J = 8.4 Hz, 1H), 7.55 (t, J = 8.4 Hz, 1
H), 7.29 - 7.19 (m, 5H), 6.58 (br s, 1H), 6.42 (s, 1H), 6.33 (s, 1H), 3.57 - 3.5

0 (m, 2H), 3.07 - 3.00 (m, 5H)
OLC/MS ESI (+): 460 (M+1)
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14 NMR (300 MHz, DMSO-dg) 8 = 9.63 (s, 1H), 8.45 (d, J = 5.4 Hz, 1H), 7.80
(d, J = 7.3 Hz, 1H), 7.63 (t, J = 8.4 Hz, 1H), 7.37 - 7.27 (m, 3H), 7.16 (d, J =
8.4 Hz, 2H), 6.66 (d, J = 5.6 Hz, 1H), 6.60 (br s, 1H), 3.55 - 3.48 (m, 2H), 2.
97 - 2.93 (m, 5H)

0 LC/MS ESI (+): 426 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 11.70 (br s, 1H), 8.17 (d, J = 8.6 Hz, 2H),
7.64 - 7.49 (m, 5H), 7.35 (s, 1H), 6.48 (s, 1H), 3.80 - 3.77 (m, 4H), 3.65 - 3.
57 (m, 2H), 3.26 - 3.21 (m, 4H), 3.11 (t, J = 7.5 Hz, 2H)

O0LC/MS ESI (+): 413 (M+1)
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14 NMR (300 MHz, DMSO-dg) 8 = 8.23 - 8.12 (m, 2H), 7.68 - 7.48 (m, 4H), 7
.30 - 7.08 (m, 2H), 6.58 (s, 1H), 3.69 - 3.56 (m, 2H), 3.11 (t, J = 6.9 Hz, 2H)
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0 LC/MS ESI (+): 346 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.32 - 8.22 (m, 1H), 8.21 - 8.12 (m, 2H), 7
.71 (t, J = 5.5 Hz, 1H), 7.64 - 7.54 (m, 2H), 7.48 - 7.33 (m, 2H), 6.52 (s, 1H),
3.69 - 3.54 (m, 2H), 3.11 (t, J = 7.1 Hz, 2H)
0 LC/MS ESI (+): 346 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.21 - 8.13 (m, 2H), 8.03 - 7.95 (m, 1H), 7
.73 (t, J = 5.5 Hz, 1H), 7.65 - 7.56 (m, 2H), 7.56 - 7.37 (m, 2H), 6.64 - 6.56 (
m, 1H), 3.70 - 3.56 (m, 2H), 3.12 (t, J = 7.1 Hz, 2H)

0 LC/MS ESI (+): 346 (M+1)

oooooo

000000000000 00O00000O000000000000000000000
0O

Ooooooooogdg
Ooooooogogdg
OO0 ooooogogd
OoooooooOod
OooooooooQgdg



(32) JP 7558066 B2 2024.9.30

goooao

0000000000000 O00O00O0O0O0O00O00O0O0O0O00DO00O0OOoO0oooan

000000000000 O0OO00DO00OO0O0ODON0DONOONOODONDONOONOoOoOooooan

n0000000OpO0O00O00O00O0O0D0O00O00O0O0D0OO0D0O00O0O0O0O0O0O00O00

000000000000 ODO00DO00OO0ODO0O0DONOONOODONDONOoONOoOoooooan

000000000000 pO0O0p0000000O0000O0Obrined 0000000
O0p0O0p0000O00O0O0O0O00O0OC0OO0OOOOO0OCOOOOODOOOOOOODOOO

000000O0pO0O0gO0O0O0O00O0OC0OO0OO0O0OO0O0DOOO0OOODOOONOODOOoOn

000000000000 0O00O00O00O0O00O00O0O0O0O00O00O0O0O0O0oooan

000000000000 0000

H NMR (300 MHz, DMSO-dg) & = 8.35 (d, J = 1.5 Hz, 1H), 8.17 (d, J = 8.8 H
z, 2H), 7.77 - 7.64 (m, 3H), 7.60 (d, J = 8.8 Hz, 2H), 6.60 - 6.49 (m, 1H), 3.61
(g, J = 6.5 Hz, 2H), 3.12 (t, J = 7.1 Hz, 2H)

LC/MS ESI (+): 362 (M+1)
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1H NMR (300 MHz, DMSO-dg) &

.75 (d, J =

= 8.20 - 8.11 (m, 2H), 7.97 - 7.89 (m, 1H), 7
9.2 Hz, 1H), 7.57 (d, J = 8.8 Hz, 2H), 7.47 (t, J = 5.3 Hz, 1H), 7.43

- 7.34 (m, 3H), 7.19 - 7.09 (m, 1H), 7.04 - 6.97 (m, 2H), 6.51 (s, 1H), 3.63 -
3.52 (m, 2H), 3.14 - 3.04 (m, 2H)

0 LC/MS ESI (+): 420 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.70 - 8.58 (m, 1H), 8.21 - 8.11 (m, 2H), 8
.00 (s, 1H), 7.96 - 7.87 (m, 1H), 7.83 - 7.75 (m, 3H), 7.74 - 7.66 (m, 1H), 7.6

2 -7.50 (m, 4H), 6.63 (s, 1H), 3.62 (d, J
0 LC/MS ESI (+): 432 (M+1)
oooooo

5.7 Hz, 2H), 3.09 (t, J = 7.1 Hz, 2H)
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14 NMR (300 MHz, DMSO-dg) 8 = 9.96 - 9.69 (m, 1H), 8.23 - 8.09 (m, 2H), 7
57 (dd, J = 8.8, 11.4 Hz, 3H), 7.43 - 7.32 (m, 1H), 7.22 (dd, J = 2.7, 9.2 Hz,
2H), 6.37 (s, 1H), 3.64 - 3.50 (m, 2H), 3.11 (t, J = 7.1 Hz, 2H)

0 LC/MS ESI (+): 344 (M+1)
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1H NMR (300 MHz, DMSO-dg) 8 = 8.52 - 8.45 (m, 1H), 8.39 (t, J = 5.3 Hz, 1H
), 8.22 - 8.13 (m, 3H), 7.80 - 7.72 (m, 1H), 7.71 - 7.65 (m, 1H), 7.61 - 7.45 (
m, 3H), 3.82 (q, J = 6.7 Hz, 2H), 3.13 (t, J = 7.1 Hz, 2H)

0 LC/MS ESI (+): 295 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.17 (d, J = 8.8 Hz, 2H), 7.69 - 7.54 (m, 4
H), 7.47 - 7.31 (m, 2H), 6.51 - 6.45 (m, 1H), 4.87 (s, 2H), 4.17 (q, J = 7.0 Hz,
2H), 3.61 (q, J = 6.7 Hz, 2H), 3.11 (t, J = 7.1 Hz, 2H), 1.21 (t,J = 7.1 Hz, 3H)
0 LC/MS ESI (+): 430 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.74 - 9.47 (m, 1H), 8.51 - 8.44 (m, 1H), 8
.37 (t, J = 5.9 Hz, 1H), 8.20 (d, J = 7.6 Hz, 1H), 7.82 - 7.60 (m, 2H), 7.55 - 7.
44 (m, 1H), 7.29 - 7.18 (m, 2H), 7.16 - 7.08 (m, 2H), 3.79 - 3.66 (m, 2H), 2.9
8 - 2.88 (m, 5H)

0 LC/MS ESI (+): 343 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.18 (d, J = 8.4 Hz, 2H), 7.71 - 7.31 (m, 7
H), 6.52 - 6.41 (m, 1H), 4.52 (s, 2H), 3.66 - 3.54 (m, 2H), 3.20 - 3.05 (m, 3H)
0 LC/MS ESI (+): 401 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 13.13 (s, 1H), 8.90 (s, 1H), 8.19 - 8.09 (m,
4H), 7.73 (d, J = 8.8 Hz, 1H), 7.60 (d, J = 8.7 Hz, 2H), 6.58 (s, 1H), 3.66 - 3.
60 (m, 2H), 3.13 (t, J = 6.9 Hz, 2H)

0 LC/MS ESI (+): 372 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.75 (s, 1H), 8.17 (d, J = 8.7 Hz, 2H), 8.07
(d, J = 8.7 Hz, 1H), 7.98 (s, 1H), 7.83 (s, 1H), 7.71 (d, J = 8.7 Hz, 1H), 7.62 -
7.56 (m, 3H), 6.56 (s, 1H), 3.67 - 3.60 (m, 2H), 3.14 (t, J = 7.2 Hz, 2H)

0 LC/MS ESI (+): 371 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.27 (s, 1H), 8.16 (d, J = 8.7 Hz, 2H), 7.70
- 7.57 (m, 5H), 6.57 (s, 1H), 3.75 - 3.52 (m, 10H), 3.12 (t, J = 6.7 Hz, 2H)
LC/MS ESI (+): 441 (M+1)
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14 NMR (300 MHz, DMSO-dg) & = 13.39 - 13.07 (m, 1H), 8.18 (d, J = 8.8 Hz,
2H), 7.70 - 7.55 (m, 4H), 7.51 - 7.27 (m, 2H), 6.51 - 6.40 (m, 1H), 4.86 - 4.7
0 (m, 2H), 3.68 - 3.53 (m, 2H), 3.20 - 3.03 (m, 2H)

0 LC/MS ESI (+): 402 (M+1)
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9.77 (s, 1H), 8.70 (s, 1H), 8.17 (d, J = 8.7

Hz, 2H), 8.01 (d, J = 8.7 Hz, 1H), 7.94 (s, 1H), 7.70 (d, J = 8.7 Hz, 1H), 7.60

(d, J =

8.7 Hz, 2H), 6.56 (s, 1H), 4.57 (br s, 2H), 3.67 - 3.60 (m, 2H), 3.13 (t,
J=7.2 Hz, 2H)

0 LC/MS ESI (+): 386 (M+1)
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9.74 - 9.49 (m, 1H), 7.68 (d, J = 8.4 Hz, 1

H), 7.57 - 7.49 (m, 1H), 7.43 (ddd, J = 1.5, 7.8, 11.3 Hz, 1H), 7.28 - 7.17 (m,

3H), 7.17 - 7.09 (m, 2H), 7.05 (s, 1H), 3.59 (q, J = 6.6 Hz, 2H), 2.97 - 2.81 (m, 5H)

0 LC/MS ESI (+): 394 (M+1)
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47 - 7.41 (m, 1H), 7.39 - 7.23 (m, 4H), 7.18 - 7.

H), 3.59 (q, J = 6.7 Hz, 2H), 2.97 - 2.83 (m, 5H)
0 LC/MS ESI (+): 360 (M+1)
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9.62 (br s, 1H), 7.89 (d, J = 9.2 Hz, 1H), 7.

04 (m, 3H), 6.86 - 6.77 (m, 1
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1H NMR (300 MHz, DMSO-dg) & = 8.45 - 8.28 (m, 1H), 8.20 - 8.09 (m, 4H), 7

.55 (d, J = 8.0 Hz, 2H), 3.70 (br s, 2H), 3.07 (t,

J = 6.9 Hz, 2H)
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0 LC/MS ESI (+): 319 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 8.96 (br s, 1H), 8.34 - 8.26 (m, 1H), 8.19 -
8.10 (m, 2H), 7.93 - 7.80 (m, 2H), 7.68 (ddd, J = 1.3, 6.8, 8.3 Hz, 1H), 7.54 (

d, J = 8.4 Hz, 2H), 3.85 (t, J = 6.7 Hz, 2H), 3.14 (t, J = 6.9 Hz, 2H)
0 LC/MS ESI (+): 363 (M+1)
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H NMR (300 MHz, DMSO-dg) & = 8.28 (d, J = 8.4 Hz, 1H), 8.15 (d, J = 8.4 H

z, 2H), 7.89 (d, J = 8.4 Hz, 1H), 7.84 - 7.69 (m, 2H), 7.64 - 7.52 (m, 3H), 6.79
- 6.69 (m, 1H), 3.76 - 3.65 (m, 2H), 3.15 (t, J = 6.9 Hz, 2H)
0 LC/MS ESI (+): 362 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 13.30 - 12.60 (m, 1H), 8.32 (br s, 1H), 8.2
2 -8.03 (m, 3H), 7.53 (s, 2H), 3.71 (d, J = 6.5 Hz, 2H), 3.07 (t, J = 7.1 Hz, 2H)
0 LC/MS ESI (+): 303 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 11.74 (s, 1H), 8.20 - 8.11 (m, 3H), 7.70 -
7.58 (m, 4H), 7.42 - 7.31 (m, 1H), 6.55 (s, 1H), 5.83 (s, 1H), 3.64 - 3.58 (m,
2H), 3.12 (t, J = 6.6 Hz, 2H), 3.00 (s, 3H)

0 LC/MS ESI (+): 323 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.63 (s, 1H), 8.25 (d, J = 8.3 Hz, 1H), 7.89
(d, J = 7.8 Hz, 1H), 7.81 - 7.71 (m, 2H), 7.57 (t, J = 7.1 Hz, 1H), 7.27 (d, J =

8.4 Hz, 2H), 7.13 (d, J = 8.4 Hz, 2H), 6.75 (s, 1H), 3.62 - 3.56 (m, 2H), 2.98 -
2.92 (m, 5H)

0 LC/MS ESI (+): 410 (M+1)

oooooo
0000000D000D000000000000000000000000000000
0000000000000 D0000000000000
ooooo
‘-
N
S N
00
N~ N~ CF,
-
0000000000000 000000000000000000000000000

O
000000000000 0000000000000000000000000000
000000000000 0000000000000000000000000000¢0
000000000000 000000000000000000000000ooon
00000000000

14 NMR (300 MHz, DMSO-dg) & = 9.62 (s, 1H), 8.94 (s, 1H), 8.32 (d, J = 8.2
Hz, 1H), 7.91 - 7.82 (m, 2H), 7.67 (t, J = 8.1 Hz, 1H), 7.23 (d, J = 8.4 Hz, 2H)
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,7.12 (d, J = 8.4 Hz, 2H), 3.79 - 3.72 (m, 2H), 2.97 - 2.92 (m, 5H)
O0LC/MS ESI (+): 411 (M+1)
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LC/MS ESI (+): 373 (M+1)
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1H NMR (300 MHz, CDCl3) 8 = 8.74 (s, 1H), 8.23 - 8.13 (m, 2H), 7.98 - 7.88
(m, 1H), 7.84 - 7.75 (m, 1H), 7.61 (d, J = 1.5 Hz, 1H), 7.54 (d, J = 1.9 Hz, 1H
), 7.43 (d, J = 8.4 Hz, 2H), 7.38 - 7.28 (m, 2H), 5.88 - 5.74 (m, 1H), 3.99 (d, J
= 6.5 Hz, 2H), 3.19 (t, J = 7.1 Hz, 2H)

0 LC/MS ESI (+): 439 (M+1)
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1H NMR (300 MHz, CDCl3) & = 8.74 (s, 1H), 8.22 - 8.13 (m, 2H), 7.96 - 7.89

(m, 1H), 7.83 - 7.75 (m, 1H), 7.61 (d, J =

1.5 Hz, 1H), 7.54 (d, J =

1.9 Hz, 1H

), 7.43 (d, J = 8.4 Hz, 2H), 7.38 - 7.29 (m, 2H), 5.86 - 5.74 (m, 1H), 3.99 (q, J

= 6.9 Hz, 2H), 3.19 (t, J = 7.1 Hz, 2H)
0 LC/MS ESI (+): 472 (M+1)
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1H NMR (300 MHz, CDCl3) 8 = 8.72 (s, 1H), 7.95 - 7.87 (m, 1H), 7.82 - 7.75

(m, 1H), .64 - 7.58 (m, 1H), 7.56 - 7.52 (m, 1H), 7.40 - 7.31 (m, 2H), 7.30 - 7

.24 (m, 2H), 7.22 - 7.12 (m, 2H), 6.34 - 6.27 (m, 1H), 5.79 - 5.70 (m, 1H), 3.
98 - 3.88 (m, 2H), 3.08 - 2.94 (m, 5H)
0 LC/MS ESI (+): 487 (M+1)
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1H NMR (300 MHz, CDCl3) 8 = 7.99 - 7.88 (m, 1H), 7.68 (dd, J = 1.7, 8.6 Hz,
1H), 7.55 (dd, J = 1.9, 9.5 Hz, 2H), 7.41 - 7.15 (m, 6H), 6.52 - 6.46 (m, 1H),
6.41 (s, 1H), 5.18 - 5.09 (m, 1H), 3.66 - 3.53 (m, 2H), 3.10 - 2.97 (m, 5H)

0 LC/MS ESI (+): 520 (M+1)
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14 NMR (300 MHz, DMSO-dg) & = 9.72 (s, 1H), 9.40 (s, 1H), 8.12 (d, J = 8.0
Hz, 1H), 8.02 (d, J = 8.4 Hz, 1H), 7.93 - 7.83 (m, 1H), 7.77 - 7.67 (m, 2H), 7.

37(d,J=8.4Hz,2H),7.21(d, J=8.4 Hz, 2H), 4.51 (d, J =5.7 Hz, 2H), 2.97 (s, 3H)

0 LC/MS ESI (+): 390 (M+1)
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1H NMR (300 MHz, CDCl3) 8 = 8.33 (d, J = 8.3 Hz, 2H), 7.72 (d, J = 8.3 Hz, 2
H), 3.77 (t, J = 12.8 Hz, 2H)
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1H NMR (300 MHz, CDCl3) & = 8.59 (s, 1H), 8.27 (d, J = 8.8 Hz, 2H), 7.92 - 7
.71 (m, 5H), 7.58 - 7.49 (m, 1H), 5.99 (t, J = 5.5 Hz, 1H), 4.60 - 4.43 (m, 2H)
0 LC/MS ESI (+): 331 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 10.09 - 9.89 (m, 1H), 8.87 (s, 1H), 8.44 -

8.32 (m, 1H), 8.07 - 7.96 (m, 1H), 7.81 - 7.71 (m, 2H), 7.33 - 7.23 (m, 2H), 7

.15 (d, J = 8.4 Hz, 2H), 3.98 - 3.86 (m, 2H), 3.06 - 2.94 (m, 3H)
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= 8.4 Hz, 2H), 8.09 - 8.00 (m, 1H), 7.80 - 7.62 (m, 2H), 7.55 (d, J = 8.4 Hz, 2
H), 3.82 (g, J = 6.9 Hz, 2H), 3.19 - 3.06 (m, 2H)

O
O
O

LC/MS ESI (+): 313 (M+1)
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1H NMR (300 MHz, CDCl3) 8 = 8.80 - 8.69 (m, 1H), 8.21 (d, J = 8.4 Hz, 2H),
8.04 - 7.90 (m, 2H), 7.73 - 7.57 (m, 3H), 7.44 (d, J = 8.4 Hz, 2H), 4.22 (br s,
1H), 3.70 (q, J = 6.5 Hz, 2H), 3.31 - 3.14 (m, 2H)

0 LC/MS ESI (+): 294 (M+1)
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1H NMR (300 MHz, CDCl3) 8 = 8.76 - 8.69 (m, 1H), 7.96 - 7.89 (m, 2H), 7.71
- 7.56 (m, 3H), 7.33 - 7.19 (m, 5H), 4.32 - 4.22 (m, 1H), 3.66 - 3.56 (m, 2H),
3.13 - 3.00 (m, 5H)
0 LC/MS ESI (+): 342 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.62 (s, 1H), 8.53 - 8.44 (m, 1H), 8.33 (t, J
= 5.3 Hz, 1H), 8.12 - 8.00 (m, 1H), 7.81 - 7.61 (m, 2H), 7.28 - 7.18 (m, 2H),
7.18 - 7.08 (m, 2H), 3.80 - 3.65 (m, 2H), 2.93 (s, 5H)

0 LC/MS ESI (+): 361 (M+1)
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1H NMR (300 MHz, DMSO-dg) 8 = 11.22 - 11.11 (m, 1H), 9.02 (s, 1H), 8.31 -
8.18 (m, 3H), 8.02 - 7.91 (m, 2H), 7.75 - 7.63 (m, 1H), 7.76 - 7.62 (m, 2H), 4
.25 (s, 2H)

OLC/MS ESI (+): 309 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.60 (s, 1H), 8.49 - 8.40 (m, 1H), 8.12 - 8.
03 (m, 1H), 7.99 - 7.88 (m, 1H), 7.36 (d, J = 5.3 Hz, 1H), 7.25 - 7.17 (m, 2H),
7.16 - 7.07 (m, 2H), 3.75 - 3.62 (m, 2H), 2.99 - 2.84 (m, 5H)

0 LC/MS ESI (+): 349 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.15 (t, J = 5.3 Hz, 1H), 8.97 (d, J = 2.7 Hz
, 1H), 8.71 - 8.61 (m, 1H), 8.20 - 8.12 (m, 2H), 7.62 - 7.52 (m, 3H), 3.86 - 3.
74 (m, 2H), 3.17 - 3.06 (m, 2H)

0 LC/MS ESI (+): 330 (M+1)
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1H NMR (300 MHz, DMSO-dg) & = 9.76 - 9.47 (m, 1H), 8.36 (s, 1H), 8.14 - 8.
00 (m, 1H), 7.63 - 7.50 (m, 2H), 7.26 - 7.17 (m, 2H), 7.16 - 7.06 (m, 2H), 3.7
5-3.61 (m, 2H), 3.01 - 2.81 (m, 5H)

0 LC/MS ESI (+): 349 (M+1)
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1H NMR (400 MHz, DMSO-dg) & = 9.25 (s, 1H), 8.42 (s, 2H), 8.16 (d, J = 8.7

Hz, 2H), 7.55 (d, J = 8.6 Hz, 2H), 3.81 (q, J = 6.8 Hz, 2H), 3.11 (t, J = 7.1 Hz, 2H)
0 LC/MS ESI (+): 302 (M+1)
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1H NMR (400 MHz, DMSO-dg) & = 9.17 (s, 1H), 8.35 (s, 1H), 8.23 (br t, J = 5.
7 Hz, 1H), 6.86 - 6.80 (m, J = 8.1 Hz, 2H), 6.44 - 6.39 (m, J = 8.2 Hz, 2H), 4.
82 (s, 2H), 3.61 - 3.51 (m, 2H), 2.71 - 2.61 (m, 2H)

0LC/MS ESI (+): 272 (M+1)
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1H NMR (400 MHz, DMSO-dg) & = 9.61 (s, 1H), 9.24 (s, 1H), 8.42 (s, 1H), 8.3
4 (brs, 1H), 7.24 - 7.19 (m, J = 8.3 Hz, 2H), 7.15 - 7.10 (m, J = 8.3 Hz, 2H),
3.71 (q, J = 6.9 Hz, 2H), 2.93 (s, 3H), 2.90 (br t, J = 7.4 Hz, 2H)
0 LC/MS ESI (+): 350 (M+1)
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1H NMR (400 MHz, DMSO-dg) &

80 (brt,J =7.5 Hz, 2H)
OLC/MS ESI (+): 332 (M+1)
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11.40 (br s, 1H), 9.54 (br s, 1H), 8.04 (s,
1H), 7.41 (br s, 1H), 7.18 - 7.12 (m, J = 8.3 Hz, 2H), 7.10 - 7.04 (m, J = 8.2
Hz, 2H), 6.98 (br s, 1H), 6.45 (br s, 1H), 3.62 - 3.54 (m, 2H), 2.87 (s, 3H), 2.
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9.60 (br s, 1H), 9.00 (s, 1H), 8.78 (s, 1H),

5.9 Hz, 1H), 7.92 (t, J = 5.7 Hz, 1H), 7.26 - 7.20 (m, J = 8.3 Hz,
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1H NMR (400 MHz, DMSO-dg) & = 9.60 (br s, 1H), 8.35 (s, 1H), 8.13 (d, J = 8
4 Hz, 1H), 7.79 (d, J = 8.3 Hz, 1H), 7.57 (t, J = 7.6 Hz, 1H), 7.41 (t, J = 7.6
Hz, 1H), 7.19 - 7.12 (m, 2H), 7.12 - 7.08 (m, 2H), 5.89 (br t, J = 6.1 Hz, 1H),

3.68 (q, J = 6.8 Hz, 2H), 2.92 (s, 3H), 2.82 (t, J = 7.4 Hz, 2H), 2.32 (s,
3H)

0 LC/MS ESI (+): 356 (M+1)
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1H NMR (400 MHz, DMSO-dg) & = 9.53 (s, 1H), 7.80 - 7.77 (m, 1H), 7.74 - 7.
72 (m, 1H), 7.18 - 7.11 (m, 2H), 7.09 - 7.04 (m, 2H), 7.04 - 7.00 (m, 1H), 7.0
0 (d,J =2.0 Hz, 1H), 6.73 (d, J = 5.9 Hz, 1H), 3.61 - 3.49 (m, 2H), 2.87 (s, 3
H), 2.80 (t, J = 7.5 Hz, 2H)

0LC/MS ESI (+): 332 (M+1)
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00
1H NMR (400 MHz, DMSO-dg) & = 9.53 (br s, 1H), 8.23 (d, J = 8.4 Hz, 1H), 7.
92 (s, 1H), 7.87 (d, J = 8.3 Hz, 1H), 7.77 - 7.73 (m, 1H), 7.73 - 7.67 (m, 1H),
7.55 (t, J = 7.6 Hz, 1H), 7.19 - 7.13 (m, J = 8.4 Hz, 2H), 7.09 - 7.04 (m, J = 8
.3 Hz, 2H), 3.65 - 3.56 (m, 2H), 2.87 (s, 3H), 2.86 - 2.83 (m, 2H)

0 LC/MS ESI (+): 376 (M+1)
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LC/MS ESI (+): 294 (M+1)

1H NMR (400 MHz, CDCl3) & = 8.18 (d, J = 8.7 Hz, 2H), 8.03 (d, J = 5.9 Hz, 1
H), 7.74 - 7.66 (m, 1H), 7.62 (m, 2H), 7.48 - 7.45 (dd, 7.8 Hz, 1.2 Hz, 1H), 7.
43 (d, J = 8.6 Hz, 2H), 6.99 (d, J = 5.9 Hz, 1H), 5.26 (br s, 1H), 4.00 - 3.86 (
m, 2H), 3.18 (t, J = 6.9 Hz, 2H)
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LC/MS ESI (+): 342 (M+1)

H NMR (300 MHz, DMSO-dg) & = 9.59 (s, 1H), 8.21 - 8.17 (m, 1H), 7.88 (d, J
= 5.7 Hz, 1H), 7.72 - 7.66 (m, 1H), 7.61 (dt, J = 1.0, 7.5 Hz, 1H), 7.50 - 7.48
(m, 1H), 7.48 - 7.44 (m, 1H), 7.27 - 7.21 (m, 2H), 7.17 - 7.09 (m, 2H), 6.88 (
d,J = 5.7 Hz, 1H), 3.72 - 3.64 (m, 2H), 2.94 (s, 3H), 2.93 - 2.89 (m, 2H)
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1H NMR (400 MHz, METHANOL-d4) & = 8.17 (d, J = 8.0 Hz, 2H), 8.00 (dd, J =
0.7, 8.4 Hz, 1H), 7.74 - 7.69 (m, 1H), 7.69 - 7.63 (m, 1H), 7.52 (d, J = 8.7 Hz,
2H), 7.45 (ddd, J = 1.4, 6.8, 8.4 Hz, 1H), 6.51 (s, 1H), 3.70 (t, J = 7.0 Hz, 2H
), 3.17 (t, J = 7.0 Hz, 2H)

0 LC/MS ESI (+): 328 (M+1)
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14 NMR (400 MHz, DMSO-dg) & = 9.61 (s, 1H), 8.20 (d, J = 8.3 Hz, 1H), 7.73
- 7.57 (m, 3H), 7.46 (t, J = 7.0 Hz, 1H), 7.30 - 7.24 (m, J = 8.4 Hz, 2H), 7.16 -
11 (m, J = 8.4 Hz, 2H), 6.45 (s, 1H), 3.57 - 3.45 (m, 2H), 2.99 - 2.88 (m, 5H)
LC/MS ESI (+): 376 (M+1)
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1H NMR (400 MHz, DMSO-dg) 8 = 9.61 (s, 1H), 8.06 (d, J = 8.2 Hz, 1H), 7.60
-7.57 (m, 1H), 7.55-7.50 (m, 1H), 7.29 - 7.24 (m, 3H), 7.14 (d, J = 8.4 Hz, 2
H), 7.09 (t,J = 5.3 Hz, 1H), 5.89 (s, 1H), 3.88 (s, 3H), 3.48 - 3.40 (m, 2H), 2.
94 (s, 3H), 2.93 - 2.90 (m, 2H)

OLC/MS ESI (+): 372 (M+1)
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i ICs (ubl) ICs (ub) i IC (M) ICw (M)

DSTAT3 DSTAT1 DSTAT3 DSTATI

1 2.6 >50 2 0.85 >60

3 10.5 >50 4 20.9 40.9

) 38.1 46.2 6 0.71 >60

7 0.038 >50 g 7.8 46.4

g 3.0 >50 10 3.9 >560

11 1.6 >50 1z 5.8 >50

13 3.1 >50 14 0.59 >50

15 3.1 46.1 16 250 >560

17 1.6 >50 18 0.21 >50

19 >50 >50 20 0.75 >50

21 2.3 >50 22 0.10 >50

23 0.26 >60 24 4.1 >h0

25 1.9 >50 26 0.15 >60

27 0.14 >50 28 32.3 >50

29 0.64 >50 30 2.2 >50

31 0.12 >b0 32 3.3 45.2

33 6.0 >50 34 6.9 >50

35 2.3 >50 36 0.023 >50

37 20.3 >50 38 0.17 >50

39 >50 >50 40 >50 >50

41 9.8 >50 42 >50 >50

43 >60 >50 44 >50 >50

45 13.1 50 46 33.7 >50

47 >50 >50 48 7.3 >60

49 5.6 >50 50 13.9 >50

61 24.1 >50 52 3.1 47.4

83 3.0 >50 54 11.0 >50

b5 >50 >50 56 6.6 28.9

57 17.9 >b0 58 >b0 >60

59 0.35 >50 60 14.0 33.9

61 0.053 >50 62 12.1 41.8

63 0.75 >50 64 0.063 >50

65 >50 >60 66 0.74 >h0

67 4.4 >50 68 0.076 >60

69 0.046 >50 70 3.8 >50

71 9.6 >50 7z 0.62 >50

73 35.9 >b0 4 3.9 >60

75 4.3 >50 76 1.2 >50
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ICs (M) ICs; (uM) ICs (M) ICs (uM)
Zhtl LNCap Zf] LNCap Litfl LNCap Zht] LNCap
1 38 2 0.81 3 5.1 4 >50
47.3 6 0.69 7 0.078 8 16.0
g 7.7 10 2.6 11 2.6 12 9.3
13 2.5 14 1.9 15 1.6 16 218
17 4.7 18 0.48 19 18.4 20 0.74
21 2.4 22 0.074 23 0.25 24 6.2
25 9.6 26 0.23 27 0.14 28 44 [
29 2.5 30 7.0 31 0.21 32 33.8
33 >50 74 15.7 35 7.3 36 0.093
37 10.6 38 0.18 39 >50 40 250
41 250 42 >50 43 >50 44 >80
45 13.1 46 18.9 47 >50 48 14.2
49 14.1 50 23.1 51 27.7 52 6.6
53 15.7 54 14.1 55 »>50 56 13.9
57 8.6 58 250 59 0.16 60 29.5
&1 0.19 62 23.5 63 1.9 64 0.23
65 >50 66 0.71 67 3.7 68 0.27
69 0.13 70 10.8 71 20.9 72 1.4
73 33.0 74 13.1 75 6.0 76 3.9
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